*} Slimmng cosnetic conposition containing a substance ind
zroduction of IL-6 The present invention relates to cosnetﬂ@ﬂl JM@EMMML
conpositions containing slinmmng active substances. The actt

_Present in the cosnetic conp05|t|on are chosen from an ant agonil®tsoof the

receptors for neuropeptide Y called hereinafter NPY, an ant of

a2 receptors and an inducer of the 10 production of interl euawmmmﬂw ’ﬁm,
hereinafter 1L-6. The NPY antagonist, the a2 antagoni st or of
the production of IL-6 may be a nonpeptide conpound, a peptide,*ceoel | or

ti ssue extrarimmingnbaaheteb QbﬁﬁbsQEhBhnc%htilﬁﬁﬁﬁpgtd@@éﬂdﬂ@* by
fermentation 15 by a mcroorganism for exanple a bacteriumor a fungus.

Pat ent appl indbecbngEPh83p2dAudesioni bEsIa-6sl i Nmi ng cosnetic conposition
whi ch contains an NPY antagonist and an a2 antagonist. The active
substances 20 in this conposition are obtained by fernmentation by two

m cr oor gani sns deposited at the CN.C M of Institut Pasteur where they
wer e regi stered under ThRepreteneniesenkid8d32edadels toH78ostesdectively. In
the present description, these active substances will be called 25

subst anc® AF%MH°§HE§P§ﬁC§OBtaFéép@cﬁlv@myngTthswﬁnﬁmh@ta@@@m&t|c

conposition contalnlng themw Il be called
e active substances present in the cosmetic

composition are chosen from an antagonist of the
receptors for neuropeptide Y called hereinafter NPY, an
antagonist of the 02 receptors and an inducer of the

10 production of interleukin-6 called hereinafter IL-~6.

The NPY antagonist, the 02 antagonist or the
inducer of the production of IL-6 may be a nonpeptide
compound, a peptide, a cell or tissue extract of animal
or plant origin or a product obtained by fermentation

15 by a microorganism, for example a bacterium or a
fungus.

Patent application EP 838217 describes a
slimming cosmetic composition which contains an NPY
antagonist and an 02 antagonist. The active substances

20 in this composition are obtained by fermentation by two
microorganisms deposited at the C.N.C.M. of Institut
Pasteur where they were registered under the references
I 1332 and I 1778, respectively. In the present
description, these active substances will be called

25 substance A and substance B, respectively. The slimming
cosmetic composition containing them will be called

composition Aml.



“eonposition AmM . 2 This slimrming conposition Ant acts on the subcutaneous
adi pose tissue and controls the release of the fat stored in the

adi pocytes. By blocking the a2 and NPY receptors, 5 conposition Ant nakes
.I"t possible to clear the hypertrophied adi pocytes and to avoid any new
exceéssive adipocyte storage by allow ng the expression of the (3
receptors whose prolipolytic activity iss normally masked by the
antilipolytic a2 and NPY receptors which 10 are largely in excess in the
subcut aneous adi pose tissues. Conposition Anmt thus makes it possible to

act effectively on tbhaieushhewiel bepbatitycacihtdd HALdd nd he

adi pocytes. The conpositions according to the present 15 invention maintain
this activi sybbutaseppkeadipose, tdgsukhandneochardl bithe rellasdg@acti on on
the entry of fatty acids which exerts itself by a reducing effect on the
producti on bhelLPat sheredzynethespdipoblyeetor the entry of fatty acids
into the cell and, on the other 20 hand, on the hyperplasia of the

adi pocytes. This uneRpebledkinppltoreaarpydeNPFC ireicepdiatrai ,ned by a
substance capabl e of inducing the production of IL-6 by the adipocytes.
Thi s subSt afie®PPEipieaubBd Bekas AtcPossdkiiestrodepesirt stheat the C. N.C. M of

I nstitut 25 Pasteur ﬁegiste[ed under the reference | 1844. This
hypertrophi&d adipocytes and to avoid any new excessive

adipocyte storage by allowing the expression of the B
receptors whose prolipolytic activity is normally
masked by the antilipolytic 02 and NPY receptors which

10 are largely in excess in the subcutaneous adipose
tissues. Composition Aml thus makes it possible to act
effectively on the outflow of the fatty acids stored in
the adipocytes.

The compositions according to the present

15 invention maintain this activity but supplement it, on
the one hand, by a retarding action on the entry of
fatty acids which exerts itself by a reducing effect on
the production of LPL, the enzyme responsible for the
entry of fatty acids into the cell and, on the other

20 hand, on the hyperplasia of the adipocytes. This
unexpected supplementary effect is obtained by a
substance capable of inducing the production of IL-6 by
the adipocytes. This substance is produced by a
microorganism deposited at the C.N.C.M. of Institut

25 Pasteur registered under the reference I 1844. This
active substance will be called hereinafter substance

cC.



“active substance will be called hereinafter substance C. 3 For |ong
considered solely for their role as energy reserve, the adi pocytes have
denonstrated during the past few years endocrine and secretory cel
.functions (Al haud G et al. Medecine/Science 1998, 14, 5 858-864). Leptin
perfectly illustrates this new secretory function of the adi pocyte. This
protein is specifically produced by t mat ure adi pocyte. It is involved
in controlling satiety; it is also thought to be involved in the

regul ation of fatty deposits. The 10 adi pocyte is thus responsible for the

production of factorgow hbnauleekl e 2d LAk qg,r 136 3¢diy! tr%lvg“ wil |

nodul at e t he physi ol ogy of the adi pose tissue. "I n particul ar, as been
very recent byerggneaseratod chabal BocoReacHane ekt dtfed faﬁﬂ%gd' pocyte
is exerted on two specific nediators: | i sophosphatidic acid

li pi d factothewhase firadyenirenehsorednat ethdbgechetasti wtlilon of the a2
recept or and whose function consists in recruiting new adipocytes (Val et
P. et al. JfuGkttmonbnvasflhathfioB, e20al0l{éleci4dlst43B)ce 199g,6,74¢hich is a
mul tifunctional cytokine. Substance Cis known as an inducer of the
production 8$8+868) byLepsikerarifrotyvesllssratelsodhdfs newoduction is
described in international patent
secretory function of the adipocyte. This protein is
specifically produced by the mature adipocyte. It is
involved in controlling satiety; it is also thought to
be involved in the regulation of fatty deposits. The
10 adipocyte is thus responsible for the production of
factors with autocrine and paracrine activity which
will modulate the physiology of the adipose tissue.
In particular, it has been very recently
demonstrated that the endocrine function of the
15 adipocyte is exerted on two specific mediators:
- lisophosphatidic acid (LPA), a lipid factor
whose production is mediated by the activation of the
02 receptor and whose function consists in recruiting
new adipocytes (Valet P. et al. J. Clin. Invest. 1998,
20 101(7), 1431-1438).
- IL-6, which is a multifunctional cytokine.
Substance C is known as an inducer of the
production of IL-6 by the keratinocytes. Its method of
production is described in international patent

25 application WO 99/40896. It exerts an effect on skin

ageing.



"25 application WO 99/40896. It exerts an effect on skin ageing. r 4
Not-hi ng coul d indicate that this substance (produced by the m croorgani sm
| 1844) woul d noreover have exerted a double action on the adi pocytes.
-Recently, studies have shown that the adipose 5 cells could produce IL-6
whose function at the adipocyte |evel consists in repressing the synthesis
of LPL, the enzyne responsible for thegentry of fatty acids into the

adi pose cell (Geenberg A'S. et al. Cancer Research 1992, 52, 4113-4116).
10 The production of I1L-6 by the cells of the subcutaneous adi pose tissue

is positively correl ahgsthimd el d nti@asgté nchhe PRy sBsschpdex (Mhaned
Ali V. et al. J. din. Endocrinol. Metab. 1997, 82, 4196-4200) but also

di ffers accoimdioipaesi thhe tdre ghitodort deen hsth pDSB844H wbssdemoFBY§eri N Obese
subj ects, the basal adi pocytes collected fromthe onental region rel eases
2 to 3 tinesavfprexante thatrubie adcivmneoushada@osytesesFried S. K. et
al. J. din. Endocrinol. Metab. 1998, 83, 847-860). 20 Finally, in addition
to the capacity of ILsﬁﬁcﬁnikxxhﬁﬁudiﬁsﬁh@@©c$h@mno¢haPLthg addepadipocyt es,

IL-6 could al.so act, thro%gh |nh|b|t|on on the differentiation of the
adi pocyt e~ p& &owlgl produce IL-6 whose function at the

adipocyte level consists in repressing the synthesis of
LPL, the enzyme responsible for the entry of fatty
acids into the adipose cell (Greenberg A.S. et al.
Cancer Research 1992, 52, 4113-4116).

10 The production of IL-6 by the cells of the
subcutaneous adipose tissue is positively correlated
with an increase in the body mass index (Mohamed Ali V.
et al. J. Clin. Endocrinol. Metab. 1997, 82, 4196-4200)
but also differs according to the origin of the adipose

15 tissue.

Thus, in obese subjects, the basal adipocytes
collected from the omental region releases 2 to 3 times
more IL-6 than the subcutaneous adipocytes (Fried S.K.
et al. J. Clin. Endocrinol. Metab. 1998, 83, 847-860).

20 Finally, in addition to the capacity of IL-6
to reduce the production of LPL by the adipocytes, IL-6
could also act, through inhibition, on the
differentiation of the adipocyte-precursor cells
(Hauner H. et al. 8th International Congress on Obesity

25 1999, 47-53).

IL-6 therefore appears as a cytokine which

has an autocrine action (on LPL) and a paracrine action



“(Hauner H. et al. 8th International Congress on Cbesity 25 1999, 47-53).
| L-6 therefore appears as a cytokine which has an autocrine action (on
LPL) and a paracrine action 5 (on the preadi pocytes) for slow ng down the

_devel opnment of the subcutaneous adi pose tissue. However, I|ike al
cytokines, IL-6 is a pleiotropic glycoprotein, that is to say that it 5
exhibits different effects depending og the cell producing it. Thus, at
the |l evel of the adipocyte, IL-6 will have effects of a conpletely
different type to those already known with the keratinocyte. In

particul ar, (4m the gdbpacybeyttBe Ebr6s10wsnpt Beghzeteb¥elBe opiikht

down-regul ates the content and therefore the activity of the enzynme which

is responsabl €hé osubbeteneoysohdipbse Thdsuet he conpositions according to
the invention nake it possible to control the phenonena of 15 entry and
outflow of fatty aci déowecéundi hjjkst al Bgeyaosdinbygpertrephy af the

adi pocytes. It also nakes it possible to act on adi pocyte hyperplasia. It
is known thzteidlerépieaylvnopfonein, adhpbcysesoosaur shah humans t hr oughout
the life of the 20 individuals. Thus, "dormant" fatty cells have been

i sol at edb i e ettty dibferent wabifevers dependgpaden thei kRald G et al. Int.

J. Qpbes. Relat. Metab, D sord.
producing it. Thus, at the level of the adipocyte, IL-6

will have effects of a completely different type to
those already known with the keratinocyte.
In particular, in the adipocyte, the IL-6
10 synthesized by the cell down-regulates the content and
therefore the activity of the enzyme which is
responsible for the entry of fats.
Thus, the compositions according to the
invention make it possible to control the phenomena of
15 entry and outflow of fatty acids including storage and
hypertrophy of the adipocytes. It also makes it
possible to act on adipocyte hyperplasia.
It is known that the formation of new
adipocytes occurs in humans throughout the life of the
20 individuals. Thus, “dormant” fatty cells have been
isolated in elderly subjects whatever their gender
(Ailhaud G. et al. Int. J. Obes. Relat. Metab. Disord.
1992, 16(2), 517-521; Spiegelman B et al. Cell 1996,
87, 377-389; Hauner et al. J. Clin. Invest. 1989; 84,
25 1663-1670).
The development of the adipose tissue results
from an increase in the size of the adipocytes

following the excessive accumulation of fatty acids, as



-13992, 16(2), 517-521; Spiegelman B et al. Cell 1996, 87, 377-389; Hauner
et al. J. din. Invest. 1989; 84, 25 1663-1670). The devel opment of the
adi pose tissue results froman increase in the size of the adipocytes
fol l ow ng the excessive accunulation of fatty acids, as 6 5 10 15 well as
‘fromthe recruitnent of new fatty cells obtained fromthe nmultiplication
and differentiation of adipocyte-precyssor cells, the preadi pocytes (Valet
P. et al. J. din. Invest. 1998, 101(7), 1431-1438). This recruitnent of

new adi pocytes is mnediated by sol uble factors produced by the

hyper t r ophi gd12dbB0eYbRS theN rRakLiCHealk BY LRA W fihe o S mul ation of the
a2 receptor, and by IL-6 via its controlling power “on preadi pocyte

di fferenti abbbaindtiefbbAckhagmafl tibe iddtiepeRher di¥ ARRHYS oS as to
allow, in parallel with its beneficial effect on |lipolysis, repression of

the rel easeadfpb@Atewptbruasoadeanllage than prebidiidolcgt «af (g dteqr ui t ment of
new adi pocytes. IL-6 |imts the maturation of the preadipocytes into
di fferenti aetdaddi pocglen. Theesadi peOYt e 19ti(myl, atliddn -afaztghe producti on of
this This recruitment of new adipocytes is
mediated by soluble factors produced by the
hypertrophied adipocytes: in particular by LPA via the
stimulation of the o2 receptor, and by IL-6 via its
controlling power on preadipocyte differentiation.
10 The blocking of the 02 receptor is therefore
such as to allow, in parallel with its beneficial
effect on lipolysis, repression of the release of Lpa,
with, as advantage, an inhibition of the recruitment of
new adipocytes.
15 IL-6 limits the maturation of the
preadipocytes into differentiated adipocytes. The
adipocyte stimulation of the production of this
cytokine by the inducer of IL-6 reinforces this
property.
20 The combination of substance B, inhibitor of
the receptor, and of substance C, inducer of IL-6, is
therefore such as to allow an increased and innovative
efficacy on the hyperplasia of the fatty cells. The
addition of substance A to this combination makes it
25 possible to obtain a slimming composition which acts on

several mechanisms of action, namely hypertrophy and

hyperplasia.



“eytokine by the inducer of IL-6 reinforces this property. 20 The

combi nati on of substance B, inhibitor of the receptor, and of substance C

i nducer of IL-6, is therefore such as to allow an increased and innovative
.éfficacy on the hyperplasia of the fatty cells. The addition of substance
A td this conbination nmakes it 25 possible to obtain a slinmmng conposition
whi ch acts on several nechanisns of ac¢tion, nanely hypertrophy and
hyper pl asia. 7 Studi es have been carri€d out to demonstrate the activity
of the active substance obtained fromthe mcroorganism]!| 1844, or

bst C, th i t d th i t
ST evonti s on A BHIEE s HLBRTYEER BRLLIRA! BEs ML Uebifissaatens epar ca,
ding to.the.j i om, i -qnt ai , d whi ch
T b PabEeLIYeRy: 88 ch GRCEON BLARC RUBO ARG, Fcfldng And 1
10 subj ect ini.cak st udi T i i.cal ~ef t Ci
siirolhect micfoobbaten! dih8as, ThE BlLBLOALER! ol bl che matlid S8 C e,
routinely cafiysedeis QNENbﬁeehenhdﬁpaegkeoaif%%ﬁl&mal%%@ﬂti al Medi um

enriched with 10% 15 foetal calf serumhas the property of differentiating
into matere adi pocytesa sDiinhéngr eseneeief congveers osUtls now been
prepared, according to the invention, which contains
substances A, B and C and which will be called
hereinafter Am2.
The slimming effect of Am2 has been the
10 subject of clinical studies.

The biological effects of substance C in
vitro has been studied on the murine line 3T3-Ll. This
preadipocyte line, routinely cultured in DMEM medium
(Dubelco’s Minimum Essential Medium) enriched with 10%

15 foetal calf serum has the property of differentiating
into mature adipocytes in the presence of inducers such
as insulin and indomethacin (Slieker L. J. Biochem.
Biophys. Res. Com. 1998, 251, 225-229). Eight to ten
days after the induction of differentiation, the 3T3-L1

20 cells exhibit the characteristics of mature adipocytes.
This passage from the stage of immature cell to the
stage of functional adipocyte can be morphologically
assessed by the appearance of intracytoplasmic lipid
storage vesicles which are visible under the microscope

25 or which can be biochemically detected by measuring the
production of leptin, the hormone for satiety produced

solely by mature adipocytes.



"as insulin and indonethacin (Slieker L. J. Biochem Biophys. Res. Com
1998, 251, 225-229). Eight to ten days after the induction of
differentiation, the 3T3-L1 20 cells exhibit the characteristics of mature
_adi pocytes. This passage fromthe stage of inmature cell to the stage of
funtti onal adi pocyte can be norphologically assessed by the appearance of
intracytoplasmc |lipid storage vesiclgs which are visible under the

m croscope 25 or which can be biochem cally detected by nmeasuring the
production of leptin, the hornone for satiety produced solely by mature

adi pocytes. 8 The inftuencarolienubsbEneapstancthe agdi RO @it jrd ty was
evaluated at two levels. On the one hand, by neasuring the Capacity of

this activeaagenityowanpdubatateheapr aducllicorlef. adi ReeyioRd kshicgnd, on the
5 other hand, by evaluating its effect on differentiation into mature

adi pocyt es. b¥-meagucingf thabstpacetg ofi the spreduc agedft o 6 by the

mat ure adi pocytes 3T3-L1 Mature adi pocytes 3T3-L1 (harvested after 10 10
days of difm@%@hﬂtattbﬁ pndduetiiby pfieadnapokiyhe( 3Lgg/ mind,amd itheéonet haci n
(125 gm conbjnatjon) are stinulated with substance C at 1% (v/v) for 24
hours. ~TheCtle¥ upandupbyngvahhariénghétsr efifect anddifseriensiatdmrent
nmeasur ed by, ELI SA éEnzyne_Linked | mmunosor bent 15 Assay) according to the
supplier's TREPrIRtTHRs2ARREFYEeS.

1- Effect of substance C on the production of IL-6 by
the mature adipocytes 3T3-L1
Mature adipocytes 3T3-L1 (harvested after 10
10 days of differentiation induced by the insulin
(5 ug/ml) and indomethacin (125 um) combination) are
stimulated with substance C at 1% (v/v) for 24 hours.
The culture supernatant is then removed and its IL-6
content measured by ELISA (Enzyme Linked Immunosorbent
15 Assay) according to the supplier’s instructions (R&D
Systems, Abingdon, GB). The quantity of IL-6 secreted
is compared with that of a control culture treated only
with the solvent for substance C (ethanol/water (50/50)
mixture, diluted 1/100 in the culture medium) and of a
20 culture stimulated with a reference IL-6 inducer, TNF-o
at 50 ng/ml (Fried S.K. J. Clin. Endocrinol. Metab.
1998, 83, 847-860). Figure 1 shows that substance C
stimulates the production of IL-6 from the adipocytes
3T3-L1 by a factor of about 5 compared with the solvent
25 control culture (43 pg/ml against 9 pg/ml
respectively), that is 83% of the effect obtained with

the reference inducer (52 pg/ml).



"8ystens, Abingdon, GB). The quantity of IL-6 secreted is conpared with
that of a control culture treated only wth the solvent for substance C
(et hanol /water (50/50) mxture, diluted 1/100 in the culture nedium and
.0f a 20 culture stinulated with a reference IL-6 inducer, TNF-a at 50
ng/mM (Fried S.K. J. din. Endocrinol. Metab. 1998, 83, 847-860). Figure 1
shows that substance C stinulates thesproduction of IL-6 fromthe

adi pocytes 3T3-L1 by a factor of about™5 conpared with the solvent 25
control culture (43 pg/m against 9 pg/m respectively), that is 83% of

the of fect obtained wrhy LRGel rense nducer (52 polm), .9 The results

obt ai ned show that, on the one han substance récogni adi pocyt es

as inductiggnagrggbsgachh@tIQQBQEFQF%E%%%yggqﬁagyggg dhe effect of

substance C, the basal production o adi pocytes is increased

by a factorigfubtribhatakrget83Ha0thbhe BRXiMEMREC okt al R iy t he
positive control. Such an increase nakes it possible, taking into account

the known peppecti es shbkkaficet 0, eRniesBaRa11@roAu thidmSlof NSl-angs, a
reduction of the synthesis of 15 the enzyne charged with the entry of the
fatty acbdsthel®fjipandtebensf dhboebngdt bt o FareduCidrom i nHire igntry
83% of the maximum effect obtained with the positive
control.
Such an increase makes it possible, taking
into account the known properties of IL-6, to envisage,
10 in a first instance, a reduction of the synthesis of
the enzyme charged with the entry of the fatty acids,
LPL, and then following that, a reduction in the entry
of the fatty acids.
2- Effect of substance C on adipocyte differentiation
15 The objective of this second study was to
identify the effects of substance C on the formation of
new adipocytes.
The influence of substance C on the
differentiation of the preadipocytes 3T3-L1 into mature
20 adipocytes is studied, on the one hand, by evaluating
the synthesis of the hormone leptin, a marker of
adipocyte differentiation, and, on the other hand, by
observing under the microscope the formation of
intracytoplasmic lipid vesicles, other indicators of
25 the functional transformation into mature adipocytes.
In all cases, substance C is introduced into the
culture at 1% (v/v) at the beginning of the

differentiation process (induced as above) and



-@®f the fatty acids. 2- Effect of substance C on adi pocyte differentiation
The objective of this second study was to identify the effects of
substance C on the formation of new adi pocytes. The influence of substance
Conthe differentiation of the preadi pocytes 3T3-L1 into mature 20

adi pocytes is studied, on the one hand, by evaluating the synthesis of the
hornone | eptin, a marker of adipocyte Qifferentiation, and, on the other
hand, by observing under the nicroscob the formation of intracytoplasmc
i pid vesicles, other indicators of 25 the functional transformation into

e e o0 g Earnel B Lo 0RPE0end PBLANGEErER L0 TIBE D B0 | 1E

culture at he beginning 0O 8 &nt iati on process

(i nduced aseabov£le ngvér}otw@i§59gn§g HPTS8 Egéagngggéh Syapfesi s of

|l eptin is evaluated every two days assa stens, Abi ngdon
GB) . Figurearishoys, tdaj.in the presence of 5 substance C, the production
of leptin remains at an extrenely |low | evel thoughout the 10 days of the

experiment and is markeghyel DWehoys_tRAE pg/ mh)y bkaBentBabrobserved in the
control culture which, as expected, sees its leptin |level increase from
the 2nd 5 substance C, the production of leptin remains at an
extremely low level thoughout the 10 days of the
experiment and is markedly lower (£ 200 pg/ml) than
that observed in the control culture which, as
expected, sees its leptin level increase from the 2nd
10 day following the induction of differentiation, and
increases up to a maximum plateau of 1200-1400 pg/ml
from the 6th day. The inhibition of the synthesis of
leptin by substance C constitutes the first parameter
for the blocking of the adipocyte differentiation
15 process.

The second is provided by the experiment
shown in Figure 3 which indicates that after 10 days of
differentiation, the control cells develop a morphology
of mature adipocytes containing large lipid vesicles

20 which occupy practically the entire cytoplasmic space
(A), whereas the same cells treated with substance C
remain at a very immature stage with a few rare
vesicles which are much smaller in size (B).

Using the 3T3-L1 model, commonly used in the

25 literature for the exploration of adipocyte functions,
it has been demonstrated that substance C has the dual
property of stimulating, in mature adipocytes, the

production of IL-6 and of inhibiting, in precursor



"30 day followng the induction of differentiation, and increases up to a
maxi mum pl at eau of 1200- 1400 pg/m fromthe 6th day. The inhibition of the
synthesis of leptin by substance C constitutes the first parameter for
.the bl ocking of the adipocyte differentiation 15 process. The second is
provi ded by the experinment shown in Figure 3 which indicates that after 10
days of differentiation, the control E?lls devel op a norphol ogy of nature
adi pocytes containing large lipid vesicles 20 which occupy practically the
entire cytoplasmc space (A), whereas the sane cells treated with

substance Ceel®8Ri Bhat t2a¥e8mbrindWBbLH €nshags t WD & f e vesicles
whi ch are nmuch smaller in sizg (B). Lspng thewg%éﬁﬁ?iﬁ%%éﬁ%Lconnnnly used

in the 25 fubstahueect eherbeoe¥pberat LPBLeEaRdIROGHR it ons, it has
been denonstrated that substance C has the dual “property of stinulating,

in mature aaldpooyyee, mbherpedduchhandefmkkréaansyofs diftiiRithingg, Ah
precursor 11 cells, the transformation into mature adi pocytes. Substance C
t heref ore athe lUpvelea biepmeventi adipadiypesyt &heatouoaticel candrd@wnst r eam
by stinulating, at the level of the mature adi pocytes, the production of a
5 cyt oki he snkehine wvhiohvéd invbiwedi ag theistogagheofstofraltey ofci ds. These
results supggééytggiggique property of
These results support the unique property of
the substance to induce the production of IL-6 by the
adipocytes whose autocrine function (on the producing
10 cells) and paracrine function (on the cells in the
vicinity of the producing cells) is exerted both on the
entry of fatty acids into the mature adipocytes, and on
the recruitment of new adipocytes, by a termination of
the differentiation of the preadipocytes.
15 Preliminary clinical studies have been
carried out with slimming compositions according to the
invention which contain the 3 active substances
(hereinafter called composition Am2).
Two clinical studies were carried out with
20 composition Am2.
The first relates to the measurement of the
thickness of the subcutaneous adipose tissue, and the
second uses the centimetric measurement.
1) Measurement of the thickness of the
25 subcutaneous adipose tissue
The objective of this study is to evaluate

the clinical efficacy of the novel composition Am2

containing the 3 active substances.



‘the substance to induce the production of IL-6 by the adipocytes whose
aut-ocrine function (on the producing 10 cells) and paracrine function (on
the cells in the vicinity of the producing cells) is exerted both on the
.éntry of fatty acids into the mature adi pocytes, and on the recruitment of
new adi pocytes, by a termnation of the differentiation of the _
preadi pocytes. 15 Prelimnary clinical jstudies have been carried out wth
slimm ng conpositions according to the invention which contain the 3
active substances (hereinafter called conposition Anm2). Two clinical

studies were carried ouke Wblocdd QRO I AThedMR2ifd,f St relates to the
measur enent of the thickness of the subcutaneous adi pose tissue, and the

second uses the centi Neicbeg BEasubgeRitis: b1 MRasWRMEm-0fe t he thickness of
the 25 subcutaneous adi pose tissue The objective of this study is to
eval uate tteluhierecal dfifidadyiatot Regrougls q@IPeSIHIict AL PNt ai ni ng
the 3 active substances. 12 The protocol used is described bel ow. Nunber
of subj ect sthelshéamihyg femabeitiohuAmiercsontdiiviided tivet @ 2qgriaups (31
subj ects_using the slimming conposition AnR qpntalnlnglthe 3 active 5
subst ancés, S8BS5aBFegt s3PheublprivEngheospasiniingn camppsition Aml) .
The products are applied twice per day over
the whole of the thighs by a circular massage which is
stopped after complete penetration of the product.
The evaluation of the efficacy was determined
10 over a period of 2 months by measuring the thickness of
the subcutaneous adipose tissue at T, T28 days: Ts6 days -
The method used is that of echography.
The site for the measurement is identified by
a skin marking and by the height at which the probe is
15 positioned.
To facilitate the vertical identification and
to avoid any movement or compression of the tissues
during the measurement, the echographic probe is placed
on a stable device, which can be adjusted in height and
20 independently of the operator.
Three images are acquired successively at the
level of the identification mark. On each image, 3
measurements of thickness are performed. All the 6
measurements thus obtained make it possible to obtain a
25 precision of * 1 mm.
These measurements are supplemented with

monitoring of the weight of the subjects included in

the trial and with an analysis of the self-evaluations.




"The products are applied twi ce per day over the whole of the thighs by a
circul ar massage which is stopped after conplete penetration of the
product. The eval uation of the efficacy was determined 10 over a period of
.2 nonths by neasuring the thickness of the subcutaneous adi pose tissue at
To,” The nethod used is that of echography. T28 days, T56 days . The site
for the neasurenent is identified by skin marki ng and by the hei ght at
which the probe is 15 positioned. To facilitate the verti cal
identification and to avoid any novenent or conpression of the tissues

during the measureneniyet B8 8¢ROQLARR 8prgge6ie|§ﬁgt%C% e %R',-aa_[ %tt%@ e

devi ce, which can be adjusted in height ependently o

operator. ThyeRehHBUES BEAdARAULI €dradeCcessi pakiyedt gkidRips.ewdle Of the
identification mark. On each image, 3 neasurenents of thickness

are-perfornedst At applbedneasuneneaivsvhussobkaiveed geked ttheossible to
obtain a 25 precision of 1 mm These neasurenents are supplenented with

moni t ori ng viriheieri ght thésthpasahpeers buekudae darathent wifalthand with an
anal ysis of the self-evaluations. 13 The significance of the results are
eval uat ed byiakbatevadheSexgersssdt iheserieor ofailged groups. The

Regardless of the group considered, the
average weight remained stable during the entire
duration of the study and is not therefore likely to be
responsible for the variation in the measurement of the

10 thickness of the subcutaneous adipose tissue of the
thighs.

The study conditions selected do not make it
possible to confirm a significant slimming effect for
composition Aml: after 1 month of application, a

15 reduction of 0.8% of the subcutaneous adipose tissue is
observed and at 2 months a reduction of 2.6% is
observed.

Composition Am2 makes it possible to obtain a
very significant slimming effect from the 28th day of

20 application (p<107°): the reduction in the subcutaneous
adipose tissue observed with composition Am2 is -2.2%
at 1 month and -4.3% at 2 months of application.

1) Centimetric measurement

The protocol below was used.

25 Number of subjects: 39 female volunteers

divided into 2 groups: 20 received composition Aml and

19 composition Am2.



‘test is applied to the raw values as well as to the variation of these
paraneters over the duration of the 5 trial (value expressed in terns of
To). Regardless of the group considered, the average weight remained
_Stable during the entire duration of the study and is not therefore likely
to be responsible for the variation in the neasurenent of the 10 thickness
of the subcutaneous adi pose tissue of tthe thighs. The study conditions
selected do not nake it possible to confirma significant slimmng effect
for conposition Anmt: after 1 nonth of application, a 15 reduction of 0.8%

of the subcutaneous atthpopeotiugtieare PpdleEdwind Her?2 JRPIMS & reduction
of 2.6%is observed. Conposition Ant nakes it possible to obtain a very

si gni fi cantmehthwi.ng ef fect fromthe 28th day of 20 application (p<10-5):
the reduction in the subcutaneous 25 adi pose ti ssue observed with
conposition AnR2 is -2The eyploamdenh odndhet s3%rating refiftikecaf vappl i cation.
1) Centinetric_neasurenment The protocol bel ow was used. Nunber of subjects:
39 fenal e vBVBhYRERY bYi ¢rEEAMPHREY 2tgfoupSe 2Qs randiTyedacomposhéi on Ant
and 19 gonPosiiio? AnR. 14
evel of the thighs (at 3 cm below the buttock fold),
on the right and on the left.
Regardless of the group considered, the
average weight is substantially constant during the
entire duration of the study and is not therefore
10 1likely to be responsible for the variations in the
measurement of the thickness of the subcutaneous
adipose tissue of the various regions studied.
Table 1 presents the significant results
obtained by centimetry.

15

Table 1: Results obtained by centimetry

% of subjects Reduction range
COMPOSITION 1 month |2 months |1 month 2 months
Composition Aml | 30 45 1-2.0 cm |1-2.0 cm
Composition Am2 | 72 73 1-3.5 cm | 1-2.5 cm

Composition Am2 has a better slimming
20 activity versus Ty than composition Aml, from one month
of application.
Comparison of the results obtained following

these two studies makes it possible to identify the



"The products are applied twce per day for 2 nonths. The eval uation of the
sli-mm ng efficacy was evaluated by centinetry at To, T28 days and T56 days
at the 5 level of the thighs (at 3 cm below the buttock fold), on the
.right and on the left. Regardl ess of the group consi dered, the average
weight is substantially constant during the entire duration of the study
and is not therefore 10 likely to be regponsible for the variations in the
measurenent of the thickness of the subcutaneous adipose tissue of the
various regions studied. Table 1 presents the significant results obtained
by centi netmyrkdd FapkeidriBesukt soppbaiBednbyrmeestieretint ¥idlcebo,

subj ect sReduction range COMPCSI TI ON1 nont h2 nonthsl nont h2 nont hs

Conposi t i oranit 8046 1x@veat el tBeObent EpMpesitbirMANABL 627 3bmpos i¢bn2. 5 ¢m
Conposition Art has a better slimmng 20 activity versus To than

conposi t i oAt Gompanednel honchmposiapphi aation. Conparison of the results
obtained following these two studies nmakes it possible to identify the 15
mar ked superiority of TRefpodithengAnghavéngi perpl afebbe mode of

5 action through substances A + B and their efficacy on
lipolysis, the intensity of the beneficial effects
obtained with the novel formula Am2 is reinforced by
virtue of the action of substance C on the entry of
fatty acids into the adipocytes.

10 The combination of these effects, backed by
the activity on the recruitment of new adipocytes,
makes it possible to reduce the importance of the
existing adipose tissue and to prevent its development.

In the preparation of the compositions

15 according to the present invention, the extracts thus
constituted are mixed with aqueous or nonaqueous
solvents and with conventional diluents which are
compatible with a topical use as well as with the
active components of the same composition. Appropriate

20 solvents and/or diluents will be chosen according to
their capacity to transport the active component of the
extract of the invention into the subcutaneous adipose
layer.

These compositions generally contain

25 excipients or additives chosen from the ingredients
usually used in compositions intended for local
application depending on the requirement of the

particular formulations envisaged.



"and al so reveals the better performance of conposition AnR2 conpared with
composi tion Ant. Thus, although sharing part of the npde of 5 action

t hrough substances A + B and their efficacy on Ilipolysis, the intensity of
.t'he beneficial effects obtained with the novel fornula Ant is reinforced
by “virtue of the action of substance C on the entry of fatty acids into

t he adi pocytes. 10 The conbi nati on of &%ese effects, backed by the
activity on the recruitnment of new adi pocytes, nakes it possible to reduce
the inmportance of the existing adipose tissue and to prevent its

devel opment. 1n the PraggrahioBoAtaile ERIPASEA 1hsagearnding (o the

. Il
present invention, the e atts thus 'constitu dre n1xe€ﬁm%rlaqueous or

nonaqueous ageh¥8Nt deANdcuhtl, cepuent kanal, didygnts whi ch are conpatibl e
with a topical use as well as with the active conponents of the same

conposi ti onprAppEQaLiaks, 28ns0F¥aRt sgaRdkRt sJi Is48H% tWdds be chosen
according to their capacity to transport the active conponent of the

extract of &heibrvdahten tolerkhessubayubangadmeadsosRid krRveFumeEhese
conposi tions generally contain 25 excipients or additives chosen fromthe
i ngredi ebts wusually Theg maycaiposicbntain nicérded dtdvd eoaporapild cati on
dependi ng on the requirenent of the particular fornulations envisaged.
which have either an effect of the same type, for
example products which contribute to the regulation of
lipolysis/lipogenesis or products useful in this type
of topical composition such as stimulators of the
10 synthesis of collagen, inhibitors of collagenase or of
elastase, and vasoprotective agents.
The cosmetic compositions of the present
invention contain substances A, B or C in proportions
of between 0.00001% and 5% relative to the total weight
15 of the composition, in the form of a mixture with the
excipients commonly used for the preparation of
cosmetic formulations to be applied to the skin.
The said proportions may vary in the range
indicated above depending on the intrinsic activity of
20 the components included in the composition. Preferably,
components A, B and C are present in proportions of
0.0001% to 2%.
An advantageous form of. the compositions
according the invention is a fluid which is topically
25 applied by means of an adhesive support, designated

hereinafter “patch”, this patch allowing controlled

diffusion of the active components.



"36 They may contain, for exanple, thickening agents, demul cents,

enol lients, stabilizers, preservatives, antifoam ng agents, surfactants,
anti oxi dants, colorants and/or pignents, and perfunmes. 5 They may al so
_Contain other active conponents which have either an effect of the sane
type, for exanple products which contribute to the regulation of

| i pol ysis/|ipogenesis or products usefgi inthis type of topical
conposition such as stinulators of the 10 synthesis of collagen, inhibitors
of collagenase or of elastase, and vasoprotective agents. The cosnetic
composi tions of the PraseabmobByeIbhanotoRhal BaubslancRRfhidf or Cin

proportions of between 0.00001% and 5% relative to the total weight 15 of

the conposih&os, gbddt Beabel gl addmyhube WrbBetheq 64 RN Syg™n! y
used for the preparation of cosnetic forng?atﬁons to be app%%%ﬁ'to t he

skin. The satédepsappr fbonaseaytyaeyperatiiectapgeweendiooat ag@lzowe dependi ng
on the intrinsic activity of 20 the conponents included in the

conposi ti orwifnefer abeye bednposedtiseAraBiaAdo€ ahe poeseAttuch gy oportions
of 0.0001%to 2% An advantageous form of the conpositions according the
i nventi on i®ras¢pardtipinchli sheopheakby o2Saappbuediby Heaesstdfsiay adhesive

support, desjignated hereinafter "patch", this patch allow ng controlled
which can compromise their use.

These compositions are very well tolerated;
they exhibit no phototoxicity and their application to
the skin, for prolonged periods, involves no side

10 effect.

From the first applications, the skin relief
is smooth, the skin becomes more tonic and firm. After
applying for one month, the slimming effect appears,
the “orange skin” appearance visibly diminishes and the

15 figure becomes slimmer.



‘diffusion of the active conponents. 17 The conpositions of the present

i nvention have good stability and can be preserved for the period
necessary for use at tenperatures between 0OC and 60C w thout there being
Sedimentation of the constituents 5 or separation of the phases, or a
reduction in activity which can conprom se their use. These conpositions
are very well tolerated; they exhibitgo phototoxicity and their
application to the skin, for prolonged periods, involves no side 10
effect. Fromthe first applications, the skin relief is snooth, the skin
becones norBXAMRLE and firm After applying for one nonth, the slinmng

ef fect appears, the "orange skin" appearance visibly dimnishes and the
15 figure b&tomedéngl comepsit@obXAkPlitRel fSlrimbinG GPHRAsiddteh i n the form of
a spray patch Raw material sQuantity % by wei ght Dem neralized waterqgs 100
Covacryl AC (sodium polyacrylate)0.8 Covacryl RM (sodium polyacrylate)l.4
PVP K30 (PVP)O0.2 Covacryl Al5 (acrylate copolyners)7 Covacryl El14 (acryl ate
copol yners)3

Raw materials Quantity % by weight
Demineralized water gs 100
Covacryl AC (sodium polyacrylate) 0.8
Covacryl RM (sodium polyacrylate) 1.4
PVP K30 (PVP) 0.2
Covacryl Al5 (acrylate copolymers) 7
Covacryl El14 (acrylate copolymers) 3
Covaplast (acetyltributyl 2.5

citrate/triethyl citrate/trioctyl

trimellitate/ethyl lactate

Simusol 98 (Oleth-20) 0.5
Dermosoft octiol (ethylhexanediol) 0.5
Substance A 0.14

Substance B 0.007

Substance C 0.5

Propellant gas (butane)




Covapl ast (acetyltributyl citrate/triethyl citrate/trioctyl 2.5
trinmellitate/ethyl lactate Sinusol 98 (O eth-20)0.5 Dernosoft octio
(et hyl hexanedi ol ) 0. 5 Substance AO0. 14 Substance B0.007 Substance C0.5
Propel |l ant gas (butane) 5 19 EXAMPLE 2 Slinm ng conposition in the form of
a spray patch Raw material sQuantity % by wei ght Dem neralized waterqgs 100
CMC 7 LF (cellulose gum 0.5 Natrosol 2%Q HX 0.3 (hydroxethylcellul ose)
Aquatrix part B (water and 13 carboxynet hyl chitosan and paraben)
Dem neral i zed water20 Aquatrix part A (dem neralized water 13

EXAMPLE 2

Slimming composition in the form of a spray patch

Raw materials Quantity % by weight
Demineralized water gs 100
CMC 7 LF (cellulose gum) 0.5
Natrosol 250 HX 0.3
(hydroxethylcellulose)
Aquatrix part B (water and 13

carboxymethylchitosan and paraben)

Demineralized water 20

Aquatrix part A (demineralized water 13
and PVP)

Phenonip (phenoxyethanol, 1

methylparaben, propylparaben,

butylparaben, ethylparaben)

Simulsol 98 (Oleth-20) 1
Substance A 0.08
Substance B 0.004
Substance C 0.25

Propellant gas (butane)




“and PVP) Phenoni p (phenoxyet hanol, nethyl paraben, propyl paraben, 1
but-yl par aben, ethyl paraben) Sinmulsol 98 (A eth-20)1 Substance A0.08
Subst ance B0. 004 Substance C0.25 Propellant gas (butane) 20 EXAMPLE 3
Slimmng conposition in the formof a gel Raw nmaterial sQuantity % by wei ght
Deni neralized watergs 100 Trilon B (tetrasodi um EDTA) 0.2 Car bopol 2980
(carboner)0.5 A ycerin3.0 Dem neralizegowater20 Lubragel M (polyglyceryl
5.0 netacryl ate and propyl ene glycol) D propylene glycol 3.0 Butyl ene
gl ycol 5. 0 Phenoni p (phenoxyet hanol ,

EXAMPLE 3

Slimming composition in the form of a gel

Raw materials Quantity % by weight
Demineralized water gs 100
Trilon B (tetrasodium EDTA) 0.2
Carbopol 2980 (carbomer) 0.5
Glycerin 3.0
Demineralized water 20
Lubragel MS (polyglyceryl 5.0

metacrylate and propylene glycol)

Dipropylene glycol 3.0
Butylene glycol 5.0
Phenonip (phenoxyethanol, 0.65

methylparaben, propylparaben,

butylparaben, ethylparaben)

Triethanolamine 0.5
Substance A 0.10
Substance B 0.01
Substance C 0.1




‘fret hyl par aben, propyl paraben, 0.65 butyl paraben, ethyl paraben)
Tri-et hanol am ne0.5 Substance AO0. 10 Substance BO.01 Substance C0.1 5 21
EXAMPLE 4 Slimm ng conposition in the formof an enul sion Raw _
material sQuantity % by wei ght Denineralized waterqgs 100 Tri et hanol am ne0. 85
Lanette 16 (cetyl alcohol)0.5 Mglyol 812 (caprylic/capric 2.5 _
triglyceride) Stearine TP (stearic acig)l.5 Super Hartolan (lanolin

al cohol)0.2 Silicon DC 200 fluid (dinethicone or 0.5 simethicone SI RAL)
Generol 122N (soyabean glycine)1.0 Tegin (glyceryl stearate SE)1.0 Mgl yol

840 (propylexemegycodl 7.0

Slimming composition in the form of an emulsion

Raw materials Quantity % by weight
Demineralized water gs 100
Triethanolamine 0.85
Lanette 16 (cetyl alcohol) 0.5
Miglyol 812 (caprylic/capric 2.5
triglyceride)
Stearine TP (stearic acid) 1.5
Super Hartolan (lanolin alcohol) 0.2
Silicon DC 200 fluid (dimethicone or 0.5

simethicone SI RAL)

Generol 122N (soyabean glycine) 1.0
Tegin (glyceryl stearate SE) 1.0
Myglyol 840 (propylene glycol 7.0

dicaprylate/edicaprate)

Eutanol G (alcohol) 1.5

Montane 60 (Sorbitan stearate) 0.43
Montanox 60DF (Polysorbate 60) 0.57
Carbopol 981 2% solution (carbomer) 13.0
Butylene glycol 6.0

Phenonip (phenyoxyethanol, 1.0

methylparaben, propylparaben,

butylparaben, ethylparaben)




il capryl at e/ edi caprate) Eutanol G (al cohol)1.5 Montane 60 (Sorbitan
stearate)0.43 Mntanox 60DF (Pol ysorbate 60)0.57 Carbopol 981 2% sol ution
(carborner)13.0 Butyl ene glycol 6.0 Phenoni p (phenyoxyet hanol

et hyl par aben, propyl paraben, 1.0 butyl paraben, ethyl paraben) 5 -R 22
DL-a-tocopherol acetate (tocopheryl 0.1 acetate) Substance AO0.02 Substance
BO. 001 Substance CO.3 23 EXAMPLE 5 Slingwing conposition in the formof an
enul sion gel Raw material sQuantity % by wei ght Waterqs 100 Trilon B

(tetrasodi fm EDTA) 0. 03 NatTosut—250—HX
DL-0-tocopherol acetate (tocopheryl 0.1
acetate)
Substance A 0.02
Substance B 0.001
Substance C 0.3




ycol 1.3 pure5 Dipropyl ene glycol 3 Triethanol am ne0. 2 Phenoni p

phenoxyet hanol , et hyl paraben, propyl paraben, 1 butyl paraben,
et hyl paraben) DC 2502 (cetyl di methi cone)4 Dernol 105 (isodecyl
neopent anoat e) 3 Sodi um hyal uronat e0. 01 Veragel liquid 1:1 (Al oe barbadensis
1 gel) Substance AO.15 Substance B0.1 $Sygbstance CO.05 5 24 CLAI M5 1.
Slimming cosnetic conposition containing at |east one conponent inducing
the production of IL-6 5 by the adipocytes in the formof a mxture with
an exci pi enEXAMPLEOSNEt i C preparations.

'3.25 (hydroxyet hyl cel |l ul ose) Pemulen TR-1 (acryl ate copol yner)0. 20 Butyl ene
I
(

Slimming composition in the form of an emulsion gel

Raw materials Quantity % by weight
Water gs 100
Trilon B (tetrasodium EDTA) 0.03
Natrosol 250 HX 0.25

(hydroxyethylcellulose)

Pemulen TR-1 (acrylate copolymer) 0.20
Butylene glycol 1.3 pure 5
Dipropylene glycol 3
Triethanolamine 0.2
Phenonip (phenoxyethanol, 1

methylparaben, propylparaben,

butylparaben, ethylparaben)

DC 2502 (cetyldimethicone) 4
Dermol 105 (isodecyl neopentanoate) 3
Sodium hyaluronate 0.01
Veragel liquid 1:1 (Aloe barbadensis 1
gel)
Substance A 0.15
Substance B 0.1
Substance C 0.05




‘2. Conposition according to aim1l, characterized in that the conponent
inducing the production of IL-6 by the adipocytes is chosen froma 10
nonpeptide synthetic conmpound, a peptide, a cell or tissue extract of
‘aninmal or plant origin and a product obtained fromfernentation by a

m croorgani sm 3. Conposition according to Caim2, characterized in that
the conponent inducing the 15 producthgn of IL-6 by the adipocytes is a
product obtained fromfernmentation by a mcroorgani smchosen from bacteria
and fungi. 4. Conposition according to Caim3, characterized in that the
conponent inducing the 20 productioprgfimsl-6 by the adi pocytes is capable
of being obtained by fermentation by a Rhodotorula sp. strain. 5.

Conposi tion according to aim4, characterized in that the conponent

i nducing the 25 production of IL-6 by the adipocytes is capable of being
obt ai ned by fernentation bgltheiRhodekartia spmEtgiaidbrieredidied R} the
CNCM of Institut Pasteur wunder the nunber 1 1844, or of its producing
mut ants. 25a6. l€aaposhei onmaovendi ngdue iage tife @raid®tion @5,I1L-6
characterized in that it also contains an a2 antagonist and NPY ant agoni st
conmponenP. Yy thapediprertascéndthg for@ afmeémixture with an

excipient for cosmetic preparations.

2. Composition according to Claim 1,
characterized in that the component inducing the
production of IL-6 by the adipocytes is chosen from a

10 nonpeptide synthetic compound, a peptide, a cell or
tissue extract of animal or plant origin and a product
obtained from fermentation by a microorganism.

3. Composition according to Claim 2,
characterized in that the component inducing the

15 production of IL-6 by the adipocytes is a product
obtained from fermentation by a microorganism chosen
from bacteria and fungi.

4. Composition according to Claim 3,
characterized in that the component inducing the

20 production of IL-6 by the adipocytes is capable of
being obtained by fermentation by a Rhodotorula sp.
strain.

5. Composition according to Claim 4,
characterized in that the component inducing the

25 production of IL-6 by the adipocytes is capable of
being obtained by fermentation by the Rhodotorula sp
strain deposited at the C.N.C.M. of Institut Pasteur

under the number I 1844, or of its producing mutants.



‘@ characterized in that the said a2 antagoni st or NPY 10 antagoni st
gonponents are chosen from nonpeptide synthetic products, extracts of
cells of tissues of animal or plant origin and products obtained from
fermentation by mcroorganisms. 8. Conposition according to Caim?7,
characterized in that the a2 antagoni st or NPY antagonist conponents are
capabl e of being obtained by fermentagson by m croorgani sms chosen from
bacteria and fungi. 15 9. Conposition according to Claim8, characterized
in that the a2 antagoni st conponent is capable of being obtained by

fermentation by the Bacil buspbkehehf aErbLSashiakp @%@P%&t%Q§E$$H? .
CNCM of Institut Pasteur under the nunber™| 1778, or one o 20 its

produci ng nué ahf schdfacCappasiit iantaaeordi AUsbOcEhaiain®. archaracterized in
that the NPY antagoni st conponent is capable of being obtained by
ferment at i oonbygohest SandpNoHyeesagpnistr abmpdapasi.ted at the C.N.C M of
25 Institut Pasteur under the nunber | 1132, or one of its producing
mutants. 11. Slinm ng’/ecosngbinpoeoiposi aconrfibng topictalimagpl i cati on
containing an NPY antagoni st, an a2 26 antagoni st and an inducer of the
producti%n %haxq;%egyzed in that the said o, antagonist or NPY
antagonist components are chosen from nonpeptide
synthetic products, extracts of cells of tissues of
animal or plant origin and products obtained from
fermentation by microorganisms.
10 8. Composition according to Claim 7,
characterized in that the o, antagonist or NPY
antagonist components are capable of being obtained by
fermentation by microorganisms chosen from bacteria and
fungi.
15 9. Composition according to Claim 8,
characterized in that the a, antagonist component is
capable of being obtained by fermentation by the
Bacillus licheniformis strain deposited at the C.N.C.M.
of Institut Pasteur under the number I 1778, or one of
20 its producing mutants.

10. Composition according to Claim 8,
characterized in that the NPY antagonist component is
capable of being obtained by fermentation by the
Streptomyces ép. étrain deposited at the C.N.C.M. of

25 1Institut Pasteur under the number I 1132, or one of its
producing mutants.

11. Slimming cosmetic composition for

topical application containing an NPY antagonist, an 05



he adi pocytes in conbination with a cosnetically acceptable excipient.

2.” Conposition according to Claim11,

antagoni st, the a2 antagonist and the inducer of the production of
‘are obtained respectively by fernentation by the | 1132, | 1778 and | 1844

strains deposited respectively at the CN.C.M of Institut Pasteur.

5 characterized in that the NPY

I L-6
10 13.

Use of a slinmng conposition according6 to daim1l12 for the regul ation of
| i pol ysis/lipogenesis in the skin.

10

antagonist and an inducer of the production of IL-6 by
the adipocytes in combination with a cosmetically
acceptable excipient.

12. Composition according to Claim 11,
characterized in that the NPY antagonist, the o,
antagonist and the inducer of the production of IL-6
are obtained respectively by fermentation by the
I 1132, I 1778 and I 1844 strains deposited
respectively at the C.N.C.M. of Institut Pasteur.

13. Use of a slimming composition according
to Claim 12 for the regulation of lipolysis/lipogenesis

in the skin.



