WD 2011/ 070509PCT/ 1B2010/ 055630 1 PROBI OTI C M CROORGANI SM5 AS ACTI VE
AGENTS AGAI NST CHANGES IN THE SKIN S M CRORELI EF The present

i nvent i onwoebatw@esobo t he use of probiotic mcroorgani smecraB2@aomsssii ng t he
skin, especially facial skin. 5More partijcularly, the invention relates to
the use of a probiotic mcroorganism especially of the genus Lactobacill us
Sp., as aRRATOIrye MAGRIARCANEIMS| 45 USBIH ARBYTS PeatNSAQCHNEED rITNpFEY SHIN 19y

m crorel | BECRRBAIFhent. The invention also relates to a process for
snoothing the skin's mcrorelief. The surface of human skin is not snooth.
It has a relief reflected by fine lines, 10 different fromwinkles, which
may be seen with a magnifying glass in the case of children, and wth the
naked eye in the case of the elderly. These fine |lines or grooves
intercross so as to formstructures of polygonal shapes, known as the
skin's mcrorelidhe present inventiPherctatgsbtr thmaselept probiotic hwicgeagupsms for
ConStltUtlnghhp%he‘bn 1§ﬁ wiqﬂ may be affected by many external or

i nt ernal I ﬂnohﬁmF% Xt Adlc factors, nmention may 15 be made of
exposgre to sunl ivght, p@ﬁi@@ﬁtﬂl"ye the tisvaeibat uelgtcaneh hihi dist y oY ani pidtadiss ofr
exposure to pollutants. ig t he |ntr|n5|c factors affecting the skin's
m crorel |T@FYOOF@ﬁtSFIbr¢SIP€§V1UBié) rrhelecys Lexcfodgerliug pp. et aCtive eprsrfhnt is Wagfdks,
dehydr at iggn Qi P! HE5 B heCni L BRFEF WRRbirAEnt Ao Sl hiBLALS kel 4gct i on.
or even agei ng. ese extrin ‘ntrinsic factors have a tend ency

I ncr ease prdresforb@oothing thegtih’sahictdaeicfr ooves of the mcrorelief. 20These
gr ooves becone, nore proEgunced and visible to the naked_ey

thus proves tdBeUITgort BMnag skigels 49t smogthy b hane tghie efx?@ﬁct?%amcféle lines,
m crgpel 'd?ffferéﬂ{pﬁ'bﬁlrr@/?ﬁﬁ}es which may %E@eﬁv@ﬁth éqﬁ'ag% ﬁlr ngllassoﬁn iyt %M’éa%ect

factors that are liable to inpair Yt skin's mcror may al so af
its corrplch»ldrcan, atfdowghqhe m'alkqd, eyempaﬂlc rreset of tife eddmlyannesfr 6h¢ dhePbaposts t he
radi ance .of th en dev t,oget he

D Doy irckgs e At Ry ShR O{}actaf&ﬁﬁﬁg% R St R i SR Ogier

mcrorelief, conuhksiuRtheyahd Qeisth 3¢ the groag@snéoils%hﬁg@ﬁeegqﬁ K AcRIraMfSmaypuch
as genlsteln resveratrol or -carotene, fornmulated in a fernented dairy

product dackfeeisd msman@ el&@lma}@g intemal 3GWE. 2086k 1h ctE0sid &stars.reentionfronsd
supplenent conpr i pr m_Cr oor gani_sne r Qv appear ance
of LHg SR gt BBGaR Rnbfhielncd PhaRL SP IR bRl T RRENEP shIRRPE
skin, suchp @srd he AdReAtanERond the | ifkineR @dctdas rafeghin@she ekin’s Wicrorelicf,

2011/ 070509PCT/ 182010/ 055630 2 US 2008/ 206 211 describes the use
of a cul tRAEOREAYIR BatdRfitSiskedrainess. berstosrl ehapgss. dehydratiog oddhsenidarmén or

agei ng of, a6, Skid- of"ﬂé’"&lé’iﬁ sbatfier FARGRHNS of Bt AN, Fhed& SRl PRRRELPOSEd

in the prlor art pro
factors have a tendency to increase the number and depth of the grooves of the microrelief.

20 These grooves become more pronounced and visible to the naked eye.

It thus proves to be important to be able to prevent or even reduce microrelief
impairments.

Moreover, the external or internal factors that are liable to impair the skin’s
microrelief may also affect its complexion. Consequently, impairments of the microrelief

25  and of the radiance of the complexion of the skin may often develop together.

WO 2007/112 996 describes a composition for smoothing the skin’s
microrelief, comprising various active agents extracted from plants, such as genistein,
resveratrol or B-carotene, formulated in a fermented dairy product such as Nestlé LCI
yoghurt.

30 WO 2006/104 730 describes a food supplement comprising probiotic
microorganisms for improving the appearance of the skin, and preventing signs, especially

age-related signs, on the skin, such as the appearance of wrinkles or a rough aspect.



to be satisfactory for preventing and/or treating inpairnments of the skin's

mcrorelief. 5Thus, there is still a need for novel active agents that are
useful fowvotznmatrpsesg and/ or preventing inpairnment of thepskitR2mEo/ndses00r el i ef
and in particular of facial skin. There is also a need for novel

active agents that are useful for reducing the nunber and/or depth of the
grooves of the skin's mcrore There is sti-llga -ﬁfed for
e

l'ief .
novel active agehts2408200:1d dgacsibgs thegise phd peiirm gredhen (QKERNS y of
orientati i i i elief and for increasing the
density g&ggé ?\C}er?%/a%%?e%f@%n?ga%%g%g{:t?érgllglg'ti c of young skin.
There is al so a hesdvenit appeas tlet nbyeofthe sd litibhapropasedgin viee pher skproves
| um nous ¢ | exi on. . There.is .al sg a.need for. novel,. active
agent s T o prACATIT §4maieBHE PRey IR MDA e BEoFBNSTTHE ) ect  of
the pgesent invenh,nné@ it Qtifal h&liyol RBSQ REEESgents that arc usohACRF dicAGhd 0 @
first subject, the present invention relates to a cosnetic use of at 1east
one pr obiaod/or preventogrigwairgent dsheskials Inyicwielicheand emperticelet oblacipl $kis sp. , as

an active agent at is.useful for treating and/ or, preventi.ng i.npairment of
Che ski ns. i or ot piees 85% it ¥ pa PR L A GRR BR B HERL ore IR RG IE ™ nae
the adm miusibeadddast depthadT thf fReldsus tanikiils miespgiefal |y orally, of a

probi otic m croorganism_especially of the genus Lactobacillus sp., in
particul ar Lact oﬂgéliel 5§51l panced fee Ovh AcHr @29y that acarseipl fercinypawng thes

par aggsei .ca -ani i c - gnd dept. .

O o0 gs. apTibhieS ot Shiled BN TheIHEE drife QHERRELATHCRR Bepifg e
25Accor didagsitym fanemeeyihagiwitsht is chdrecteripriofyentgsskaf. t he skin's nicroreli ef
under consideration in {he present invention are not age-relate?,.and in
particul ar are ndfe%ii§AsOgs 1ggdPhpowst st agepis that can give the skipya lypaigowy
probi ot ¢ofLR&RQY 9ani sne according to the invention advantageously nmakes it
possible to reinforce the skin's barrier function properties, thus
30pronoting the ilhtegs ialsy aofect Hier mlvichadivd agergs miragniing and/or geaingekin
Accoqgin t 0 .anot her advantage, a use according to the invention nmakes it
possilbl e WBESEPRS ze the assinilation of the nutrients supplied by food in

the intestinal Yk 30iLl HRSHREGTiIRBAAH 1A 34RPy BesisRdae and to pronote

the supply of nutrients that are essential to cell netabolism Synthesis of
t he various functiceerdingand fostybiogt dic prosepbmepntionorlatdsdo g kpsmetes ush@$ at
promot ed,. a] L oW TRl AL ERANG R cshFuRH S JIQTELLARI2,80G hedhclAg, the

i mpai rments Of° P8 SKiM LR OIS ePPEfd Yot eV %no%cf%laﬁg e Skith.

SAccor di ngerit@hdt & uRNDfhekcatidy and/agsrevénting 8mpiird6Q VTR ke Whiifrotdief.i nvent i on
makes it possible to restore and to maintain the noisturization and the
barr28r functionThe MNentewi RaveaRBscaysle BPriselyuBjahdbatadmigistiadon of yan

pronotin i 1.he f W3
o or e SOF B ARG, Qo OGRS ROSERAL ULPUS e
enbodi mediacrodagiiabi h.j cinm paroarganiamhuedbs gansdcder atndommad® i partidudarly
invention is different froma Lactabacgillus johnsonii fornulated in a
conposi t ilgRrokl ¥ gpwgs%rg"}él ]V\Bqa@hglglgggqtgl_y rejduce the nurnfber and depgl oP the

grooves of the microrelief, and increase the density of corners/cm”.

25 According to one embodiment, the impairments of the skin’s microrelief under
consideration in the present invention are not age-related, and in particular are not signs of
ageing of the skin.

The wuse of probiotic microorganisms according to the invention
advantageously makes it possible to reinforce the skin’s barrier function properties, thus

30  promoting the integrity of the skin and preserving its microrelief.

According to another advantage, a use according to the invention makes it

possible to optimize the assimilation of the nutrients supplied by food in the intestinal



875.42 g of 1.7%whole mlk, 10 g of 1.0% skinmed mlk, 30 g of Nestle
LCl yoghurt, 15- 70 g of sugar, 3 g of stabilizer, 0.08 g of tangerine
fl avouri ngo 200/0@8509 of Teavigo, 0.17 g of genistein TGPC2AB2000/03563) of

resveratrol, 0.24 g of 7%-carotene CW5, 10 g of ROPUFA "30" n-3 food

oil. According to one preferred enbodi ment, a probiotic m croorgani smthat
IS suitable for use in the inventiaon for treating and/ qQr preventing
i npai r meMRucpact i &k prpraoto gheysupply et itrichty t%%%t@é%j@gﬁswyceaﬁ r%?ta%o ism.

Lact obacidubits.iaF ALAAEbuAARY ] Sh@Gh ol ARHRABES b R RAT BSARSI0RTICHL

According“to another preferr I'ment, a probiotic mcroorgani smthat

i s suit abllewfngrmaistenancetdf¢hd skwemhomuostasinoid redudmgnthd impaihmeatts bethstskmne
active agent qhgsen from hi whol.e m |k, skinmed m |k, Teavigo, genistein,
r esver at FUFOTC L BEALSEAY ‘ﬁ@}gﬁF%m'BO" 30n-3 food oil, and mixtures

theregf. WO 201WR4QRQORBRCH 1BIIEP 18P0, 4 use in accorda@CRIE NG idven@diPt her

enbodi ment, a probiotic mcroorganismthat is suitable for use in the
i nvent i omakss farossiblelip mesdorpiand te miaindeinrtbe ownyiniiziting ani chebartipkiungtiometd
resveratro 3 food

oi 1" accaeiity 8 U2 R BbbiR it RIS RO FE NP g5 antidac 7S
grooves of the skin’s microrelief and reducing its visibility.
According to one embodiment, a probiotic microorganism under consideration
10  in the invention is different from a Lactobacillus johnsonii formulated in a composition
comprising, on a weight basis:
- 875.42 g of 1.7% whole milk,
- 10 g of 1.0% skimmed milk,
- 30 g of Nestl¢ LCI yoghurt,
15 - 70 g of sugar,
- 3 g of stabilizer,
- 0.08 g of tangerine flavouring,
- 0.93 g of Teavigo,
- 0.17 g of genistein TG,
20 - 0.14 g of resveratrol,
- 0.24 g of 7% B-carotene CWS,
- 10 g of ROPUFA “30” n-3 food oil.
According to one preferred embodiment, a probiotic microorganism that is
suitable for use in the invention for treating and/or preventing impairment of the skin’s
25  microrelief may advantageously be a Lactobacillus paracasei and preferably a
Lactobacillus paracasei ST11.
According to another preferred embodiment, a probiotic microorganism that is
suitable for use in the invention is not combined with at least one active agent chosen from
whole milk, skimmed milk, Teavigo, genistein, resveratrol, -carotene and ROPUFA “30”

30 n-3 food oil, and mixtures thereof.



S5suitable for use in the invention is different froma Lactobacillus

j ohnsonii (or acidophilus). According to one enbodi nent, a

subj ect oWotzbha/gowsent invention is also a cosnetic proeesaBioo/ofesvent i ng
and/or treating inpairment of the skin'g mcrorelief, conprising the

adm ni stration of at |east one probiotic m croorganism especially of the
10genus Lactobacillus. sp., especiall]ly as defined hereinbel qw. .

According to theRYEHE tgRnothREeH erfi f Arobiafici cEgE YD thabisctiablde | of
the epi deg i iQfheafydnligh Y4 S#Rbmbjridd Ratit 4 Hilltale Bhpfisiad WY PRI GskiARg TOr
particularly ¢ eesEYﬁlo? tﬁg ngbkﬁgne, tﬁ% neck gng'ghe #ace,’eépec?ally
faci al skiilk, Teavigo, genistein, Aesvoratiol) -¢anotamodrideR OBWB Ad 308 nt3 foad odbj ect of t he
present invention is to 15 Led ce the nunber of. grooves of. tQE skin's
microrelief and/ OFCPYESIEROMET GEBPHISIL EHECYPELIRCOYRIRING kit s

m cr ok el isgkable for usc in the invARGSH HidiGerb@ AR NGEBINAM BRIoniABr Obj ect of the
present invention is to increase the density of corners/cn2 of the skin.

A grooveacopkiuse |ine, of the skin's microrelief has a maxi mum depth of 55
20 gm A skin grqove with a depth.of greater than 55 |am may .be.terned a
ine (55 to 110 rasyante B G SfbdoisBad Ssbsratt Pr o] VRASE if SRETE 2
the struebih&sc pfoctirefdikpridvéntifoCirl/e ’ir@zftinlgndﬁ‘phaiﬁlwilﬁidieth@-t dkes ifictdrelief,

i nvention have a depth not exceeding 55 gm The grooves or fine |lines

i nt er cr o$8MH#ng dhdradmpnitatipp ST st 19561 9o REALIG irapmessoorganigRapwetially of ithe of

t he in' ! |.j a J r he winkles or Iines of the
skinibThé%%&%@%%%%ﬁ¥§£Q%éggﬁgﬁ o%%%&@?gahgéggg%ésence i n high nunber is
characteristic ofAchedliighio, thenmodioanheespeCishint’ \is yatemdgdsisi denote all of the The
presence and visibility. of the groove r fine lines of the skin's .

mi cr or el BT3P NN IER EbA? la\_élafa?%s %ﬁumﬁr}tbﬁ{élgp%@s@ﬁfe PEVRHEO e be
accent uatygthdeoMiald, Méhedl afihbinSl CspREiallfiicialSiin, factors such as exposure
to tenperature or noisture variations, exposure to sunlight or UV, exposure
to cold, exposur@dccordpg tautesthe, crelkq@bmente anootgéat ex'sthorpreésenedrvestson or to

exposure tp hornonal] changes. 011/ 070509PCT/,1B2010/ 05563Q 5

The B s aiftis Sh PRapurat BowH Qe SHBoy BRI A TSR dh erth of Uiy
al so be atdpet sethbykinemtesers of noisturization of the skin or of the
subj acent” ti ssues. A sparingly marked mcrorelief is a sign of

good heal th of t heAskomingaiedanedise cimipfiynast, agoetucamif shaipicsentiloyensing is to

wel | -regul at ed .honeost asi s of, the.baryier function 5Sproperties.
The use 6%xgmﬁpb(Egﬁﬁégé(%?%%?ghﬂfgﬁﬁ#%“accordance with the invention

especial ly of the gegpusvd,aetiabaiat)dfUise Skin}s Adv@BIEIROY Thakimakespit o85S si bl e
to prevent, treat or reverse the deleterious effects of these extrinsic or

i ntr2Asi ¢np-AE iR grenve il asdanth of greatepthan pepm manke siraicd g ling (dh H¥sa) nent ,
t he ”icr%?ﬁl}ﬁﬂdﬁgﬂﬁﬁm9ﬁﬁ§iﬂ%ﬂﬁﬁicw'in the present invention is
[ 0

advant ageousl y t mcrore f facial skin.
Thus, the structures of the skin’s microrelief under consideration in the

invention have a depth not exceeding 55 um.
The grooves or fine lines intercross and form structures of polygonal shapes,
25  characteristic of the skin’s microrelief, and are different from the wrinkles or lines of the
skin. These structures define corners, whose presence in high number is characteristic of
healthy, smooth and especially young skin.
The presence and visibility of the grooves or fine lines of the skin’s microrelief
that are under consideration in the present invention may be accentuated by various
30  extrinsic or intrinsic factors such as exposure to temperature or moisture variations,
exposure to sunlight or UV, exposure to cold, exposure to pollutants, exposure to stress or

tiredness, or exposure to hormonal changes.



According to one enbodi nent, a probiotic mcroorganismthat is suitable for
use in the invention may be adm nistered orally, topically or parenterally,
and i n pawoi2eulegosoeral | y. 15A use of a m croorgani sm acecrdBrgo/bizetthe
invention necessarily takes place in angeffective anount, i.e. an anpunt
that allows the probiotic mcroorganismto display its active properties
wth regard to the inpairnments, of t skin's mcrorelief that are to be
prevent ed and/ or 1Of ®ESeREe QfoVrlﬂbﬁéy ﬁgﬁiﬁc%%veép?ﬁh?e&w éé‘éﬁﬁor?qﬁ@é}?ﬂi %1, 5¢ he
term: brayeibd bR ReRk drlnathRAlr ki ARANGIME Libadchiis@ls, mani festat i on
of a given phenonenon, i.e., 1n the present inventidn, inpalrnment of the
skin's mcroreli & spainghy tmamked ederotdliof is rpsige oft gratd bdudthrofSiher domi msd  but
to a |l esser exte t han before i enentin e invention. M croprgani sns
25For ¢ hesirsSEseH TR Eu iR Hobrrsbcd PRacRim of spincndion

m crogr ggwbpefdicsneans a |ive mcroorgani sm which, when consunmed in adequate
amount, has a positive effect on the health of its host ("Joint FAQ WHO
Expert Consul t atilba we &val pwbiadie oficrperghnibmaind apeprdance owigh the opeentioas of

Probiotic_in.Food. | ncludi Powder M1k, with Live Lactic Aci acteria, 6
Gt ober . SO6ES S S 2P Ploali 1 St o pRRE b ReRSE, REHeFEhe

30m cr obit@ht HiateFBGE the YWR2HdIY STRBOSPHEELLBAAAAE Ob DEiERsi6 factors on the sk@CHr di ng
to one enbodi nent, a probiotic mcroorgani smaccording to the invention nay
be used iekclicdol ated or purified form i.e. not mixed with one or nore
compqynd(s) 11 abla. b aihe A3ttt hd tyibBrdifed (AL UONLAcr D 1

Accordi ng to anof her "embodi nent, a probiotic m croorgani sm accor di ng %o the
5 i nvent ipesseinEiyivdneion Sealiviantagedusiahe sedrorchict offecial skact | vated or dead form
Accordi ng to one advant ageous enbodi ment of the . inventjon, a probjotjc

mi croor gani sm may CaeRtHHE RosURTROECHs & PrPR ot Bt ETPgERBEMhatsa tRRIE P

A probi ot C:imer: | b i Vi : used
T nact 1 e B TR R P e

oral Iy nmmyalpdvant ageously be used in live form For the purposes

of t i nvention, an "inactivated" m cr.oorggni.smi.s a mcroorganismthat is
n0 | fger " capapl & SEaHHORG o Girau gitoring 1 By RV Op SF ARG TS GignP B 1

cul ture. oFQfctiM® RHERASES aRfantdi@t {HAY IV Ofhe pRobife@thicribiGhAM A WisHMy! s &

m croorganismthat 15 is no | onger capable, definitively, of formng

col oni es artvaecpiopeities wWidatbgerd fonte timparmdntyiodrtboskjars sussoigkigl thaverd tetlet or
rupt ur ed (%el Lteg%ng/ ﬂ}eaﬁ' Thus, the term"inactivated" al so denotes
mcroorgé)nffvs?m SUPEEt's S%d | ysat es as detail ed herei nbel ow. Dead or
inactivated m cr @or ganpafbsclRY the priseiliaeshtivhatiRngriebRadntk navhs tad 1¢d30se
skilled in the art. 20According to one advant ageous enbodi nent, the

pr obi2Bt i PardyC FsBEiganths iskusie maaifesatiinngl fo2iveie DNARIPARTIOBN L&+ dn dhc |NEassht

partly i %%t[l{l&?,t iﬁﬂaa%egﬁgfjthe skin’s microrelief. A partial reduction implies that the risk

remains, but to a lesser extent than before implementing the invention.

Microorganisms

25 For the purposes of the present invention, the term “probiotic microorganism”
means a live microorganism, which, when consumed in adequate amount, has a positive
effect on the health of its host (“Joint FAO/WHO Expert Consultation on Evaluation of
Health and Nutritional Properties of Probiotic in Food Including Powder Milk with Live
Lactic Acid Bacteria, 6 October 2001”), and which may in particular improve the intestinal

30  microbial balance.



The expression "probiotic mcroorganisns that are at |east partly

i nactivated or dead" denotes a preparation of probiotic mcroorganisns in

accor danceowntin7odee i nvention conprising at |east 80% iPOTAB2ZKI/OISEr at

| east 85% nore particularly at least 99% or even 25 at |east 95% or at

| east 99% of inactivated or dead probiotic mcroorganisns relative to the

total amount of non-inactivated |ive grobi Qtic m.croorgani sns contaihned in

the initial prepara?iddig Keprs sMbafimynbuh PR micraomsppis®saccrling i the/at e
or kill t 1 Cr e ihack i vat i

Geat h obt o aog e gL o el gl r U dcBA=Ee Hor IRl LA W ool

whi ch ar eosgpust{®diable ta bpeswonteslkith gdn ithnmelmmaoforgge.or di ng 30t o the degree
of inactivation %gﬁ?th to Eﬂg obt aj.ned. . ... Accordi (r%% tg. one

enbodi ment, the i &0} 428HRSF FRRRIIMGAL 4PEoRP M RN RIS USSP g
100% of iingatiby ﬁ{ag%e%ecﬁﬁ%ﬁliw QRhiolckiGe, Th&k RO IS formVO

2011/ 070509PCT/ 1B2010/ 055630 7 An inactivated probiotic

m croor gani sm t hatccordinguia @bk eadvantageoes j emddenemivedticomvealjorbea prapetied by
irradiati olnfooheat i hact i vagai s ?Il\%soe hIill i ztata{to(ﬂ roée ﬁfrri croor gani sm

pr epar at PURTOOTRALE WaY Adatagrously, " HESE kY1188 "' t he art. More
particul arly, the prabitic\naiticerzaafsnPidbindtdred HplalP hegnidsiadysuslybadisat i on 5
may conprise the use of gamm rays, x-rays, exposure to UV or heat, or a

pr essur e I BdgéY4tshor dead fagpe of treatnent, the intensity, the dose and the
exposyre tinme ar S - SKi [ rdi o the
ol and nat ur & BEOISTE et @pRET ARREd SR b DR, B AEEOIA G
Accor di ngivedorane preferred enbodi ment variant, a probiotic mcroorganism 10

that is suitable for use in the invention is ysed.in an inactivated form
obtained by irradPatemuRssealathcy TySRIRI| #1 adiagtiygf!  microorganism is a

| nact i vatg; |SHORB & 16 361 2P cAFAY|DRRBES i FIBLIRE BRI N t he
field. Advlg%to%lelosusly,lkp?g%iggtic meéfegg’?’géﬂfgpngei Ry b€c Ofmetti
| yophi | i zattirenFoerethe berppess wif theriedentibhHe ddeadh autrovapniom isaynibeopgnisor ted by

i ncubating the probiotic mcrogrgapi.sns of the i.nvention. far a.prol onged
per i 03 ofS pp B orE BTGy CaE Tt oGS 1t cLitic Peadag ITRERYTUBE | on
may al so figroefahRi¥BHaPNavRULQE! @Viup@ire ot SHEWBRhENThL Y @hP PRI ‘AdcEivated”

m croorgani sms of the invention to a tenperature of 121C for a period of at

| east 20 atfondemnicsameicppraanisa estpierdns fysetss urse dotailed Hrrcintxdet dyaadt pwel y,

t he heat .inactivation may be rformed by subjecti th robiatic

i or oor gl Dy BeBPrelBEm §B dlesp Ao 2 fY R Bk BREEABlTp 45 e,

A probi otaitc m croorgani sm according to the invention may be used in whole
form_ i.e. essentially inits native form or in the formof_ extracts or

| ysaBls of di si ntC§Paingd 0 gap SHEMB#ECOBH PRIOINELT hecRiObIREC FRIgresHganisms

met abol i al i gan t-he.; f the invention, the
term™ netllg%doﬁc?@m%teoﬁ%%{eng&gtny ggg%sltegsﬁggﬁlgel?%\t/@g{ e? (ragranéat he net abolism of the
m croor gani sns, dhd cemppesiomiprybistce matredrgbiyisink ehatrcy 0 deagapdrd yrenagtideed or

consi deratign according to tr}e i nvention and al so endpwed 'tﬁ?effi cacy for
the t reat%ﬁ%‘ﬁtde&ﬁﬁ’ﬁ GrPTHRAERFORq dHoRpts APPPI#AMAES &t 2¢9QEIagRe W8 thy HPVERET of |

For the Qangﬂﬁﬁga fealt®od Ry gﬁ'[ttlicﬁl@r aft llegst%g‘f/or,nrﬂ&%?&rtiic@lgﬂy APlSstRALS gl | Y
denotes 30 rragnent of the sard mcroorganismthat 1S endowed wth
ef fi @acy af basttHeo, tor eblcast A0 Yarfdhantivpicd we deddgnolpbtic mpabongemsss oflativegodlkd n' s

m cror el itoetfaf artrjlgur?’[ng% %8X-i1\1/gc%igatg£ qiv%ali)rgbiovmag lr%ic%o%éa%?sr arc]ions[arlri]ned in the initial
preparation before being subjected to a process to inactivate or kill the microorganisms.
The degree of inactivation or of death obtained depends on the application
conditions of the method used, which are adjusted by a person skilled in the art according
30  to the degree of inactivation or death to be obtained.
According to one embodiment, the invention comprises the use of a preparation

comprising 100% of inactivated or dead probiotic microorganisms.



WO 2011/ 070509PCT/ 1B2010/ 055630 8 An extract or lysate that is
suitable for use in the invention nmay be prepared fromthe probiotic

m cr oor gamo=ws/EdShe end of the growth phase. PCARABZINADIFG3X O one
preferred enbodi nent, a probiotic nicro?rganisnlthat is suitable for use in
the invention may be used in the formof a |ysate. 5For the purposes of the
invention, a "lysate" commonly denotes a-naterLaI,%gia'ned after the
destruction or didSiBRGITRESH %?blﬁﬁl%F’éiiP%r§Pnlél€lthast 1y Pyt ep‘lﬁéﬁ%fh’é‘ﬁ QUREBN as
cell lysi Lyl g ikl 88 Lo the: v el ea f ] ' gi cal
constitué%lsBagﬁzrg¥1ggggﬁﬁgﬁﬁgék?hm%ﬁg%%gﬁfglg?aﬁﬁggﬁﬁggg%%gg%?g%?ﬁﬁger
consi der até¢pamtion. These methods Borkrtolwer tpuhgoskidledfn thhertpr esent i nvention, the
term"lysate" is_used 'tpout 10. referenﬁe HP denote the whol e |ysate

obt ai ned via | ysi's*"6Pt anl}liyth&ongféh"iaE?ﬁIB FEPO LB GRYETT IR g}’ R

fr act 50N idielaifriscTe S Bk Cal e LIS, QalbYo0UVPaY hisal by of Beiast f 1 om
the intracéllular biological constituenfs and fromthe constituents of the
cel | wal Iredugtion.nihetiypheistreatmoaintha getonsstyy thealoby grad thegspebufoiime iee adavstert i on

may be the whole lysate.l150obtained via |lysis of the m croorgani sm.under
Consi der 45 brperion YRE in 20 A BRDring, 10" g Bt gt 8n e 1 IR SLs

t echni quesicrost@Risas tébe agEdvited. shock, a heat shock, via ultrasonication, or
alternatively under a mechanical stress of centrifugation type. Mre
particul arly, thiAsceing foyeeq erefeyedhembpdisicnbyaEEtor dIraARjoe MIRWOTEaT que
20de§6.” l?ﬁ)aq i nsu@tgllt)l% Nfor l‘ﬂﬁe“inlléé gl@gntio%n% ﬁ?elaeﬁ{ %*1' i%a(?ﬁf%%?id 0&% Bgta&ng? .b
foll ow ng protocol. In particular, a lysate o e Phvention may
be obt ai neddisicn, esfetialpgumndiighdibegr.ati on of a nmedi um conpri sing probiotic
m croorgani snms in suspension in order to release therefromthe cytoplasmc
fractions, the ce&lctiygiian iy @@H@H@éw&ﬁa&x he pﬁ?%@ét@a i medadrkagiih i the

actio e Cart HePpioEie S der Ve
A s D R A U

s sol ution.
m cr oor gaedudtnyedan extract or a lysate may be used in various forns, such as

a soluytion, a culjure.supernatant, powder ptional l.y |yophilized,. .or
cpncé trate. Eﬁa. Hm’_%%Paiﬂﬂa¥o%ﬁné¥§ﬁﬁgﬁf_ e, e IBéiép?clﬂg%b“C
m cr oor gait®RtdahRinsi iF thelihdlliéh foRra profonkd bhifod HIVERME] R REVplRG $HREERM from

Lactobacillus sp., Bifidobacteriumsp., Cocci, 30yeasts and sporul ating
bact er i ahonmdatrh70t Grldent irrdtivasfon may also be perigmed @y ngtockvogebe pventivgtc a

00 O3RN h bLSEb  b VP 2k B SR
20 minutes and at an atmospheric pressure of 2 bar.

20 Alternatively, the heat inactivation may be performed by subjecting the
probiotic microorganisms to a freezing temperature, for a prolonged period of time.

A probiotic microorganism according to the invention may be used in whole
form, i.e. essentially in its native form, or in the form of extracts or lysates of disintegrated
suspensions comprising fractions and/or metabolites of this microorganism.

25 For the purposes of the invention, the term “metabolite” denotes any substance
derived from the metabolism of the microorganisms, and especially secreted by the
microorganisms under consideration according to the invention and also endowed with
efficacy for the treatment and/or prevention of impairments of the skin’s microrelief.

For the purposes of the invention, the term “fraction” more particularly denotes

30 a fragment of the said microorganism that is endowed with efficacy for the treatment
and/or prevention of impairments of the skin’s microrelief, by analogy with the said whole

microorganism.



9 asconycetes: especially Saccharomyces, especially S. cerevisiae or S.

boulardii, Yarrow a, especially Y. Lipolytica, Kluyveronyces, Torul aspora,
Schi zosacwbanamye®s ponbe, Debaronmyces, Candi da, Pichi apCRapaEn@isbsos,
especially K lactis and Penicillium 5g sporulating bacteria: especially

Baci | lus sp., especially B. cereus var toyo or B. subtilis, B. coagulans,
Pr opi oni bact er | LS PHECEap BERAITY oo ahbR RS E S 1M EHeorBY degprapied
Fusobact ?fdﬂﬂfﬂe%?obio@gli&gégﬁlﬁéﬂl%aﬁggend Sptﬁg:%'rovﬁﬁ%ﬁ%eal Iy Melissococcus sp.,

St aphyl ococcus 'sp., especl carnosus or °S. xyl osus,
Pept ost r epococcugcsprdingPed boe pedesed pmbodispati alpkgbidic avérdotganismcihat is

M crococcu ., Leuconost oc sp., . especially L. sent er oi des subsp

dext 1 ani CBIADRE JSORANS EMiore i b Beaian &5 fOMBY &l¥ebccus. sp. . especi al | y
E. fagcalis or Efof @IRChkiFosdsast BEaaeRiofPa I RARE CoRlrhdnll - dehd@h iaSmaktbiap

|l actis or L. crenoris, Sporolactobacillus sp., especially S. inulinus, and

St r ept oc obtuirsdsfter thegigstrucsibhpr dBhlutker ¢kiplogsakedbls yia ¢ pleanpmshen kisovor asS,
t her nophi | . Lact obaci.l | us. speci es. .especially. L aracasei . L.

aci dophi 160 P MAARE i O RIGEpr o RS bglogfHl BFy gt aurally

Cri spat ugonthincd @l BieWwelkd f ths wisP@ordaisini hdetcondidega@ibhcus, L. fernmentum L.
hel veticus, L. gallinarum L. gasseri, L. johnsonii, L. plantarum L.

reuteri, L. sali V&F thespurposes|afribapagsetsinventiony theated, “Tysatet as gised rghgut

caseiy 2 LT I ifi teri |-es:

adol égce%tr %fgr,eﬁ : ?%rﬁil%ﬁ% its% Viggq%iarﬁa?ur%&aﬁ{edﬁ%vlggp%% tﬁgc@ﬁé&%ﬁl 1§lznun§8rm B.
i nfanti s coBidgstantacalendheaionmthereafd m xtures thereof. Mre particularly it
may be a probiotic mcroorgani smchosen from.2 actobacil |l us sp.,

spor ol act obaci | | Jileslpf.sa_}te Bt b Bt (el or Paitbo dogtd ?ra_.m, Upgadniracglulay,

St ept 0C QAN ARons EHHOFROFYR (RPeonshEHAOBPRHEQEN SLs Ghd Fchibphact eri um sp.,
and in particular chosen from Lact oES)aC| | Tus sp., BI ?I dobacterium sp., and
m xt ur es t her eof Advantageously, Aslysdtanpkedonfthgnmlenton anay be abe ganils igsathat

are itable for use in the invention, nention.may be nmade of

Bifi Egba@%ﬁe&ﬁswa@aas g‘_’ﬁlberm%?orgﬁ}m%Pﬂ%ﬁfice?m%e.ra%%i dum 30 B. breve, B
lactis, B. |ongumpisBelliipiatal $e aBorl BHEPEALBAM AL NIqUeCHRRAS bh bitfotic

aci dophi lus NCFB 1748, L. paracasei, L. anylovorus, L. casei (Shirota), L.

r harmosusheaks @i heatshogk, Wa eNirasonicatian, | aypaltonratively badegay imsakanidal sgessbeliecki i
subsp. | aCti'%lﬁalii' ernentum L. helveticus, WO
2011/ 070564B 07 055630 10

More particularly, this cell lysate may be obtained according to the technique
20 described in patent US 4 464 362, and especially according to the following protocol.

In particular, a lysate of the invention may be obtained via ultrasonic
disintegration of a medium comprising probiotic microorganisms in suspension in order to
release therefrom the cytoplasmic fractions, the cell wall fragments and the products
derived from metabolism. All the components in their natural distribution are then

25  stabilized in a weakly acidic aqueous solution.

A microorganism, an extract or a lysate may be used in various forms, such as
a solution, a culture supernatant, a powder, optionally lyophilized, or a concentrate.

According to one embodiment, a probiotic microorganism that is suitable for
use in the invention may be chosen from Lactobacillus sp., Bifidobacterium sp., Cocci,

30  yeasts and sporulating bacteria, and mixtures thereof.
According to one embodiment, a microorganism that is suitable for use in the

invention is preferentially chosen from:



L. gallinarum L. gasseri, L. johnsonii CNCM 1-1225, L. plantarum L.
reuteri, L. salivarius, L. alinmentarius, L. curvatus, L. casei subsp.
casei, L.weaka/o7688wer ococcus faecalis, E. faecium Lact®coaBugobhzesa s, L.
| actis subsp lactis, L. lactis subsp crfnnris, Leuconost oc nesent er oi des
sub sp . dextrani cum Pediococcus acidilactici, 5 Spor oI act obaci |l | us

i nulinus, Streptococcus sal vari us subsp t hermophi l us, . S. therm_ophil us,

St aphyl ococccus carHossetes, spgerdlys, “Sé]?fﬂﬁﬁlﬁ’ﬁﬁﬂfyc%%’e@élr%vﬁm%?éew%ae or

boul ardi ig S \Y \Y | ans,
B. I|cheﬁgl f?rg%ag&yEsc eofv@hl gsrpg&]gb{?stral Jr{?@ %l oplc;J c@é?)i%)m ’
freudenr éichzhmapckmdmmext oeke, t Pebaofmycds Crowdélos péwhzfal cA spregifbilse sespécially

pr obi ot i croor that are suitable for 10 use in the invention,
ment i on ﬁ%;ﬂ'%lé aﬂ@l é’”é {;’Z(M ageously of Bifidobacteriumbifidum B. infantis,

B. 1 oggum Lact obaghdl aﬁﬁg%bt@!ﬁmsbétsauﬂa@wmt@sbbéﬁuy . c&RSLYar YRS Br
casei, L. casei shirota, L. paracasei, L. curvatus, delbrueckll subsp.

| actl s sg@tdgeﬁl coagulgnshBsiodtieniformis, tRsabe¥dhia sp., ¢snaq1ﬂbsﬂscc(li_awmba@lm | us
act acoccus Iact t ococcys .t he
by L b R A A R e N T T

parti cul ahﬂwﬁﬁemgbl otic nicroor ganl sns that are suitable for use in the
invention, nention may be made of Lactobacillus johnsonll or aC|doph|Ius
L. reuteri, L. rhafe6gusespeciallyaddeiigsasioccus. spaseqr J’LOCO@EWrrﬁfhi &phagaally) S.
curvapus,, | hr uecki sp ser,

a1 adpaseBirti B 1 Rauny Ao Siegis BRSEPeliknciS Svp gsneqily g
i nfanti s,P. Brciditinties citrb&ccB. spsemdm@ts@lui;ﬁ,t gspeciatid A m‘ew;@e%td@erwbip

20The species that are nost p%l‘tl cularly sw table for use Pe i nvention
are Lact (9’6%’6‘?’11?% foﬁ?&cé’r‘ﬁ 0> YENQsarde d8ei ”’%PF?C&%%t%ﬁﬁeﬂ &é?o ¢énti s, B.

I on gum gep a%'c%ﬂ Ll 9?9&%&& Vel Yies Dg@&ﬁﬁﬂ'i‘g 1hQist *}ﬁbsy oatys & BUdaRGsls, at
t he Instltu Pasteur (28 rue du Roux, F- 24 Paris cedex 15)°
30/ 06/ 92 Spa@ﬂm¢m;lm5/sp4/ 9§canly 15/ Osz/u@iau&,lndecl Sheptboddcan 5y, despeqaliyt i | ons

1225,,. CNCM 8 a CNCM 1- 2170, 25 and the genus
Bi f| &%bag”tzé‘flf"ﬂﬁf’fé frﬁf?pfg'\ﬂ ?%%(’%f’?@@ )’“Sor Bi fi dobact eri um | ongum
(BB536). The strai @a%b&zfl&sdo}ggé'&@“ Wihéaat K‘| s I AWZ@@@ZG) Daya%opmml ned
from Hansen (Chr. Hansen A/'S 12 Boege . O Box 407, DK-2
Hoer shol . abgtoverus) L. casei, L. rhamnosuxd\laahrteageéu@rwatua, b dellywefairiugmn. tlmzts, i's
swtablefog useln%tg,emventlo actlc aC|d

bi 0
i cr oor gdni LR e G0 LRy £ oe i Lt ButeR Loudibning

2011/ 07030 PR&14-ABR QL0 REBE3Qaliarius, L. alimentHGEQIAchati®, DNEuspr &ibSy. rcaski,
enbodi ment, a probiotic mcroorganismthat is suitable for use in the

i nverfi od: S‘?’i@ra@(arrpl e topically or orally, and especially orally, may in
particular be a m t p

Preferably, a m crbg%ré%%g%%ﬁﬁﬁg%é%wﬁ é@?%b%ﬁ%l%ﬁéé@t& Bh%’%lmlaélssw tabl e
for 5Suse blzﬁrhmhé? brevenk.iloevisiBylobguishR sefanfis, Wk@ﬂbmﬁ&ml&tbms j ohnsonii, L.

aci dophi lus, L. reu(ierl L. paracasei and L. casei, and m xtures thereof.
According to one pi Partiesy eFeRidi ment , a mi croorganismthat is suitable for
use in the invenii@n BRYicler¢ NS @l IRMAL3ENRBACT hidioBRligha8kbsen L from
johnsonii and L. acidophilus” and m'xtures thereof. 10According to one

pr ef b r ed.cewbodilment. , S[wrmacnob@crlljamzs,rﬁnzthmcoccwssvpl tLabloeodcos Smséaczﬂui e,
inventio be a Lactobacil | us pa acas ordin o .anot her
ot ef or r Q" ERBGACHOY - BAPEIGHE GRN, KU HAL 98 (UBILAGruts ot gn g

i nvent i omafRMlak th%@ﬁffﬂo@fUL@Jtolhz%zllzB@pSIBgﬁdoBaé@ﬁ&;@QﬁChﬂld HExtRRE arasgl ST 11
deposited according to the Treaty of udapest at fhe Institut Pasteur (28
rue du Docteur 1®R0@P%1mnies7 56 2a0tPatiq @IQ@QQ@HQQ}S hat 307 oGtabi lﬁ@fdéﬁ*e ithghe

desi gnatl CM 1 one..enpodi robl otic
m or oo oA B e BT S beprde pLprQRER A ORGSR S PR BBl
paregoer &. |byev@,rB.tlQ@‘ts(;Bl loigum, B. infantis, B. pIMomemlazfaaqr ea&teb@dzlzusrma@hmans a
route other than the oral and topical routes. arenteral route that is
sui t abl e B dd#8.iln narecas ey Enerelavery. %eﬁ’asﬂdlshlé% - dhanipesus o a8 PGy but e.

brevis, L. crispatus, L. bulgaricus, L. delbrueckii subsp. lactis, L. fermentum, L. helveticus,



According to one preferred enbodi nent, a probiotic mcroorganismthat is
suitable for use in the invention is used topically. The topi cal
rout e adwiotagaoe®by nmakes it possible to obtain |ocal acriBmiwiskio egard
to the desired effect. 25According to apother preferred enbodi ment, a
probiotic mcroorganismthat is suitable for use in the invention is used
orally or parenterally, and in particul ar orall g The oral _route
or the pdreft@rarmy dut ssdiaht dyEsedl Waked-1225pds @@ 4y bbt 4 dbalgl obal
action w ard -desir fect I1&h O ni s f i tion
may be fcs)%;r?rvu rgétg’e 'iatrlll%aetn %2%%’0% tc:ﬁgvr?%%shq“g C’%épéug%%r ?‘?S%% %f mak?’ e%ﬁ%%%ﬂ%
expr essedaaslidry. fueiight Lacmcqrans lacub.ak. lantiasyrsppoectis, dn ldariormubsp00@is0 30%
in particular in a proporti.gn fr%())dg] 0.001%to. 20%ap3d nore partic )ar.l.y in a
propor ti $E“EYI8PE. 0196 EECEE by WRFyht , TEHABEF cul AFOFPSH 0. PHYEHG% by
wei ght  \WG,2011 07008 RETitAB20A4 Q5563 Qb2 rdNSuIRS PEEHA AL, 10 MekdhpmiBY% by
wei ght relative to the total weight of the conposition containing it.

| n gener aphaloceroes cinosisade opismy Juochdnemiaey eretdveiad, . ervdéudii,oBl@!lus

adm ni stered orall y conprise f.or sthe li,ve g groor.ganis from103.to
1015 e urg o b ke B e v STBs 5t 6 bR PGP o Bk e 1
from 107 str@in¥0k%, OhapiGnibhctbiive /ieugéPeRianing ihixfess thérasm of conposition, or
equi val ent doses cal cul ated for inactivated or dead m croorgani sns or for
mi croor gani sm f r A6t MeiesSnseificorxapipbg i eobietiabeirioogganisms that are sujtpble for

partigul ar, ;1 .1 1 N i
Prer 81 s i e BuRaIRL Mol OR AR BACL AR K of RAERIIERRPRANG, 5
adj ust Ied ii?ﬁnﬁﬁ A qoﬂ@?m,dorcgoe;&p?lgg a{cﬂoﬁlgﬁgs Li‘ el}(;geﬂsa'eg @&aﬁéiCs{u@g)ﬂ lg:améz‘,fsm Lo8
equi valent, ranging from5 x o] ay. and in particular from

to 1011 &fiff dkyota L. paracasen &ogodits dn ‘?%5”?6%1 SubsPagptise dt i S5 4échr di ng

to the i DYERLLSNL MY, GENE! 3hb¥nSOTRILLSEHELA Q?(ﬁ?‘lll%atka B HE 180, of

m croorgani sns per gram of conposition, In parti‘cular a proportion of from
0. 001% t &12p8tcoavms erepavphibng) Stuphylecopeap outriosws, Of xyflosor ah8 nix@ies theredb% by

wei , Inparticular from0.1%to 10%.by wei ght d especial.ly from 1%to
Sb DSl onk of | MR patiealir s Srofigfiy euCg rEm g brE SRE s The
conposi t iipRnEENt BbMHoAMbY be made of Lactobadillu$ RmbsHit bickdidspieds eL. obutenpical

adm nistration, it nmay be advantageous to use microorganisns in inactivated
or even déaundsgs.rh. pespesiial.logsdinl.tdfignehtrins of. carvagxs, £adalbryeckal ROsP. yerdise.

A m ' | S i ncl i iti in the f f
fracti ond o el PR ARARCI D L S RRCP Tkl Dby P By o

in the formes, Baakiyieaerrs, Bngsdiicdaamgamn sidshixtired @bebit e(s) or fraction(s)
may al so be introduced in the formof a |yophilized powder, a culture
supeffat ant and/ dh¢ spR@ete thap sFoprashparticnlarly pabladentusatiedhg drvention are

the compatr L7 SRR, 25 Pa TELRE b ke, RANLEDHE, BLIRLANRLNES, 11
pr oduced réppedtdt, accoddibg ¢d the Troatpaf Budafeat; atlt@s lisoitut ®hstcaf (@8 andduwrdDoeteur

particularly 107 1012 c¢fu of liv LClo nis er gram of
conposi t iRSHX: E;Yéﬁe%? Bagh Grr | Dieg %9@?@?, b%/8{%§§,ai%5‘?/_?§§%35ﬁ4é9& pils i a
m croor g%‘l'loiﬁh% Resighdtions €N 19828 ENEINIQ93B] ERBM 12159 LEDEREN19-Hepot e
t he amount of tThis mcroorganismused for the preparation of the
met aBol i taed the gémacBiidwscodriunhia tivi(8b oy gATICEIRT7536) or Bifidobacterium longum
(BB536). The strain of Bifidobacterium lactis (ATCC27536) may be obtained from
Hansen (Chr. Hansen A/S, 10-12 Boege Alle, P.O. Box 407, DK-2970 Hoersholm,
Denmark).
Advantageously, a microorganism that is suitable for use in the invention may

30  be a lactic acid probiotic microorganism, which produces lactic acid by fermentation of

sugar.
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m croorganismthat is suitable for use in the invention is 5 advantageously
f or mul at ewloi2n11207¢®Aposi ti on that may be in any gal eni calpCiraBmiovossasd | y
avail able for the selected node of admiistration. A conposition
according to the invention conprises a physiologically or pharmaceutically

accept abl e nedi um ) conposi tion accqrding .to the invention
may be admi ni st er$8OGR 1oy 0N BEAPESH éF@P@iv}eﬂésﬁ)@&baqtrcyngﬁeemaaﬁ@oﬁ@r ¥ or

i ntrader g liye fa)Q:uS% ﬁ%ﬁ l?tye}{tiorf "6 &raﬁﬁllé/tolpg:iaHQ 61381%‘11?4] &MY neggﬁﬁl‘ﬂ@n&gﬁﬁ%é n may

be adm nistere Ica cco ng to ohe e t, a topica
conposi t ilwparéicalar bk mgni¢rooghe sinrofelmt gamns hagrobwtviantsageousl y be fornmul ated in

any gal enical formth is suitable f caring for the skin and.nmucqus
renbr anes. and e SRR ¢ RECRBGRS oF v Cap atls stett PeviE e,
powdess, yk&mihegRalRentRASnays Qe UERRBS  r&8| Bac/SRIANS. jIIALRNSL ObcSPMBRSI oNns.
They may also be in the formof m crospheres or nanospheres or lipid or

pol ymer Vesqugérad. pnrquabejaed Lpatseihend avdutey thresepd! s al | owi ng control | ed

rel ease. These tqpical conposit}ion be either in anhydrous formaor in
Lqueous T orm accartrin & TRePaEPg haRRert: fAREab AR B K omBEmE,
i nt ended k@rin tt@PI i6BntidE MnBY SHel ahdsen MEH DR/ @ucAR ERM#Ecasel] Ue Opdineingiohal i ¢ or

oily solution, a solution or dispersion of the Iotion or serumtype, an

enul si on loficidpefuiiug aBd myses|thegeqfd consi stency of the nilk type, obtained by
di spepsing a fatt e | . e , a
suspggsion or anpéﬁﬁpgéaﬁ(%F%§8$¥¥83%ﬁ¥@30 ?ﬁég@M%Sﬁéﬁﬁggﬁgﬁgkéﬁk%gyéﬁ t he
cream t ypee orthefinviechoragiaede s Latrodnhiyay ptiacdi.gel type, a multiple emul sion

(WO Wor 0/WO0), a nicroemnulsion, a panoenul sion, a preparatiaon of
mi crocapsul es, a/\SFegHIgt; Bethst pﬁ%feﬁr%fgam pHMEat, agmirgqradisp thatdp il of

i oni c an%ro{lsenﬁpitlf%”in@eﬁti’d?@ma%ig B {1 AALE RS St%ﬁ%c%bﬁ@z%?i Wacasei ST11

According to one preferred e ment, a topical conposition nmay be in the
f orm of acpaiitad iaoemrdiagao elamilratygef Budapesatl the dmstite Pestess €%rucatu Berwsol

conposition 3 ining,a pLro I 2011/ 07050 / 0/ 055630 14
Accoﬁginé“?%’%&gg%fgﬁgﬁ%gﬁ‘B#ﬂgg#W@ﬂégu%@g? iqéﬁgngﬁﬁﬁﬁgglfﬁﬁ%ﬁ%y al so be in
the formof a trapseeiElo sséBRBdiREnt2E igrYo® nR&Ssi¥BismetheesSuRhblt T8r

active agent(s) transdermally, for exanple of patch or gel patch (hydrogel)

type. Thaseinctheposhtiorohgiset erapy apsmnédialyceniogicaldy.t o t he usual net hods. 5A

conposi tion accordi ta. the invention may constitute a.co sition. for
Crenting or cariddcrar Auegierl 5Pl iRz NS’ Guf ACHRE ' @i

artifici abutt@mpirgnteRpasd tHad R, su@hblalféreisaad ieeinyerdionkh®y, 64, dFenSiafplQthe
makeup-renovi ng product, a deodorant product or a fragrancing conpound.
Such? céﬁﬁ%gﬂt?on may t hen be uncol oured or weakly col oured, and may

According to one preferred embodiment, a probiotic microorganism that is
suitable for use in the invention is used topically.
The topical route advantageously makes it possible to obtain local action with
regard to the desired effect.
25 According to another preferred embodiment, a probiotic microorganism that is
suitable for use in the invention is used orally or parenterally, and in particular orally.
The oral route or the parenteral route advantageously makes it possible to
obtain a global action with regard to the desired effect.
A microorganism of the invention may be formulated in a composition in a
30  proportion of at least 0.0001% expressed as dry weight, in particular in a proportion from
0.0001% to 30%, in particular in a proportion from 0.001% to 20% and more particularly
in a proportion from 0.01% to 15% by weight, in particular from 0.1% to 10% by weight



10 optionally contain additional cosnmetic or dernatol ogical active agents,
especially as indicated hereinbelow. It nmay then be used as a care base for
t he ski n wo 20twe7bjops, for exanple in the formof a |ip lpalrnB2ope/oisest i ng t he
| i ps against the cold and/or sunlight and/or the wind, or as a day or night
care creamfor facial and/or bodily skin. It may also be in the formof a
nmedi cat ed or unpedi cated, calouring or naon- 15col ouring shanppoo, or .a hair
condi t | o@fl especially from 1o é%é%gwf%%htafe Hr et e it W@lg‘rﬁ\i)rélﬁggﬁ?imm“% so
constitu%gmg-gﬂigured cosnetic conposition and especially a nakeup

conposi tion for° the skin and/or mucous menbranes. In particular, such a
conposition nmay be gencolndatcoomppsitionl ashahng afof dice iposudien, raendedeshastow, a
conceal er ,conpound i.n stick form. a,lipstick or a |i | oss, ,20optjonally
Wt h car AABRIRRER Y B serpres forohedBE apryotyn el 0 361 8ardy 'y Boi ge
or gr senlhaARKRY AR MOOSH LioON cAuBF aR®TH&E taieul RS GEMOWY &F 10RereRNg Bwd on.

A conposition adm nistered topically may especially constitute a cl eansing,
pr ot ect i veicroorgsatsmsgpes grasapecampasitionaoskjuicsens dosssi caleulagesl fop inaghvaiedor a

cl eansi ng,_ 0 dishnfectin?floghpnf aibaéh fongpﬁiti%@,Q&na gq%dorant

conposi t '6h MHSRETHEBE PT 10 A HORE Y TG OPhE PRPERHFShMHAYO A% 0 consi st of
a solid preparat i®npaaagdis, t i i) Goanpoki€iaAS hdrgins@depd 06rabigy -thd\@redponding
conposition of the invention is an enulsion, the proportion of t%e fatty
phase mayliEREENSIHARBOE fractdmosnskorBrtghlita san¢enEpiemBay ber shivstabsa s 50% by
wei g r ' t t I ght c Lt - i 5
enulE?fiS%Q%%ﬁﬁdégfgﬁg’§$??%$%B%bﬁ%§§%g%ﬂgph%ﬂggﬁ%%%?@?g%m%%ge%ii%?oﬁ)form
are chosan'fofeduy hasie paaivaén tfioand0°lty 108 edu/day. cosnmet i cs and/ or der nat ol ogy.
The emul sifier and the co-emul sifier may be present in the WO

2011/ 070509PCT/ 1 B2ePranQssiondar @@w@&a&%@?fﬂqrbwml% BriBpBVERERT MARGFHERIY om
0.3%to 9 i 4] (%@@- f 9 9 ! atjve to
t he totaﬁgg%?g ?Go?m?ﬂgjggﬁ%%%i ioﬁgMXﬁQH&QmE#%%%gﬁQ{%EX%gﬁ%os(F?gh’g% t he
i nvent i ompaitsuken aopiopomieh afrfreol LAAG 166 to 2A%, fradrt papiadelynapromepiies efifronor e

than 90% of .t he total wejght of.the _conpasgjtion, .51n a known nmanner

gal ool 0igh it 1P Bhueefn regish BE TR 9 PO gyt ARG rEgAS R

adj uvant 39} hats0R6¢ WAPRTST hltrddiBaigsdRilhive RNAEMBGE Weidhtlof aRdLoposition
dermat ol ogi cal field, such as hydrophilic or |ipophilic gelling agents,
hydr ophi Icpetagng it.pophi | i ¢ active agents, preserving agents, antioxidants,
sol vent s, fragra?c ) | lers eeni dour orbers and

e S ng agent.s, . a
yestuffs. The. et e s SEIGRRY], BTN BV LS PRALEN T Whke

convent i emidtdoygadBef ihAndchigatbdl oF Gvdindlan fe@mdspkeialyl inhe fm Ea@ngdt@ct Gram
0.01%to 20% of the total weight of the conposition. Depending on their
nat ue8, treke adj uvants nmay be introduced into a fatty phase and/or into

the aqueous phasg microorganism may also be included in a composition in the form of
fractions of cell components or in the form of metabolites, in particular in the form of a
lysate. The microorganism(s), metabolite(s) or fraction(s) may also be introduced in the
form of a lyophilized powder, a culture supernatant and/or, where appropriate, in a
25  concentrated form.

When a composition comprises metabolites, the contents of metabolites in the
compositions correspond substantially to the contents that may be produced by 10° to
10" cfu, in particular 10° to 10" cfu and more particularly 10" to 10" cfu of live

microorganisms per gram of composition.
30 Expression of the amount of metabolites or fractions of a microorganism in
“cfu”, or of dead microorganisms, is intended to denote the amount of this microorganism

used for the preparation of the metabolites or fractions of this microorganism.



As fatty substances that may be used in the invention, nmention nmay be nade
of mneral oils, for instance hydrogenated polyi sobutene and |iquid

pet rol eurwvpebiwg7ogbant oils, 15 for instance the |iquidpCraBraiensseso shea
butter, sunflower oil and apricot kerngly oil, animal oils, for instance
per hydr osqual ene, synthetic oils, especially purcellin oil, isopropyl
nmyristate and et hyl hexyl palmtate, unsaturated fatty acids, and fluoro
oils, for instance perfluoropol yethers. Fatty al cohols, fatty acids, for

i nstance stearic acid, and, for exanple, waxes, especially paraffin wax,
carnauba wax and beeswax, may al so be used. Silicone 20 conpounds may al so
be used, for insangmsitidnscone oils, for exanple cycl onet hi cone and
dlnethlcone and S|I|cope waxes, r.esips, and As enul si.fiers

That g be’ used ) PRGNS GHET B ox A IR HE Ty e Mreie BHETTE ude
gl ycesyl [ai8adRbesly PO AREP @t 8 Bhpobilien Mhattnidyeb®fn &8t Y1Sti€ArH¥m normally
aIcohoI/cetyIstearyI al cohol oxyethylenated with 33 'nol of ethyl ene OXIde
sol d und@Wmtﬁ@3@5ﬂwaﬁﬁm@dmmnmaimﬂmnqﬁﬁwmthe conpany Henkel, the mixture of
PEG 6/ PEG 32/ gl ygol st ea ate so %% ane Tef.ose 6 b kogpany
Gattef osse, PPG 3" yPPsty?" atcﬁoerfimgsﬂ oH%eYeE SPPPERS &R ééoglca ©

cetyl di mphhingeBgi0patiptablcanedig®r bi t an nonostearate or tristearate, PEG 40
stearate and oxyethylenated (20 OE) sorbitan nonostearate. As solvents that
may be used in t KHe dompepitipenaccaiheg da Hgy IHENHRIY enef beoﬂémge}alleéoﬁ@ﬂ g,

gg?i k%gﬁ%#$%%5%%8%8%3@%%%§%§%3”M%HQMR§%%%§QH2ﬂ%§¥ ?Ln of the invention

may al so advant a@eduably, & oovhpositién ¢fthé iy catich @ay bt Ad¢malistovad efp;lcad:lposen
especially fron1V‘tteI wat er, waters fron1thea¥ichy basi n, Roche Posay

wat er . AceRidingp e | Prie GEIPARS g @ntP G afOHRAPI 198 ﬁw 18l il ude
car boxyl '1&@88{)15[%3[ adSHE Epﬁﬁ fﬁé t}&mate@qﬁya Z n%a(f' QRO MHER Shat Us NuftSble for

acryl ate/al kylacrylate ¢ nmers, polyacryl des and especially the
m xture @hﬁmpﬁyahwwMamndanmcmﬁmmﬁmnm@pamhhmyﬂmandh¢ﬁummmﬂpﬂmmmmhdcummsr t he

i gel 305 h SEPP har i f t
nalT U omemfissBemist iy dere BRI b ot AR S (U8 ghdspgion °
parti cul amedyithyOxPEORYthe %ﬂrﬂb%ﬁbr@dﬁbﬂeﬂéy dr ﬁ%ﬁb@f)ﬂf&fésc&ﬂ lipih 08 BolyRRt YEAtlcHUMS

such as guar gum | ocust 10 bean gum and xant han gum and cl ays.

Li pophi | iog pglyimer mgtcagsemdshﬁdmelmﬁgmb@g retitdlisdedeisscTinte t@m@ﬁlfcpémos:ltla% for
i nst ance ben% nes gglt ngﬂnjﬁgé%$ ggﬁ) Lgrr&nsg proX al%glqh%m

st ear at ed" %} %P4 P& na |véP %Iceﬁﬁnf 0S¥y

pol yet hyligfigéation. In the case of a conp05|t|on in accordance W th

the invention for oral 15adm nistration, the use of an ingestible support
is pPBferred. A compositing iggeed i I9r efopigphGHMInEAtion BT2YdPYeds AdHeAUST e

accor di n%aﬁet%uts-rﬁ?coh%{ﬂgop&lfm(?ﬁ{ ta's8ﬂ1t1{dﬁ%§“rdl ggﬁﬁl!ndcﬁftﬁé {Mdn or serum ty; , %ﬂ y

Tabl et s, capsules or 1 ozengés, suspensi oral suppl enments
f or m and catuddiors uf)tiheidmtﬁmlmqmdqmndlsfencymﬁlﬂe: ks yps phediadd by ﬂmpcrahgea for
use as f (%gt?y Sﬁja%g ?1{ Ems aqueous phase (O/W) or conversely (W/O), a suspension or an emulsion
of soft, semi-solid or solid consistency, of the cream type or of the aqueous or anhydrous
25  gel type, a multiple emulsion (W/O/W or O/W/0O), a microemulsion, a nanoemulsion, a
preparation of microcapsules, a preparation of microparticles, a vesicular dispersion of
ionic and/or nonionic type, or a wax/aqueous-phase dispersion.
According to one preferred embodiment, a topical composition may be in the

form of a solution, a cream, a gel, an emulsion, a mousse or an aerosol composition

30  containing a propellant.



20 M1k, yoghurt, cheese, fernented m | ks, mlk-based fernented products,
i ce creans, cereal-based products or fernented cereal -based products,

m | k- basestoponden®9 baby and infant formnulas, food prodecraBmio/ 055630
confectionery type, chocolate, cereals gr aninmal feed, in particular for
pets, are also suitable for use as food’supports. The term
"oral conposition" neans, for exanple, nutritional, nutraceutical, .
25cosneceut i cal  GYCHRHENROGHS swr%elﬁba@wpbﬁst?ple@rﬁmp@ﬁ%naw e Bhe
Probi O I GndTiei:P BF QR AMLARA U fi0aliE SMRTIL Hicase of the actiVeOhEAY@Y T On

of the oral conpositions acc g to the invention nmay be perfor via
any usualtrapsdecmsisy, Kmoamamipte dfipasd @lgel pach (hydtagel) ayrte. f or produci ng dri nkabl e
sol utions, sugar-coated tg@%ets gel capsul es qgl sions, tablets to

: , s, enmu
be swal | owed or JOENSREMOSHAR LI COLPEIR S COELIsde] qwalsla?%o%ﬂr hard waf er
capsukes, granul s tQp&etich a&kHeg to INE URINtiSHP Imag Qnstituftuh SohPesision 3Hd
hydrogel s al l owi ng controlled rel ease. W) 2011/ 070509PCT/ 1B2010/ 055630 17
I n parti ¢igbtang omcasingpothesskim er borsgalni emanaantisvn pngrtificial-teaningveemositionay be
i ncorporated into.any form of food supplenent or .enric eg food, far exanple
food bar$; agthé‘%Yw%%@t TP & 818‘1% rSTOTHE %r&%%r% ‘%ﬁ org R BRI e v t
wat er, Wfiagrameihg compbltindlai ry products or soybean derivatives, or may be
incorporated into food bars, 5 According to one enbodi nent, a conposition
accordi ng to theStgl@ntarenpstion mry ttegebe sneelpyredeyy Weakly caloueade @nd immashe
f or m pf o] t aby: - u ‘S UL S| , s, waf er
caps& es%Bﬁ%a} ggélgjﬂnf %@I&&%%; sc,%%l(e)tﬁr%l%zt Jée 8?09(%?% eﬁgg\%\ddgr% {sﬁ |elgft?]él§|ia?g, as
suspensi andicaed doleibelons It aouyf theh ibeneed @s,a taervant dt thic | dkin of erenipy, eor
cheeses, chew ng gu t oot hpaste or spr.ay solutions. 10The oral i
conposi t iSHEP el tg_%rpgm w_gra Bﬁﬁﬁéﬁﬁya@&s&ng Sheniip agHng %&ﬁfd res #di8hi ng
tot he, d%ﬁ%?%%hh,%r'a@%‘dé?tok BIFht care cream for fAcR Qﬁ)d/&_tﬁ&iil skfoor gani sm of the
i nvention may noreover be for ated wth the excipients and conponents
that are common fiomaguabsh berialthe dorposf tinsabcated droatmslipidd welsing ior @on-

espe $all fattg and/ or aﬁueous conponents, hunectants, thickeners, 15

presérvi 14IC4YBRPAMR0G o1 4 RIEFNAIQNST ok enhancers and/or coating agents,

anti oxi dants and APIEHOMIiAY a@ERAIS- to the inventior aUAIRS | BEstRGRNE ToRed
exci pients for oral conpositions, and especially for food supplenents, are

known i n costnetic fanppsgea wid ¢spaoellpe mikeup topwesition far thet skin ead/desmicopt i on
herein. 20ARcording Laithe BRI erbedoindl Gat on Ofhsidise Bl Proploti c
nicroorgaﬁis of the& Ve ron, * & cgﬂ%ogitlah ot {HET IR erdt POR'W 1% a

cosnet i ¢ poddeiTainotyRghaidly, @r cqitadlemeqpoundl inCQMROPIrt| @nlipstick or a 11? diks,
particul ar, the conposition according tqg the invention nmay be a food

conp@fi t ioBHOmBl Whithheaie ebeaimstrenertiast Preigrably, ibanay ibe @l catouned Geigs 9& geren)

nutritio S f L ks ] I g soups, dietary
supplene%@%ﬁﬁg%hﬁg%ﬁgggﬁggér?%%%QE(ﬁﬁﬂkg??%ﬁgﬁﬁ%afi% conf ecti oneri es,
fermented or unfer nempedtion himbaseadd podalbt may yepdualty pomstdtiuecd |, cleankinghased

powders, enteral nutritional products, babﬁgand/o i nfant conpositions,
f er ment ed YFCUNSF ICABIE OF C&F CEFbad SHITAGALRI0E; SCe & CPREHE, 2 CHENSISt 8T

coffee, QfisinfettiddBidn, afaBthsbsR G br 3% 0BNMEBhPBsitibRTAL O puree or sal ad
dressings. 30 e conposition according to the invention may al so be

i nt edded for ani Maleempesipeti aicbydipetts, thsuvivertsoncanady abd dogst @hd salyd be
formulated in the formof feed.or food supplenments for animals.
preparation constituting a cléansing soap or bar.

When a composition of the invention is an emulsion, the proportion of the fatty
phase may range from 5% to 80% by weight and preferably from 10% to 50% by weight
relative to the total weight of the composition. The oils, emulsifiers and co-emulsifiers

30  used in the composition in emulsion form are chosen from those conventionally used in

cosmetics and/or dermatology. The emulsifier and the co-emulsifier may be present in the



WO 2011/ 070509PCT/ 1B2010/ 055630 18 According to one preferred
enbodi nent, a probiotic mcroorganismthat is suitable for use in the

i nventi orworaygiingoswsed parenterally, in particul ar subcutramaBmdi/gs5630
intradermally. In such a use, a probiotjsc mcroorganismthat is suitable
for use in the invention 5 nmay be conditioned in the formof an aqueous or
non- aqueous sterile isotonic solution, in the formof a di spgtrési fn a
suspensi GAMBPSIHN &k RIPBYTLIAR a#nging frofhBsew AP Gpby atcaghtjand iprefisrabhe from

' i?l:}frélgfi%ﬁ)tﬁé’méﬁrwei%lﬁrofmg%sﬁg yophilized powder,

adm ni st foado), @04
which is then reé’g)h/stl Iin the form an injectable sterile solution

or a di spersion aYhdnhthetdomepositiouss. tht Oihentiberimahseibr igtledr splatior, itbs fatty
formulation that is capable of ensuring the harm essness. required for
|t v acpi ABFTATLTATSFTRTE JHBOEY O Lin B KB PSRRI i st r at i on.

A conposi tion thay ai oS mal®, fAEnisd Fotfs IR@de@VENdpRIAI ABMiGQFAROh SRayANY

excipient usually used in the field of injectable sterile solutions. "'15The
par ent er alsoagatainstadptvein  Bfat aare onpogioni oh bf corndticy ephtaimoacentigal bend/or

e oMbl T SO0 A BB DR

adm ni st nigbplgific N&Yiveeagealsf PreRelimy JFBRES affioadMes ddodvansy afirdgrantss d fiflexs,
perform ng an intraepi dermal and/or intradernmal and/or subcutanegus

i nj ect i oCICENg ABPWS.faslourplertest agf dyptufing dhe pgeunts fitthepe vagent adjuvants

A prgpRiotjc.m.c I ' r i ' i 0 \ ousl] y be
used on” SEEBLELASLATMEATAREER ) T ek For SR Por TR B RS REROURLY, G
or phar maoeubdt dal toad twoightageht .coRpddiiamt Bgeaddkyon St maanre athdsd adjoednts

cosnetic or pharnaceytical active agent y be intended for exerting a
cosneticm at?ee‘nﬁg‘?"r?ﬁ AR atBr phest aphor Rt W8k AfUCcophBNAYEi 1, the eyel ashes,

bodi I'y hair and/ o fﬁ@fsﬁﬁ?&h@es tﬁﬁqnﬁfgé@sreﬁ% tl ihVenPidn [ fEntRi tlay be made of The

additional active agents are chose y a person skilled in the art such
t hat t heyniderahais, farinstatve heflfogenataf pdlhisoprtedsi antdilziun patedaugaellsnplafoitshe

invention. 30In rticul ar,.an additional active. agent .that i ui t.abl e for
use T ¢ e FRRER PoMa FsioB S0 PG JelioyeY Shang SPFoY FEIhPOr eI ¢ he
cut aneousgilardr Bfstancd\PeARUIdsQUASRIRGR{nEES Y/ %Wylgurcellin oil, isop¥p9r di ng
t o anot her enbodi nent, active agents for preventing and/or treating Skin
conpl ai nmayristae lbed sebicoagt palinitatea unsatvistedglary smdacenst dherg eibs, foreinsiagent i on.
perfluoropolyethers. Fatty alcohols, fatty acids, for instance stearic acid, and, for example,
waxes, especially paraffin wax, carnauba wax and beeswax, may also be used. Silicone
20  compounds may also be used, for instance silicone oils, for example cyclomethicone and
dimethicone, and silicone waxes, resins and gums.
As emulsifiers that may be used in the invention, examples that may be

mentioned include glyceryl stearate, polysorbate 60, the mixture of cetylstearyl

alcohol/cetylstearyl alcohol oxyethylenated with 33 mol of ethylene oxide, sold under the
25  name Sinnowax AO® by the company Henkel, the mixture of PEG-6/PEG-32/glycol

stearate sold under the name Tefose® 63 by the company Gattefossé, PPG-3 myristyl
ether, silicone emulsifiers such as cetyldimethicone copolyol, and sorbitan monostearate or
tristearate, PEG-40 stearate and oxyethylenated (20 OE) sorbitan monostearate.

As solvents that may be used in the invention, mention may be made of lower

30  alcohols, especially ethanol and isopropanol, and propylene glycol.



As additional active agents that may be used, nention nay be nmade of:
vitam ns, such as vitamns A B5, B6, B8 C, D, E or PP (vitamn B3 or

5ni aci n) ,woanti/ossodant s, such as curcuni noi ds; car ot enoipd3/IBBE@esS6xl |y a
carotenoi d chosen from 13-car ot ene, Iyg%pene, ast axant hi n, zeaxanthin and
| ut ei n; pol yphenol conpounds, flavonoids such as catechins;

pr oant hocyani di ns, ant hocyani ns, and PCOs (praocyanni dol oligonmers); .

ubi qui nones: cof flge @TPPHEPR Ogdh? AVENHRP FBIYyHL AdYaatagaoyshy Camaing & ppides;

chicory exlbAGtifera AL PEREXlY BEhHS Vit{?él%éﬂ?%&’é& Ik 7 Vl&{ng AR,

extracts; pinmento extracts, s%@gean extracts, m neral 5§, such as
zi nc, calaod RorhaBopagsvaten copper, iron, iodi ne, nmanganese, selenium or
chromum (I'11), . sugars, 15- ami no acids, especially

Ul T ur - cont ai hf ngFRgicea T s isnndan bR Beniosne SR pabIRe,  and
sel ensuMsGaANt Al RaABNRA NRrAR EdpolyeANGubh PR YARARLMIBIRE AR LYpAFES,
prebiotics, chosen especially from oligosaccharides, produced from gl ucose,
gal act os@olyrytybeidesrahd ospecidlyc thes mixtuge b g®]lyastdanside, Lyl anisopreafifivetndil ose,

i nulin, igﬁs of 20 acacia type, for ex le, or a mxture thereof. Mre
par ti cul drrieth-y eldpndss dhepne Sarigeloiy| S dhacompanyt SPHRIC, polysaccharides,
fruct o-olg I.Ge.. A Y i 10Ot . C i a
st ure GORE aacs cal e RGP BRI G o o RANBLG, SR pEBIBEGE O
r esver at mgtroxypreppleclivdose, andrigydabeyethiyice Linlese, nheird@fums such as guarAmegricdiuwsy t o

one odi nent, protejns or protein hydrol ysates, am no acids, polyols,
espeiggll MUQH?&Eéiﬁn %}98%§Wdﬁ%wﬁinstance gl ycerol, sorbitol, butylene

glycol and pol yethy,gang %lﬂ@hgem&g gt nfly! A hRhfoncAUdatde ARAIRNOAhYs, for
derivatives, water-soluble vitam ns, starch, and bacterial or plant

ext r act s isstariee alsentdnes.e nofal Aalte ofefatfy mels.béorussthnooraduBipant $tearhtas.l ynd n t he
topical galenjical forns as additional dr ophi I i ctive agents.

Accor di ngdYEeP ﬁ%?ﬁ%?&éﬁﬁﬁﬁﬁﬁ%ﬁ#¥e&%??%@%“i _Q%ﬁé@i%m%nd derivatives

t hereof, tocophen®lthé Vdak@mifna Ebnipdditide! inV aédov®scd NEkieQhe iGRMAIGH ARS, oral
essential oils and unsaponifiable WO 2011/070509PCT/ 1B2010/ 055630 20

mat edd al gdmimststionetouse aleaanpertibleganpert sriyefared., phytosterol s, squal enes,

paxes and et Pengs) EGHE HAOOTDAG BRI bkl R0 G R 1
composition under consideration.

Tablets, gel capsules or lozenges, suspensions, oral supplements in dry form
and oral supplements in liquid form are thus especially suitable for use as food supports.

20 Milk, yoghurt, cheese, fermented milks, milk-based fermented products, ice
creams, cereal-based products or fermented cereal-based products, milk-based powders,
baby and infant formulas, food products of confectionery type, chocolate, cereals or animal
feed, in particular for pets, are also suitable for use as food supports.

The term “oral composition” means, for example, nutritional, nutraceutical,

25  cosmeceutical or pharmaceutical compositions, comprising at least one probiotic
microorganism according to the invention.

Formulation of the oral compositions according to the invention may be
performed via any usual process known to those skilled in the art for producing drinkable
solutions, sugar-coated tablets, gel capsules, gels, emulsions, tablets to be swallowed or

30  chewed, wafer capsules, especially soft or hard wafer capsules, granules to be dissolved,

syrups, solid or liquid foods, and hydrogels allowing controlled release.



As additional active agents in an oral galenical form any comonly used
5and/or permtted ingredient nmay al so be consi dered. By way of

i Il ustratwonpimmgatooon nmay be nade of vitam ns, m neral spCeaBENO/HFH3N at s,
trace el ements, polyphenols, flavonoids,; phytoestrogens, antioxidants such
as |ipoic acid and coenzyne QLO, carotenoids, prebiotics, proteins and

am no aci ds, nongsacchari des %Qd-poLysaccharides,-anino-sugars,

phyt osterol s and® rPF“Et@P[S‘én% D5 Refffo MiCTopRpANisMa pRcoplingytey the mvention maypbs j
par ti cul akocNERE fsio Yhi BFMSF Bod SupfRem &t 30 nihca Mo 6l QUPpYd foRHIHAR:
especiallfx%Q? B% aﬂg/%S. ° p&%anng the garoténoi%%,pl3-caroté%%,

| ycopene compaaed or Zemx growiiers. dihd mstdexamthibe dihecdmathewatbt, ywithesdn . wilbThe
m nerals and trace el enent articularly used are,zing, calcium nagnesium
Copper, _(SABNPrIGQE 98 SR AFEGUY oS 8T Bty B P EHEG R s

Anpbngst he pol yph%@b&lingﬁ@d YRR eRb&ifERAM 0 taRBositiGR acriine toC MeOmve@dd ee,
appl e, blueberry, elderberry, strawberry, cranberry and onion may be

sel ect ed admipsteted cuklyr maprbef lormblated iartbadomhef praar-cesicd daeets, gdl sefdutasones

in free aor, gl ycosyl at form 20are sel.ected ch as genistein, daidzein,
olye! tei RebreT TSy AR FORS TEHEELRT ol S iR o e SRS T

chi nensi Siquid suspensionsPoefselugibhy,, cofEtignéhs, FeintRtedC hillks! Réaneated Shdetarbl e
for use in the invention, taurine, threonine, cysteine, tryptophan or

net hi oni KBSWiHE gyehqaenasig ey spiayseiuienscont ai ni ng t hem may be chosen.
25Preferably, a e. i ni ds - S U e | | ion,
Iipigg belongingq?g(%%éxﬁ@%ﬁgﬁgé%%ﬁigggg%¥é%%$h mﬁ%%%ﬁﬁ%%ﬁﬁ?%?%ﬁhgﬁﬁﬂ{

pol yunsatatcatied té dictderracéodmetis italicagisn.ol ei ¢ acid, linoleic acid, a-linolenic
acid, y-linolenic acid, stearidonic id, long-chain fish omega-3 fatty

aci ds such as EPA BRQOBRAVCKOREH %ﬁﬁlféwey_tl% i TBear et PFEHABHARS or
ani mal s SHE Ry Afichls  dRBPORIRT () Bl RbnfA B sUBRYoRP cﬁﬁgéﬁﬁons?’gr fJws, a
conposition Intended for oral admnistration nay al so conprise at |east one
nut riti osapplamtity,el.agespeciakp ety fandior laguepsneympaineatyi hu@ectants athickekermnd
pol yphenol conpounds. . WD.2011/070509PCT/ 1B2010/ 055630 2 .

corrpggi t i%?%elgﬁ% AR BHETASH ey 04l SYM4BETH F‘P‘%r GeHe %’cﬁfl%i flwmia%%l?-ce
agent s chesgRifd H¥hts. anti-ageing nutritional active agents, such as food
antioxidants, nutrients with radical -scavengi ng properties and cofactors of
anti oxi dant endoderoustieg 2genss and cyfipEnisn®r AralCamppsitions.atrst espefigdy for

xant hophyl I s, isofl avone certain m nperals ch, as zinc,.copper esi um
or sl entgi SREnaRcH, kesdh 7 s SidE B puRbaoud® dhe mipisEE Rl gyt

tauri ne. fioh MeredNt i - agei ng active agents, mention may be nade
especially of unsaponifiable fractions extracted fromfats of plant_ origin,
Al oe2lera, nativécsprdngdiodhy pecdcried indication Phgeriscaid PPEWEC BRICRIGAABI | s
rich in QuegasR Afith AeGpSific bY (RCIEnd A WA hid] RGN AetnhiO0b R 6t

acid),

or al

pharmaceutical composition.
In particular, the composition according to the invention may be a food
composition for human consumption. It may in particular be a case of nutritional whole
25  foods, drinks, mineral waters, soups, dietary supplements and replacement foods,
nutritional bars, confectioneries, fermented or unfermented milk-based products, yoghurt
products, milk-based powders, enteral nutritional products, baby and/or infant
compositions, fermented or unfermented cereal-based products, ice creams, chocolate,
coffee, or “culinary” products such as mayonnaise, tomato puree or salad dressings.
30 The composition according to the invention may also be intended for animals,
especially pets, such as cats and dogs, and may be formulated in the form of feed or food

supplements for animals.



phot oprotective nutritional active agents such as antioxi dants and
free-radi cal scavengers: vitamns A C and E, carotenoids, xanthophylls,
certain mwoeralwo®ach as zinc, copper, magnesi um or sel enrap0iEeEsazy e QLO
and superoxi de di smutase (SOD), 18 nutritional ingredients with
moi sturi zing or imunonodul atory properties 15such as the extract of

Pol ypodi um | eucotonbs, plant or marjne oils rich in omega-3 or, onega-6
fatty acids, inclsaPidge ta PagPEs{FEehempodiment, a probigiic gHePARgaRisMoHEt is
enbodi neny,; i i i |

and/ or t rastOfor BRI AR berRagRRTRrahalh 3R RRI RIbRLELRL 80
i ndi vi duahtraderm&bd t hereof, conprising at | east one step of adm nistering

to the said indiyidual at |east .20one probiotic m.croorganis especi al
of the ganus LaclbBERA s Bbrotic mcroolEanRuppis SWIbE IRE RBREVER oS

process syt @éddftRncl $E tHeolM @ flaR\iQiEduRTdr MBY-a6 QST kil @isdloBR doM@lonCaNsi st's
in obserV|n? a reduction in the inpairment of the mcrorelief, or even an

i mpr ovemglt farm ohe dsdpemion, @i weransionedr, anAcpulsivesyeprred ndliaty appropriatei fwent i on
may especially. be.perforned topi.cally,by.25adm ni strat.j.on of t opi cal
Cosmet 1 o PRI &P utiakpt Bt MREE Rsatery B CRe Rt ke g A w R W S
Advant agemisSieYonsatupfdoiaass foah | injd¢@blel @dtil€ SoTatfids bing dispdabioalat eleplheat i on
may conprise the application of a conposition conprising at |east one

probi oti &8¢ri cr oorgani smin accordance with the invention, for exanple in
the figrm of a mask .o he, ski-n adm s t] e -f oryred
acco#ging to theﬁégdgvﬁtgg %%qﬂggﬂggﬁﬁg u5|ﬁghﬁﬁggé£3% ﬁ%%fﬁ}%ﬁgﬁ&gégg
exanpl e, hatmlegycsonsistedi foappkyiepideratabaamk]/ogahtsades@al @id/drotsubdisardcoud he
skin or ngcous menbranes. A topical cosnetic process according to the

i nvent i oR“FEYSIAUGR: exanpl e, be WD 2011/ 070509PCT/ 1B2010/ 055630 22

per f or med d?'|y1fﬁ%&nl5ﬁﬁ$ﬂ@mﬁﬁs%uﬁﬁh§iﬁﬁ11@?n4ﬂﬂhﬂkﬁﬁéﬁkm§ﬂc ﬁﬁ&@%mﬁr an
adm nistration tw ce day, for exanple once in the norning and once in the
eveni ng. excipient usualdy tsgdiic dhe tdd wéinjectgblostesls saltiondi ng to the i nvention may
be perforned over.,a period of ti.me rangjng from.one k to several weeks,
or oven several BRtHESTEH] SUBEHINGHOB Hb eSVBPOREIS b §° HBTHOPepey: b
after pe ;pbﬁﬂﬁnéﬁ YihaRy idjé@Rh M&Mhiqut Mat SEUStaBle OPMAS A mAY &MY/ bR mUear s.
By way of exanple, the topical adm nistration of a probiotic m croorgani sm
accor di ngnd/er slwuiangeyst inisatiomyl Hve, susp eatasninisoatianxaapbe performacd3by meess a
day, or re, apnd generally.over .a prol onged riod of, at. ] east eks, or
evon 41 30 16 sRlk SREOR! ety Boeiufie B it el el apuof i ERF i B

st oppage subcutaneous infscEOE FRltAle PiraeRsthepgOr ding to the invention my be

perfornmed orally, especially by adm nistration of a food conposition as
defi ABd above.

Additional active agent

A probiotic microorganism according to the invention may advantageously be
used in combination with an additional active agent, especially a cosmetic or
pharmaceutical active agent.

25 Advantageously, such an additional cosmetic or pharmaceutical active agent
may be intended for exerting a cosmetic, care or hygienic effect on the skin, the hair, the
eyelashes, bodily hair and/or the scalp, and preferentially on the skin.

The additional active agents are chosen by a person skilled in the art such that
they do not harm the effect of the probiotic microorganisms of the invention.

30 In particular, an additional active agent that is suitable for use in the invention

may be chosen from active agents for reinforcing the cutaneous barrier.



An effective amobunt of m croorganismmy be adm nistered in a single dose
per day or in fractional doses over the day, for exanple two to three tines
a day. 15woAniiar7edoocosmeti c process nay be perforned ovecTaBroimessesr i od
rangi ng fromone week to several weeks,;gor even several months, this period
nor eover possi bly being repeated after periods w thout treatnent, for
several nonths or even several years. ) By way of example, the ora
admi ni stration oﬁcaor&rrtgbtpc?ppwew@%@nﬁ% @%tmea&geaﬁ%cf%@rewtnﬁémﬁméﬁ%ﬁ% may
be perfor Thel 2 e , generally
over & proronaiFae e be PR Fe pdeh MEn Ry die SIS,
optional |l y conpriAsiadditiond astiverageatyrbati masboiisedt mppagenay bbmiadgof: epeat ed
after a period of stoppage., FIGQRES 25Figure 1: I trates.the ange in
e number | of g 6OVESTD SEile ot L 0RSI A oPSaBoy B Golhds b Raegya Hus
time, sat nidkin)D29 and D57 in the case of individuals of the ST11 group
(l'ight-grey I'ine and synbols) and in the case of individuals of the placebo
group (dark- gr ey - dntiexulantss yudho ks )curchiraneidsibesrotshoigs.oospssiady & serotenoid
mcrorelief in.the regipn of the crow s feet is rkedly  reduced i.n the
Case ot icitneDi oAt o-§ftofle " arbnst o aER abfelBiGR LS cSdaitabl
nmean corbh@enss, iMaledoldd such as catechink] ?M)ﬁﬁthaéyahidill}@td’nﬁ{&?aﬂim aBOaNYSs i N
the depth of the grooves of the mcrorelief in the region of the crow s
feet overPiopynidel ghigonppy: ahumsnes; ncaffie eHEetsopontHang plxpengts wsl/or

G L T R e

| i ne and pserioksiractstReylibaptkirafs,t he grooves of the microrelief in the
region of the crow s feet Ls mar kedly reduced in the case of individuals of
the ST11 group. THENFTAIS,TUCE a8 ZHICESEr RS BYSRGS UM (RORPCT: HBRfIPHBRJBINGRE v al |
SFigure 3Jecfiian@shrdmivieanynber of corners over time, at D1, D29 and D57 in
t he case 8? i ndi vi dual s %fgthe ST11 group (light-grey line and synbols) and
in the case of indugargual s of the placebo group (dark-grey line and

synbols). The nunber. of corners. ten to increase markedly in the case of
i ndi _3%dua| s of t RS PP OTReCiHie SPRYHPLIRPE 40P @g@éd%él & gubgons
conf i dengeedufofy, ¥adkine Jd selenium-contdiRingRenifesGad, ption and in the exanpl es
that follow, unless otherw se nmentioned, the percentages are wei ght

per cent ages and tRend&mpbgmeftusptgdifesy epdded in the form "between ... and
..." include the stated | gwer and u r limts, . The | nargedi ts are m xed
toget her . bof or e DA orISe! Citre L Tomm e Meosisehiion SrRGHE P oRecesar  may
be readi lgglad@bErildredmakosk, PRIr6RN ltdsk) @skchNxflie Rbdicellulose, inulin, dilvgs 60Nt ent

and nature of the ingredients used in the conpositions of the invention are
adj usf ed aBaFiR tyiss Joi Cxanpleer pnmpiaregthercaf Mer particeladypdieapligospeoands ect

e P! SELLLE O Sy SAIRORL s OVt TN AL ST PP o
EXAMPLES comprise a mixture of fructo-oligosaccharide and inulin,
- phytosterols, for instance resveratrol,
- hesperidin, and
25 - mixtures thereof.

According to one embodiment, proteins or protein hydrolysates, amino acids,
polyols, especially C, to Cjo polyols, for instance glycerol, sorbitol, butylene glycol and
polyethylene glycol, urea, allantoin, sugars and sugar derivatives, water-soluble vitamins,
starch, and bacterial or plant extracts such as those of Aloe vera, may be used more

30 particularly in the topical galenical forms as additional hydrophilic active agents.

According to another embodiment, retinol (vitamin A) and derivatives thereof,

tocopherol (vitamin E) and derivatives thereof, ceramides, essential oils and unsaponifiable



Exanple 1 25Effect of a food suppl enment conprising Lactobacillus paracasei
ST11 on the skin's mcrorelief Materials and nmethods The effect of a food
suppl emrenwoconpr7p®png Lact obaci | | us paracasei ST 11 on BOTuB®1&/RISA30S
mcrorelief was determ ned by performng a double-blind random zed

controll ed conparative single-centre study, on two parallel groups of 33

i ndi vidual s: . food suppl enent (ST11 group) vs placebo (placebo group)., WO
2011/ 070508BEl (BTSN SEHNIDY FHRNAOARGP sghole-hedua{nghetages and

m cror el igh. N&J ehReHE UsBBIndte ! PBtiat) T HY REFi 1”%%11‘ ¢ BRfs Y KARRILAPHY.
The i ndi vi %aljs S€l ect gd or t elstugjy are he%%ath rrelt?des ovser 60 years old,
havi ng atlippplglis betite agbntshe study (DO) a score of 4 or 5 on the Densiscore

200 1 ™ IS, SRR L SOURECS 8L LALARIL Pty ess.d hr

consuse apy/of BERALERRIIRANRTS afBBeRbRifded.i Ve bacteria (yoghurts, cottage
cheeses, fernented m st unpasteuri zed cheeses, etc.). The food suppl enent

was formul ated i Bytwey pbHlnstibtica, pasntien neonr eie@f vitgreingOmineralsbesedntialis

i 2 | d f 09 cf d | in. h
Peaor s bt i il Bendios Bibafi®s R doestPein Mt et AR ek S

water. acid and dde@z@h&cEno, Wasrofedbity] apebiotis,t NBofedism Hid aarp@vdelids,
conprising only nmaltodextrin. The powder is to be dispersed or dissolved in
a dri nkatienopacgharifles gpeetvaptohatigase pminphigaise Rhytareroliadn daditg aens dedwlonce a
day, gor B?;fﬂa Y Sein The neasurenents 15were taken on D-42 (preinclusion), DO
D1, ﬂ) : , %g D29, D30, D31, D32, D33, D57, D58, D59, D60 and D61. An
anal ysi s of the Quissingatticuidrcooteehd etanwas Ap €Y, DorBvad PY apd Bdgroum gitsinlnscone
polymer (Silflo inprints of the corner of the eye, at the start of the

st udy an(?s%ﬂmaélﬂcﬁ?’ B6 and BS.

Among the carotenoids, P-carotene, lycopene, lutein, zeaxanthin and
astaxanthin are preferably chosen.

15 The minerals and trace elements particularly used are zinc, calcium,
magnesium, copper, iron, iodine, manganese, selenium and chromium (III).

Among the polyphenols, polyphenols from grape, tea, olive, cocoa, coffee,
apple, blueberry, elderberry, strawberry, cranberry and onion may be selected in particular.

Preferably, among the phytoestrogens, isoflavones in free or glycosylated form

20  are selected, such as genistein, daidzein, glycitein or lignans, in particular those from flax
and from Schizandra chinensis.

Preferably, among the amino acids that are suitable for use in the invention,
taurine, threonine, cysteine, tryptophan or methionine, or peptides and proteins containing
them, may be chosen.

25 Preferably, among the lipids that are suitable for use in the invention, lipids
belonging to the group of oils containing monounsaturated and polyunsaturated fatty acids,
such as oleic acid, linoleic acid, a-linolenic acid, y-linolenic acid, stearidonic acid, long-
chain fish omega-3 fatty acids such as EPA and DHA, conjugated fatty acids obtained
from plants or animals such as CLA (Conjugated Linoleic Acid), may be chosen.

30 Thus, a composition intended for oral administration may also comprise at least
one nutritional active agent chosen from lycopene, vitamin C, vitamin E and polyphenol

compounds.



measurenent tinme, and nmeasurenent using a Skin |Inmage Anal yser (SIA)
according to 20the foll ow ng protocol. The surface of the replica
was il umvoabad7edovh oblique |ight at 350 to generate piPoraBioaaozshzdowns,

whi ch were then observed using a CCD C@ﬁera connected to a conputer system
The field studied was 1 cn2. The digital inmage obtai ned was anal ysed in
greyscale to obtain the various paraneters char%ﬁterizing tgg relief of the
skin's surface. 29TRE! sempeeitiap Ofsthgdnxentios; Mgy a0 epmAtsS PHSS neitaRal e
(Nb”ader%lﬁ%ﬁﬁﬁn%ﬁﬁ {Qtwinkled area, and the nunber and average depth
of the grooves o the skin's nicrorelief. The maxi num dept h of

t he grooves of theanti-egonglnueftionak agteste agent5 sgeh ad Heodriantioridandsy, emtradntsa
groove for. it to be taken into.account S S?I ar bi rarié at 0.03 M.
30An evalih FlCHFORRRSIAR drBPEliF s And RofSTs Rt lio el FRfQEePoye B AIRS al so
perfOSUEQﬁwﬁhﬁgkﬁcgkdE,&Hbﬁﬁé%g%ﬁﬁﬂb?ﬁﬂk;M%ﬂ@@#é&Q%Q@QQE&E&kﬁ%@HQéQ§é§30 25
The Skin Chip(r) machine is constituted by an ST M croel ectroni cs sensor
mat ri x ( 28px36MagicsBO0oHEIgniwmakipri¢ agdt tnsneyree Q10csupepseide distviasg (SO s
property dqgends an th%éskun/sensorfdistaqce and on th? coaduction1 £
properti &5 B H ST T AN AREE SSPNL RISy, MR Da¥p IS TEHT ZRRTEHY Bhen
sensor  ofuntdp@nifablel fiacBioN E&x tratfe iFom fNoCAgRbrigh, 8l/&e Wirk snali@c bPhydblysedhi ch,
when converted into greyscale, constitutes an image that all ows )

vi sual i zares etllagee sk plank oiBamic pds dichefn gmegsd ald RUEBR-Acfatlyi s@ds:
surfage P i with the skin; white pixels: probe renote
frOm@?he?%%{lﬁﬁ]ﬁ%ﬁ?@@ﬁh@@%@@é@@ ve of the mcrorelief)). 10Results Number of
grooves in the mcpbstepiogictiof rudtidratiaalive kigent§ Bugiurag dntioxidants and &ieki cone
polymer (Silflo ) inprints of the corner of the eye were nmade at the start
of the stfisAlaRYCARCTEAHRHRRS Y #Y ki FREOteRfids, warEopNal, ctrisn BUnGiaS nEch he

Skin I mageinc cd%?@rl, ¥ghesivh Br gel&ﬁﬁm%%ﬂ%@qgtaﬁd QNG IHRAUBSC gjOlﬁj:'e

mcrorelief was set at 55 15gm e neasurenents obtal ned for the
ST 11 and pl acebe gnuouipsalappedrensonphrmd@k@riomglir ifpnunon®E8E)ry properties

Only .the vqglunteers o e ST11 group observed a si.gnificant. decrease in
Che” bbb Yooyt of Pohgonper bieRoBes iy Beop o fop e CEYEeareF 11 e
(from D2Qne @%Hﬁﬁyg&d§@ﬁﬂéﬂﬁ?&@ﬂ@ﬁhﬁ&kgp, a 19. 6% decrease in the nunber of
grooves of ?he mcrorélief of 'the crows feet is observed for the ST11

group, and a decreasmdingf toldne8¥ptodimertiethplimmbion gelatep to a cosmetic prbhessdbange

bet ween D1 and D57, does .not appear be.di ff.erent .bet ween the .two.
T eat monBE CaE TR na P ROTGH £ BN CUGOrEERES ShoF vdtfitat he
5T11 gr oypnERYthBRoPREHMSIHg alRast@b8tep of administering to the said individual at least

20  one probiotic microorganism, especially of the genus Lactobacillus sp.

According to the invention, a process suitable for use in the invention may
comprise a step that consists in observing a reduction in the impairment of the microrelief,
or even an improvement in the skin’s microrelief.

A process according to the invention may especially be performed topically by

25  administration of a topical cosmetic and/or dermatological composition as defined above.

Advantageously, a process of the invention comprising topical application may
comprise the application of a composition comprising at least one probiotic microorganism
in accordance with the invention, for example in the form of a mask on the skin.

Such an administration may be performed according to the usual techniques for

30  using these compositions. For example, it may consist in applying creams, gels, sera or
lotions to the skin or mucous membranes.

A topical cosmetic process according to the invention may, for example, be



Test of intra-group and inter-group conparison (p-values) of the change in
t he nunber of grooves of the mcrorelief in the corner of the eye relative
to D1 at wbl2otivgotopnes: Tine Placebo (p value) ST1l (p walraBlo1®@bssesbo/ ST11
(p value) D1-D29 0.3132 0.0060 0.4022 0O 2011/ 070509PCT/ | B2010/ 055630 26

D1- D57 0.2080 0.0137 0.5181 Depth of the grooves of the facial mcrorelief

(Figure 2) ) he neasurenents were taken on the inprints of the
corner ofPcEfpEMes dailys IQJé‘é‘éWP Y R PORRY JAMiBIsHAtoR R FAY RS NS pigf AR

bet ween R, glzia},lfog E&HHHIE BAcd iﬁ%h@hl%ﬁﬁl@é)atgf SHHR in the evening.

A topical cosmetic process according to the invention may be performed over a

period of time ranging from one week to several weeks, or even several months, this period
5 moreover possibly being repeated after periods without treatment, for several months or
even several years.

By way of example, the topical administration of a probiotic microorganism
according to the invention may be repeated, for example, 2 to 3 times a day, or more, and
generally over a prolonged period of at least 4 weeks, or even 4 to 15 weeks, with, where

10  appropriate, one or more periods of stoppage.

A cosmetic process according to the invention may be performed orally,
especially by administration of a food composition as defined above.

An effective amount of microorganism may be administered in a single dose
per day or in fractional doses over the day, for example two to three times a day.

15 An oral cosmetic process may be performed over a time period ranging from
one week to several weeks, or even several months, this period moreover possibly being
repeated after periods without treatment, for several months or even several years.

By way of example, the oral administration of a probiotic microorganism
according to the invention may be performed at a rate, for example, of 3 times a day or

20  more, generally over a prolonged period of at least 4 weeks, or even 4 to 15 weeks,

optionally comprising one or more periods of stoppage or being repeated after a period of

stoppage.

FIGURES
25 Figure 1: Illustrates the change in the number of grooves of the microrelief at
the corner of the eye over time, at D1, D29 and D57 in the case of individuals of the ST11
group (light-grey line and symbols) and in the case of individuals of the placebo group
(dark-grey line and symbols). The number of grooves of the microrelief in the region of the
crow’s feet is markedly reduced in the case of individuals of the ST11 group. The results
30  are expressed as a mean + confidence interval.
Figure 2: Illustrates the change in the depth of the grooves of the microrelief in

the region of the crow’s feet over time, at D1, D29 and D57 in the case of individuals of



appear conparable at D1 (p = 0.5533). Only the volunteers of the
ST11 group observed a significant decrease in the depth of the grooves of

t he m cr owel2oefo7o3w9t he corner of the eye between D1 andPDFAB20Ab/HE630 he

suppl enentation, a 2.6% decrease in thesdepth of the grooves of the
mcrorelief is 10observed for the individuals of the 5T11 group, and a 0.3%
decrease for_the ing{é,é/i dual s of the phﬁ ange

bet ween B1° ARl BIOPP bRy hatdy Tgiob (ég ﬁ% r?%?%?%%@?‘i@%%‘?%ﬁél}c%% =
compar 1 s8h o b ) sy it RRANG 1P SePRET B R BSIR, FHEBLARE i
m cr or el iredion nf thheraols fest iomatkedlyaygduaed imthevast of Ddivaduadd df thdr8T1 1 gesip. Ti ne
Pl acebo val ye) ST11 val ue) Pl acebo/ ST11 (p val ue) D1-D29 0.5897
0. 3781 0.'368PU ASFPEySFESR a@%ﬁc@%@%“@ méﬁ"/ﬂial ysis of the microrelief on
the fgrearm usi ngigurels: THEREPINME RuRBer of corners over time, at D1, D29 and D57 in
the case of individuals of the ST11 group (light-grey line and symbols) and in the case of
individuals of the placebo group (dark-grey line and symbols). The number of corners
tends to increase markedly in the case of individuals of the ST11 group. The results are
expressed as a mean + confidence interval.
10

In the description and in the examples that follow, unless otherwise mentioned,
the percentages are weight percentages and the ranges of values worded in the form
“between ... and ...” include the stated lower and upper limits.

The ingredients are mixed together, before being formed, in the order and

15  under conditions that may be readily determined by a person skilled in the art.

The content and nature of the ingredients used in the compositions of the
invention are adjusted by a person skilled in the art so as not to substantially affect the
properties required for the compositions of the invention.

The examples below are presented as non-limiting illustrations of the

20  1invention.

EXAMPLES

Example 1
25 Effect of a food supplement comprising Lactobacillus paracasei ST11 on the

skin’s microrelief

Materials and methods
The effect of a food supplement comprising Lactobacillus paracasei ST11 on
30  the skin’s microrelief was determined by performing a double-blind randomized controlled
comparative single-centre study, on two parallel groups of 33 individuals: food supplement

(ST11 group) vs placebo (placebo group).



(Figure 3) The overall mcrorelief is evaluated by neasuring the
corner density paraneter or nunber of corners/cn2. This paraneter

repr esentwotzng/aressber of nutual crosses of the primary PCmaBloioeseper cni
and is indicative of the orientation of,sthe fine lines of the

25m crorelief. A high value of this parameter is characteristic of

yout hful , snpoth, healthy skin. W) 2011/ 070509PCT/ 1B2010/ 055630 27 .

The measur enent sT&Btr%ﬁaﬁ@ams%%s\%etheﬁﬁ@n@wﬂwa}%‘eﬁg Ve PEHRm M2 kBup

appear tog,beyconparable at. D1 = 0.7316). The nunber of
S5 GeRine e s S o

corners/ AHrRe B h reflects a rejuvenating effect, increases

significantly ovehetihd®idaRlsYsefc@tedt foe thd1diudy di@halty fmbRs SVed 0 GfcakiPoldWhi | €
in the 5case of the individuals of the placebo group, no significant

vari at i omaviagabgersvdof the study (D0) 7 brebfges betebensRtoaflald 7 patuprn t he
two groups.is significan{ly different Ep = 0.0117) in favour of the 5T11
group? TIFEElRY cpTUEnSss pliclieet Piogues flevithaol2X HEa¥)ndi vi dual s of the 5T11

group that is stafisti L O A i
Tont ter the supprurmr St SANEAT e ot Sobriny RATRRD AR
i nvent i ompn@aindoBdvicnbagase (yoghuns, rotther chfescor fremsntedr nilke unphistaudaed s of
the ST11 group, gﬁd an increase of only 1.8% for the placebo group. Table 3
15Test s GFO9SAYCE-)gr oup and inter-group conparison (p-val ues) of the change

in the number of TaerHSs ﬁp%[é%lelhﬁlwﬁﬁ gl Aedh Ak fBinh of RPovidEBS mpisi®; Rlacebo
(p Valli)UE)Lagg%élz-ciglgs Vciflagc?s)ei N|CaCC264b6C{/(§¥:1LiL) agtg tggll éijoes)e of 10° cfu and maltodextrin. The
p
powder is to be dispersed or dissolved in a drinkable liquid, preferably water.
The placebo was formulated in the form of a powder comprising only malto-
dextrin. The powder is to be dispersed or dissolved in a drinkable liquid, preferably water.
The treatment was administered once a day, for 61 days. The measurements
15  were taken on D-42 (preinclusion), DO, D1, D2, D3, D4, D5, D29, D30, D31, D32, D33,
D57, D58, D59, D60 and D61.

An analysis of the cutancous microrelief was performed by producing silicone
polymer (Silﬂo®) imprints of the corner of the eye, at the start of the study and at each

measurement time, and measurement using a Skin Image Analyser® (SIA®) according to

20  the following protocol.
The surface of the replica was illuminated with oblique light at 35° to generate
projected shadows, which were then observed using a CCD camera connected to a
computer system. The field studied was 1 cm’. The digital image obtained was analysed in

greyscale to obtain the various parameters characterizing the relief of the skin’s surface.

25 The parameters studied using the Quantirides® software (Monaderm) were the
total wrinkled area, and the number and average depth of the grooves of the skin’s
microrelief.

The maximum depth of the grooves of the microrelief was set at 55 um. The
minimum area of a groove for it to be taken into account was set arbitrarily at 0.03 mm”.

30 An evaluation of the microrelief of the skin on the left forcarm was also

performed using a Skin Chip® machine.



D1- D29 0.5925 0.0543 0.2340 Di1-D57 0.1324 0.0378 0.0117 Concl usion

The results obtained in the clinical study detail ed above show that the
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contact with the skin; white pixels: probe remote from the skin (bottom of a groove of the

microrelief)).

10 Results

Number of grooves in the microrelief of the facial skin (Figure 1)

Silicone polymer (Silﬂo®) imprints of the corner of the eye were made at the

start of the study and at each measuring time, and were then studied using the Skin Image

Analyser® (SIA®). The maximum depth of the grooves of the microrelief was set at 55
15  um.
The measurements obtained for the STI11 and placebo groups appear
comparable on D1 (p = 0.2585).
Only the volunteers of the ST11 group observed a significant decrease in the
number of grooves of the microrelief in the corner of the eye over time (from D29). After
20  the supplementation, a 19.6% decrease in the number of grooves of the microrelief of the
crow’s feet is observed for the ST11 group, and a decrease of 11.8% for the placebo group.
The change between D1 and D57 does not appear to be different between the
two treatments (p = 0.5181), although a pronounced tendency in favour of the ST11 group
may be observed.
25
Table 1
Test of intra-group and inter-group comparison (p-values) of the change in the

number of grooves of the microrelief in the corner of the eye relative to D1 at all the times:

Placebo ST11 (p value) Placebo/ST11 (p
Time
(p value) value)

D1-D29 0.3132 0.0060 0.4022
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2 Topical compositions according to the invention Exanple 2A
| oti on wei ght % Lyophi |l i zed powder of Lactobacillus paracasei

ST115. 00 woaphid7psved powder of Lactobacillus johnsonii 5P0®/1B2010/055630
| ammat ory agent 0. 05 20 Anti oxi dgnt0. 05 | sopropanol 40. 0 Preserving
agent 0. 30 Waterqgs 100 25 Exanple 2B Facial care gel weight% Powder of

LactobacLLLus_faLagasei ST115 Q0 Hydroxypropylc
the conpany HRHH7es)5.po 30 829%hi n EL 00 AR:GISYi dant$. 05 | 8apBbpanol

Anti -i nf
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40. 00
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10

15

Ny agent 0. 30 Watergs 100

Depth of the grooves of the facial microrelief (Figure 2)

The measurements were taken on the imprints of the corner of the eye as
described previously.

The measurements obtained between the ST11 group and the placebo group
appear comparable at D1 (p = 0.5533).

Only the volunteers of the ST11 group observed a significant decrease in the
depth of the grooves of the microrelief in the corner of the eye between D1 and D57. After
the supplementation, a 2.6% decrease in the depth of the grooves of the microrelief is
observed for the individuals of the ST11 group, and a 0.3% decrease for the individuals of
the placebo group.

The change between DI and D57 between the two groups is different in
tendency (p = 0.0556).

Table 2
Tests of intra-group and inter-group comparison (p-values) of the change in the
depth of the grooves of the microrelief in the corner of the eye relative to D1 at all the

times:

T Placebo (p value) ST11 (p value) Placebo/ST11 (p
ime
value)

D1-D29 0.5897 0.3781 0.3082

D1-D57 0.7554 0.0185 0.0556

20

25

Analysis of the microrelief on the forearm using a Skin-Chip® machine
(Figure 3)

The overall microrelief is evaluated by measuring the corner density parameter

or number of corners/cm’”. This parameter represents the number of mutual crosses of the
primary fine lines per cm” and is indicative of the orientation of the fine lines of the
microrelief. A high value of this parameter is characteristic of youthful, smooth, healthy

skin.
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2.

The number of corners/cm’, an increase in which reflects a rejuvenating effect,
increases significantly over time only for the individuals of the ST11 group, while in the
case of the individuals of the placebo group, no significant variation is observed.

The change between D1 and D57 between the two groups is significantly
different (p = 0.0117) in favour of the ST11 group. This reflects a rejuvenating effect for
the individuals of the ST11 group that is statistically significant relative to the placebo
group.

After the supplementation with a food supplement according to the invention, a
3.8% increase in the number of corners for the individuals of the ST11 group, and an

increase of only 1.8% for the placebo group.

Table 3
Tests of intra-group and inter-group comparison (p-values) of the change in the

number of corners/cm?’ relative to D1 at all the times:

Placebo ST11 (p value) Placebo/ST11 (p

Time

oxyet hyl enat e#CmiiB1@055680 of OE
Di net hi cone (DC

Preserving

(p value)

value)

D1-D29

0.5925

0.0543

0.2340

D1-D57

0.1324

0.0378

0.0117

20

Conclusion

The results obtained in the clinical study detailed above show that the oral

of 10° cfu/day for two months makes it possible to obtain:

- on the measurement of the cutaneous microrelief by SIA®:

administration of a food supplement comprising Lactobacillus paracasei (ST11) at a dose

- a decrease in the number of grooves of the facial microrelief and of their

depth over time only for the ST11 group. The difference between the two treatments is

25

of the grooves of the microrelief is analysed between D1 and D57.

significant in tendency (p = 0.0556) in favour of the ST11 group when the change in depth

- on the measurement of the cutaneous microrelief by Skin-Chip®:




Extract of Vitreoscilla filiform s3.00 25 BHTO.05 Methyl POBO. 10 Propyl
POB0. 05 Waterqs 100 30 Exanple 2E Facial care gel weight% Powder of
Lact obaciwbusiiparmeasei ST115. 00 Extract of Vitreoscil | acfriiBoienises3. 00
35Anti oxi dant0.05 Vitam n E2.50 |sopr oroﬁgnol 40. 00 Preserving agent0. 30
Watergs 100 WO 2011/ 070509PCT/ 1B2010/ 055630 30 Example 3 Oral
conpositions Exanple 3A 5 Powder in stick form

-'an improvement in the network of the microrelief only in the case of the
individuals of the ST11 group (D1/D57, p = 0.0378). The difference is statistically
significant in favour of the ST11 group (p = 0.0117) when the change between the two

treatments is analysed between D1 and D57.

10
Example 2

Topical compositions according to the invention

Example 2A
15 Facial lotion
weight%
Lyophilized powder of Lactobacillus paracasei ST11 5.00
Lyophilized powder of Lactobacillus johnsonii 5.00
Anti-inflammatory agent 0.05
20  Antioxidant 0.05
Isopropanol 40.0
Preserving agent 0.30
Water qs 100
25  Example 2B
Facial care gel
weight%
Powder of Lactobacillus paracasei ST11 5.00
Hydroxypropylcellulose (Klucel H® sold by the company Hercules) 5.00
30  Vitamin E 1.00
Antioxidant 0.05
Isopropanol 40.00
Preserving agent 0.30

Water qs 100



Active principle Lactobacillus paracasei ST111010 cfu Excipient 10

Xant han gunD. 8 ng Sodi um benzoate0.2 ng Maltodextrings 30 g One stick may
be taken wenodayos085 Exanpl e 3B Capsul e 20 Lact obaci | | ueCjrahmaenise3oVi t am n
C Magnesi um st earate ng/capsul e 108 cfuyg60. 00 0.02 One to three of these
waf er capsul es may be taken per day. 25 Exanple 3C Sugar-coated tabl et

ng/ t abl et Active materials 30 Lactobacillus paracasei 5T115x108 cfu

Exci pi entEX core of the tablet
Facial care milk
weight%
Lyophilized powder of Lactobacillus paracasei ST11 5.00
5  Glyceryl stearate 1.00
Cetylstearyl alcohol/cetylstearyl alcohol oxyethylenated with 30 mol
of OE (Sinnowax AO® sold by the company Henkel) 3.00
Cetyl alcohol 1.00
Dimethicone (DC 200 Fluid® sold by the company Dow Corning) 1.00
10 liquid petroleum jelly 6.00
Isopropyl myristate (Estol® IMP 1514 sold by Unichema) 3.00
Glycerol 20.00
Preserving agent 0.30
Water qs 100
15
Example 2D
Facial care cream
weight%
20 Arachidyl behenyl alcohol/arachidylglucoside 3.00
Isohexadecane 7.00
Powder of Lactobacillus paracasei ST11 5.00
Glycerol 2.00
Extract of Vitreoscilla filiformis 3.00
25 BHT 0.05
Methyl POB 0.10
Propyl POB 0.05
Water qs 100
30 Example 2E
Facial care gel
weight%
Powder of Lactobacillus paracasei ST11 5.00
Extract of Vitreoscilla filiformis 3.00
35  Antioxidant 0.05
Vitamin E 2.50
Isopropanol 40.00
Preserving agent 0.30
Water qs 100

40



M crocrystal line cellul ose70.0 EnconpressTM50. 0 Magnesi um stearate3. 0
35Anhydrous colloidal silical.0 Coating agent Shellac5.0 Talc61.0

Sucr ose2580Qo1wn3911/ 070509PCT/ 1B2010/ 055630 31 Pol yvi eomaB2000/45563ni um

di oxi de0. 3 Colorant5.0 5This type of sugar-coated tablet may be taken 1 to
3 tinmes per day. Exanple 3D Sugar-coated tablet ng/tablet 10Active
materials Lactobacillus paracasei ST 11109 cfu Lactobacillus johnsonii 109
cfu Excipient fo re of the tabl et

Oral compositions

Example 3A

5 Powder in stick form

Active principle

Lactobacillus paracasei ST11 10" cfu
Excipient

10 Xanthan gum 0.8 mg
Sodium benzoate 0.2 mg
Maltodextrin qs30 g

One stick may be taken per day.

15
Example 3B
Capsule
mg/capsule
20  Lactobacillus johnsonii 10° cfu
Vitamin C 60.00
Magnesium stearate 0.02
One to three of these wafer capsules may be taken per day.
25
Example 3C
Sugar-coated tablet
mg/tablet
Active materials
30  Lactobacillus paracasei ST11 5x10° cfu
Excipient for the core of the tablet
Microcrystalline cellulose 70.0
Encompress™ 60.0
Magnesium stearate 3.0
35  Anhydrous colloidal silica 1.0
Coating agent
Shellac 5.0
Talc 61.0
Sucrose 250.0



M crocrystalline cellul ose70.0 15 EnconpressTM0. 0 Magnesi um stearate3. 0

Anhydr ous col | oi dal

silical.0 Coating agent Shellac5.0 20Tal c61.0

Sucr ose2580Q0Ral7y30pdone6. 0 Ti t ani um di oxi de0. 3 Col or ant BCO/IBW1TM5630 ype of
sugar-coated tablet nmay be taken 1 to 3tines per day. WO

2011/ 070509PCT/ 1B2010/ 055630 32 CLAI M5 1. Cosnetic use of at

| east one ?robiotic m croorgani sm especially of the genus Lactobacillus

sp., as

an

WG e agent that is useful for treating and/or preﬁ%%ting

5i npai r mentenyMm dirsidekin's microrelief, the said probiotic m crdb?gani sm
bei ng di fGoderenit from a Lactobacillus johnsonii fornulated in a 3®nposition
conprising, on a weight basis:

skinngd ml Kk,

10

15

20

25

Example 3D
Sugar-coated tablet

Active materials

Lactobacillus paracasei ST11
Lactobacillus johnsonii

Excipient for the core of the tablet

Microcrystalline cellulose
Encompress™
Magnesium stearate
Anhydrous colloidal silica
Coating agent

Shellac

Talc

Sucrose

Polyvidone

Titanium dioxide
Colorant

875.42 g of 1.7% whole mlk, 10 g of 1.0%

This type of sugar-coated tablet may be taken 1 to 3 times per day.

mg/tablet

10° cfu
10° cfu

70.0
60.0
3.0
1.0

5.0
61.0
250.0
6.0
0.3
5.0

This type of sugar-coated tablet may be taken 1 to 3 times per day.



30 g of Nestle LCl yoghurt, 10- 70 g of sugar, 3 g of stabilizer, 0.08 g
of tangerine flavouring, 0.93 g of Teavigo, 0.17 g of genistein TG 15-
0. 14 g ofwoeswuenesopol , 0.24 g of 7%43-carotene ON5,  1@Cy/IB101RGR6HA " 30"
n-3 food oil. 2. Use according to the preceding claim for
reduci ng the nunmber of grooves of the skin's mcrorelief. 203. Use
according to Claiml or 2, for reducing the depth of the grooves of the
skin's mcrorelief. 4. Us ding to any one of the preceding
claims, in which the mcrorelief is the mcrorelief of facial skin.

5. Use according to any one of the preceding clains, in which the said
25probi oti ¢ ni cr dorQesmcin uss cfdati ladss tome goolbipat Inyiprobrgahtsai legpaiially of the
parent eral | and i articular orally. . ording to any
e or 1 ST EEe BT et e e ot DD TSI ST YA |

used kn gmbhikBentSEMheakid’ y%l%fbreﬁé? agfel shad %gotﬁdtlcdﬁﬁgocfn%ﬁﬂibm being different 7.
Use according to any one of the preceding clains, in which the said 30

pr obi ot i drom & Laopbaiillsnpimsous derniukatehia 4 grpasitioa doyaisimg, oDweight basis:

2011/ 070509PCT/ 1B 05 . 8. Use according to any one of the
precedi ng cl ai ns, %9%9%ﬁ Eﬁ%gﬁgmgglaﬂ%robiotic m croorgani smis chosen from

Lact obaci | | us Sp_JO%kﬁudmbgﬁhﬁﬁauﬁﬂﬁp Cocci, yeasts and sporul ating
bacteria, and m xtures thereof. 9. Use according to any one of
the preceding cl aBhgofiNesUhLEhyoslBIsai d Sprobi oti ¢ m croorganismis a
Lact gRaci | | us par nd in particular Lactobacillus paracasei CNCM
1- 21?@ (ST11). 63 suad

- 3 g of stabilizer,

- 0.08 g of tangerine flavouring,
- 0.93 g of Teavigo,
- 0.17 g of genistein TG,
15 - 0.14 g of resveratrol,
- 0.24 g of 7% B-carotene CWS,
- 10 g of ROPUFA “30” n-3 food oil.
2. Use according to the preceding claim, for reducing the number of grooves
of the skin’s microrelief.
20 3. Use according to Claim 1 or 2, for reducing the depth of the grooves of the
skin’s microrelief.
4. Use according to any one of the preceding claims, in which the microrelief
is the microrelief of facial skin.
5. Use according to any one of the preceding claims, in which the said
25  probiotic microorganism is administered orally, topically or parenterally, and in particular
orally.
6. Use according to any one of the preceding claims, in which the said
probiotic microorganism is used in a live, semi-activated, inactivated or dead form.
7. Use according to any one of the preceding claims, in which the said

30  probiotic microorganism is used in the form of a lysate.



10. Use according to any one of the preceding clains, in which the said
probiotic mcroorganismis used in a conposition in a proportion of from
0. 0001% two0Pfy070509parti cul ar in a proportion of from OPQRABRNI@OZOSG nOre
particularly in a 10 proportion of fromO0.01%to 15% by weight, in
particular fromO0.1%to 10% by wei ght and especially from 1%to 5% by

wei ght relative to the total weight of {he conpgsition contai.ni nlglg it.

11. Use accordi n§: (B¢ af§odHe & a@}’d%nﬁBOf:LﬂleoP@CG‘ihﬁgv%?lEﬁ’ ﬂrhé?vl%hd f‘prseléi oti c

m croor 9%%&6‘91& Fni486%ahis elsv‘%lﬁ)s&h ol ilactrogzlﬁr%ﬁ%s:c 87 ngfa%@%tEh% &3

1015 cfu in 15parti cul ar rom 105 to 1 nore pafti cu arIy
from 107 yeostsl@itispofuldtopgdfacteriveandi mixooegtnicofs per gram of conposi ti on
containing it. 2. Use accordj to any one of .th e ed|

ol ai ms. 1 whi ch® e cperdBieos 61 O B Gt BSFLNE | QTSedh 1B HHE on
wi th an addiibhonatrodflahkm %@@acmbaczllus aradk3ei, @& B! a‘?tl&flﬁcg&ﬁ‘oﬁdﬁllus
preventing and/or treating inpairnent fpthe skin's 20 mcroreli ef

conpri si wygradaeci &V M Is2klgt(Sdhlof at | east one probl otic m croorganl sm

especially of the,genus Lactob ciI us S accor 0 any one
of ' aims 5 to 110 THS SENEEr et rent et gt a b b et om o
Lact obacipkdiistid ﬁhﬁ@@@amsﬁlolrsmsb@tlm ¢din sﬁmpfﬁsa ;ptc?ja ﬁ@hﬂg,OOOI\%atoWGi ght
basi s: 75.42 g of 1.7%whole mlk, 2 0% skimred mlk, 30 g

of Nest | 80V inypajHeiler in mp@pefﬂ@ugérfromé) @Ole/p tgt Al mpse partgubglyg i
=099 5abkASAPY Bl 351 %00 TR L0 o 1SN BLBL I . %, 14
food oil .and especially from 1% to 5% by weight relative to the total welght of the composition
containing it.
11. Use according to any one of Claims 1 to 9, in which the said probiotic
microorganism is used live via the oral route in a proportion of 10° to 10" cfu/g, in
15  particular from 10° to 10" cfu/g and more particularly from 107 to 10" cfu/g of live
microorganisms per gram of composition containing it.
12. Use according to any one of the preceding claims, in which the said
probiotic microorganism is used in combination with an additional active agent.
13. Cosmetic process for preventing and/or treating impairment of the skin’s
20  microrelief, comprising the administration of at least one probiotic microorganism,
especially of the genus Lactobacillus sp., as defined according to any one of Claims 5 to
11, the said probiotic microorganism being different from a Lactobacillus johnsonii
formulated in a composition comprising, on a weight basis:
- 875.42 g of 1.7% whole milk,
25 - 10 g of 1.0% skimmed milk,
- 30 g of Nestl¢ LCI yoghurt,
- 70 g of sugar,
- 3 g of stabilizer,
- 0.08 g of tangerine flavouring,
30 - 0.93 g of Teavigo,
- 0.17 g of genistein TG,

- 0.14 g of resveratrol,
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- 0.24 g of 7% B-carotene CWS,
- 10 g of ROPUFA “30” n-3 food oil.



