ALCOHCOL-IN-O L TYPE EMJLSI ON COVPRI SI NG A MULTI VALENT
METAL SALT FI ELD OF I NVENTI ON The present invention

wormbmice®st o the field of emul sion type sci enc@®CTiEP2006/011795
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particular with respect of proyiding stable

al cohol -in-o0il type emul sions conprising substances
that provide a high level of electrolytes. Typically,
the high level of electrolytes may be obtai ned by
adding a nmultivalent netal salt to the al cohol -in-oi
type enul si on. BACKGROUND Perspiration or sweat
production is a conpletely natural physiol ogica
process made by theD@Q'h@H 197 a Ve riBitivesor! € sweat
nore than they realis .Iiyrmw conme as a surprise to
nost people that the average person produces 1/2 to 1
litre sweat every day. Human sweat itself is largely
odorl ess. The principal cause of body odor are
bacteria thriving in hot, hum d environnments such as
the human underarm which has a high density of sweat
glands and is relatively occluded, which my be caused

bYrhaNpRX¥6Ms HveRtidH Pélbes @Nnlel S’V\@%ﬁpheﬂﬂeuﬂaﬁp\bvhi%h 348 specifically
anong the consistently warnmest areas onh the surface of

threﬂqemmﬁhwoapd B@\‘QQWS@P'@%@ ﬁF%vFPQPé‘YITdT”@Pur‘% pharmaceutical
ABRipbsitighs caﬂglﬁmbqh&mearﬂﬂw thBRGRESE tiY trbAendnd %%&s ®fevention of
surface area. The odor is seen as negative in nost

c beetgrialdnferligise nany peopl e have a desire to elimnate

or suppress it. One obvious way to reduce odor is to

renove sone, or all, of the underarm hair. Another

wdiy theyprigh agd@ﬁr{qlrbﬁ a’i d;p,Q?nyl U ase Bane: been: c&y@gd dergtheifeinsecticidal

%Pé"ferr‘l'iésa{l%j P%‘f@ﬁ‘tsﬂ%ﬁigé'tﬁn' 2"’74'558149 or 958 rg%h&ra@'bﬁtﬂ:ldah @ctivity for
sweat duct causing the flow of sweat to the sk

s gPMiating inssetspfungi ard inéesting heeks. (G Pétqné%ewﬁﬁﬂowljyfi 481). In
e DRsBAEY @\%dp@élﬂllhf tHa?teth%f |n§é‘ct@fbtal Fb%p%‘?ﬂlésaef 1,3-diphenyl ureas

Antiperspirants are formulations having. a

almightn benflaaked Ryoapeastriickal @stien. @i rﬁgagtss.%eaureus and fungicidal
i %Qﬁﬁﬁ' 1Rt beéf‘{‘%{sl?:rlﬁéﬁ‘ (b€ PNt pRBREatRN @?K@‘S‘?Hﬂﬂn addition, certain

an est hed concentration_and osag{ form
THe3-diebemd urerp bave keeridpeeribest apihipprsant agtpdal RNA-polymerase
S%ﬂttmsoﬁllﬁ'pgﬁ EWéé lcfa)f'n&y td fteh Q%rélaﬁé'merﬁ{t%a@tbklgl activity against
withint duct that stops the flow of sweat to
t lneradig ﬁr@nmsm% and fia;negatiyepathpgensn e & RIANSAS gHeeus and E.

W reduce sweat produced by the
”?E%EEPSQG 01 ggscrlbes an efficient

antl perspirant conposition, wherein a netal salt is

C(I‘tnlpésnﬁéim Wef-:-n fGurifnbes s?ﬁ’allltgr%'ﬁ B?Hg\‘féi ql ﬂd%h@ﬁ’}l@reas with a distinct

wever, this composition dr awback

d@a&ggmtrﬁ@r@aaﬁhu’emtmwﬁn @attmearg (sppeifieriy %%ﬂ’? Pgpigst bacteria and

Lé%h@ﬁ’ virt i Iggﬁ cTWtySa%%ﬁét'?ﬁﬁ@%ﬂd%a?%?@%o@@l 13- dlphenyl ureas are

onpgeneous do ant | perspi rant and | eakage

ofvenmoteroirqs@mst ﬁd:lﬁoﬁd ange 19é apwbiceandoanaereltic Giampogitive pathogens
Dfﬁdmnd)fé}%ﬁ 'ofHér@meI'h y?cffés.ﬁéﬁt &aﬁhﬁ&da@p%sgsarsy aufeus and S.
m X tWo ' or nD pes of [1qui as such are not
iopidsIBidIST SNiSIOrasoNS & hEsfaeralisupeRPtAgaFChE.ari ReBngumaltiae, S. pyo-

:?é %Qﬂd‘@%ﬁ% tﬁ r&%}é fEs P&H@?m HniRfnas QBryPfiseful in the
a or anot ydr opho ic material in an aqueous
sdneatmem of gpram- Q@SIW\@( acterjab infegtignarin Humanf.apdtasimals and/or in the
emlcélb.‘?.p_a‘ﬁn & YRKSFreb@yYy! tnﬁwh{%treaens%&alhl ﬁfeveﬂt‘iﬁ& colonization
oi I -1 n-water or water-in- sfons are capabl e
proévantes rfeera wlnlalmlb@cmaut:arbrﬂﬁenml@adu and potenyal sF%‘éFet Bacteﬂal in-
prf&}ﬁgﬂ? larefiérfefoeﬁsﬁF ﬁo he3dd o@ﬁd§8f ﬁleC&F%n’t '|rﬂ/e9h$n are those

pe emnul sion -in- pe emul sion
ncnelahad tertig mpmllbsalwdhrebénqu%lrtﬁﬁcﬂph%lﬂ hianst an/dam@mmals and to
However, it is a mxture of two types of |iquid which
as such are not m xable, nanely a | ower al cohol and an
oil. However, it is established know edge in the art
that such kind of alcohol-in-oil type enul sions
contalnlng hlgh Ievels of partlcles e.g. nultlvalent

. o o o s .



the emul sion type contains a high I evel of ions, such
as a nultivalent netal salt and where the

wopoeriepidsat i on and sedi nentati on of e.g. nultiPCalEPR006/011795
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metal ions is limted or avoidgd. In the present
context the term"precipitation” relates to formation

icles i ' h inthe . .
AMEEAeTIERPP 2i5E PEREETE CakeatB L it which s gpeced to be
WreritlePed stesilel fudrhebattdriit Grinavhich fher atieriah [dadehaotaube dacreased to

et uesd ot hoBena g DR SHE Shhle SRlisRinfelBE ExBmples of these
( "agﬂlidaﬂt'l)'(r)s mttrda‘tmghleof%klnu?ﬁlcﬁmsau(m, ddmmsgien&nia'tesﬁmal and upper
an Ipks, to the bottomof the mxture or. t . o

S ressHalo- Kotk RS, SRR 1Anch P Eyttinh T stasiel colonization
t BE Arf6mp 'ofrRes NEKIh aéyesn nafed| aicksh,t utdia, daptsiintestmabtract, upper

a partjculate matter. as a |layer of solid particles on .

C FEShiate bt a5h1 POSITBHC oty 910 SUTAGRS) B SBOTRI Aol Pacteria can
3Isaﬂh/_el a_rridrb\lgntudlly pfpl@ﬁtél fg.obefoﬁﬁdlhrgﬁgt piactice éﬁd/bAﬂia general in any
eposi ti.on ettling o suspended mat eri al . An, ,

o BgATSE 1F WG degrianzAten sndlar RIERETIon op SRiEager baera to other stes
P IBRhBactehiaedaini iffecBdr cdidHdeols-requifdd. type enulsion is

provi ded. The emul sion type conprises a nultival ent

netal salt, a |l ower-al cohol phase, and an oil phase.

| rhEfifSre 2B Esdrt thvehisivlatéd todidvel dupfpdRiiidh f B deasral formula |

viscosity sufficient to maintain the nmultival ent netal

salt suspended honobgeneously during storage. The

al cohol -in-oil typg epul sion has the clear advantage

of being free or es§gntially gree Ef wat er ggsulting

in a good chen ca abi SyS peRded

mul tival ent netal salt

's t ai be 4t ood t hat

t he al cohol -in-oil &%e- g si olX of tRe g esent
invention is stable'espite the high ioph level. A
nmet hod of preparing the al cohol-in-opl_gnulsion In
anot her aspect of the present invent , & method is
provi ded for producing an al coholin- oil type

emul si on, wherein said nmethqg,ga@Eari sing the steps of:
(i) providing an oil phase, (ii) providing a
suspension of a multivalent netal salt in an al coho
p fin(111) mxing the oil phase provided in step (i)
wi th the suspension provided in step (ii) to obtain a
mRxteprasentsi djorinecyfibiemyea furt her suspension of a

| toxTBERbr St 1 N an al cohol phase, and (v)
2?9%2%%%ﬁ§(ﬁg§tur% obt i ned i n step (iii) with the
f @nd poprmeapsytiedlly Aeceptablesaligtheregd! ent netal salt in an
al cohol phase provided in step iv) to obtain the
al cohol -in-oil type emul sion. Though an al cohol -i n-oi
t ypeferadlags oempeuridsefiformyla heherein R represents efdlerp.
a 0 ' I ' ' t conpatible
o R b EBmoBl M, WARHE X Bpra e DIP8R. o pr ovi de
a stabl e enul sion according to the present invention,
t [ t. : .hot i ced.
AE@%?H&%%“%§&$ﬁ€$Tﬁﬁgﬁ@?gﬁ%Fﬁ'?ﬁgm?ﬁﬁét step i) an oi
pHaSeF luarogh-tifiudretethyl-phaey s &¢4rablorr-2ifluoyoraetbvisphenyh-wrea,
of, [ val. ' al cohol phase is
pf@gf@éﬁﬁé §h6ﬂ@5¥§5@58%?%2?ﬂ§% nmor e honogenous
di stribution of the nultivalent netal salt, it may be
Prgke b hhalDGidall s ae itk with a st
orfec bRl rhebpiucell slehdfl Sptd ofihBassag <ais wih a strong
proaseé dikel anralistiieqr ¢arth alkaltibess, @entsiogiupphydrexidespassiyn hydroxide,
of _a. t t . ovided in step ii) to -
Og@%dﬁh@égbg%&%@ieﬁé.oﬁ%hrﬁeygtg. ermul sion.In an
enbodi nent of the present invention the nmetal conpound
conprised in the suspension of the nultival ent netal
salt provided in step ii) is typically an al um nium
salt, such as a salt conprising an active
anti perspirant salt. However, in other enbodinments

. I



being an active nultivalent nmetal salt. Such an active
mul tivalent netal salt is in sone enbodi nents a

worndviesssent netal salt providing an anti per spCT&PR006/011795

effect. Contacted by water such a nultival ent netal
salt typically reacts with the water or noisture

IpELAfken P SN Bt fo (RMIEL BPol JeBCRRRbEC Clly pBEHFE bacterta
nebrabomdst of thisuinvehtion can rbechdent fod dhe Itreatmenteofobutnar @nd animal
th t.h | t

CREPTRonNARR S WG 18P0t gF ot 'R 17Ble. JF1 B 988 b pathogens
rmhﬂ/lovai taatdeneibaizatia 6f avkd/arin dregaraventiaoiodi colehization by one or more
GRS i of SRR 85, B g 0 S B s ans
Sahtteriaichgenty. water. By neans of this buffer salt an
adverse effect, such as skin irritation, due to e.g.

~free hydrochloric acid is Iimted or even avoided. In
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oﬂae&i&aﬁﬂmcﬂm;b&mdmdahi beabdmhistabdlbys&lll Meamﬁkrhcdladiri the art such
getate

* ey apho Fite, @ linliriaihudls Gheall BoalEnbRepy subinaualy. by

Saﬂfalaﬁbnaiﬂ b@rmﬁhéaﬁmbfdoéau meiwemsieaending)bhftm sitalvere bacteria are
F nt.s ¢ such as hydrochloric
&qca zq %&faaf ?%%‘F‘i 'PHGQF? 8m t he nul tival ent

net al salt when contacted with water, the product

according to the. invention w

c Expmeles ofs8h RRUGRYQPS) ﬁﬂqsv'sﬁu%b(?afse fﬁ%vaaﬁmsgsefﬁﬂeﬁﬁpﬁns'°"s or
V\Belﬂtlwswpmndr@s Pihjeotors, neyetdrbps obintrénts )rexold/ebulizers or

a COh?\% Y ﬁ{;/)@édmwyeﬁe%g%ul > ls)’gwg%?) Olpﬁ:g‘ Mpia%pnr????{@s suitable for

f atae defivdly Scars eh @ford otfiees r gelge ddéarfs 4 pintrietits apabtes, lotions,
the range of O0-3,

such in the range. of 1-5, such as . .
| ROLHENS, cRIRY o Io22nges ihiethe G2RRIGTy TROSISUGRETFION. supositories,
mo%lb!é Hacduerd) Uemiants, ath@ afepknding @nlthé metmm& Bitémiedrtd treat and/or

0/W/vv) wat er e ure o xtuerru

20! e”fiﬁdﬁ?]eea@nﬁ&g Ril: E‘r% v&i“[e‘Pé’ %‘ﬁ%‘lﬁ UEH 'Yy €9 SK'“ mucosa,

h)églé OgdH Aiouth, darek, iparth idh eeag alrobiyite tmd] aeict oi bhtheaipper-respiratory
i's characterjstic for the product that the

it
cé’ﬁ&h@f‘?s\v"ett'ﬁ%‘”lcﬁsbe hi gh due to the high | evel of
ions. Wien neasuring the conduct|V|ty on a m xture of

50 w) % of the al cohol enul si on oht ai,ned

e ASBOBE ST RSB GF GROPRAISG Mo HISIEG R PRI AT i parts of a
t ostidtid@ieVice4rokBwhchaney sréGBleased in drdier to pr@iendits Soldfization.
nms/cm such as in the range of 6-15 ns/cm such as in

the range of 7-14 nms/cm such as 8-13 nms/cm such as
9-Plefeffed GPplicatiehs a% draly! Ppicaprgevelfasléyeldops/ cm  Wen
measuring the conductivity on a mxture of 50%w w)

al cohol -in-oil type enulsion and 50%w w) water, the

t gMRedcRhys @sed deéhd%l oAl te s oftBe &@eaﬂar Bétive ingredient, the use in
mul tival ent neta

salt/ The bufferi nent The
mAa) A BHIaRethg kindse ta%ﬂ*aV?%Oé‘oaﬂﬂﬁ 8¢ Phansieatl Ifggan, the age
benanie Fediteridrieof RS phtiehd! Geldram, dio@@géls bi qlml -e5g / kg body
of electrolytes in the al cohol -in-aqil

THeSIGHL| Bey SR AR @] 3 ssingle Rfy Séhdiyided a% %tgar?' d%a?s er day are

0r&ﬁﬁh&eanﬁbphqu@%%ﬂ‘soﬁ@lf&mdlatlbngne@ﬁ’Q@lﬂﬂtlﬁm’ltomﬁﬂwm gels or
nmetal salt conprises a corrbl nat i gan of ‘ahrml t. v

n
mefeAMS; ANt agroriate o@r@gtlxﬂt ofy @ fproyiptign ith i3, JAUG, ¢ eﬁ‘?é?%ﬂ the active
S%dre@igntaﬁndl Y @REipeniCinda rhnde defWeneo. O¢Cb/oetE€b@<% ree@tconsidered.

he multivalent netal salt i % nati on of
m]r hes¢ dpeage shauld be QPW“’FPAVPH@”%EF’\ B:S'F‘s p@r%ﬂ?seéfﬂeég?y which are of
and a rmultivalent netal salt having a buffer effect.
Typically, the nmultivalent nmetal salt having
antiperspirant effect is an inorganic salt, where the
mul tival ent netal salt having buffer effect is a
mul tival ent nmetal salt of an organic acid. Fromthe
prior art, it is well known that AICI3 is an effective
antl perspl rant salt and nost of the ~commer CI aI I y

s . e e re ~1 o~ o



wi th such properties will ensure a significant
reduction in the level of skin irritation. The acid or

WO001®:8395/ ar e preferably physiol ogically accepCalpPa006/011795
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Since a nunber of organic acidg have various

bi ol ogi cal properties it is preferred that an acid in

the co 03|t n of t ntlon has a bi ol ogi cal

o PR RO A% 4S9 AT, PN Batre/ gy, %0588 Wik are adapted to
aabuﬁM@@mbamﬂag@ntlseptlc antifungal, antiparasitic,

anti perspirant, deodorant, antiinflannatoric,

enol | ient, anesthetic, henostatic, antipruritic

prrﬁeq:rrbpﬁsnor%t with Bonpoungs an f@hmm Nicamcaatain ofertoampwnts or also
nore acids with one or nore such l'p ﬁertles

pr¥pRipisuthuantibaeteriahardivity. i'gRlest o grahvivdht FWWﬁyC%'éd contain a
aﬁm’n'bEf Sﬁblﬁ&ny\@génﬁsf iIfhgRRRhtS, %afrte$ sGREhdsBr diiliétis.

if the acid used in the conposition of the invention

has antifungal properties, the conposition of the

' Wé%dn%bsﬂ%%dodﬂﬁmédsﬁﬁd% ﬂnaytﬂéeéé‘&mhléi’éreaflﬁféﬂté\r@ | §ral form or in
treatnment of Tinea pedis, also known as thlete's

f &ptical forR) @ 9aps fabiats, cﬁﬁaggesesa?lamwsemwuﬁmsl golutions, creams,

aHRnbAL SSUAERSISNE M inf@nasdl forh ke B8y b} iatalf in hﬁm of supposi-
Skl n b%hthe sweat facilitates the infection and nmakes

i torigsr dhgse cPRRPENdSMEY lgo beadministersl Rafstefpl fn intramuscular or
" HifBheodWBAh | 1§, ihtformPofdRiBLtaBlel Ritien educe the anount
of perspiration when treating the fungi. Potentially
useful acids wth no pK value in aqueous sol utions
behgue BhamHcRulitf chbRIpbSbROmaf eBhtaf thB'@RpdhEs of formula | as well
citric, acetylsalicylic, benzoic, salicylic, ascorbic,
maeothem pharacewtiqally aneeaiable, saltc i Coninatipnawitasinorganic andfor
(& ‘?cieidlﬂ&l\tg'v%lcwgl%e&‘?ﬁplncthe%‘éﬁﬂé’é&tlcQQH&'ﬂsttHmee lactose, maize
ric elc, stearic, ), acetylcretosinic
s 9t denvatives thereatolployme steayinis@cidor saita ebihese matenals ¢,
anthranilic, mefenam c, gentisic, tolfenamc,
acetotartaric, agaric, formc, subacetl c, el I agi c,
f Enage!et-nmawweamgemle;ous@we% Ta‘ﬁal“ﬂﬂ%\ﬁf helf-b@ﬁq plyols etc. may
93! sBd. ﬁ P@@Wr@parbﬁ&@@@éﬂmioﬁs aﬁerspfaﬁas W&Eﬁ%%ﬁs saccharose,
am nonet zol c, tranxenam c acid, natural ?/
o@t&@psmgtcaﬁrmuseit injectebles aeasPrgPgrerry, usii@Bnwateranqlysls, alcohols,
g HEBAE: v g%@ 6l GecithRY, li o%estQEe§Gbﬂgﬁ|toﬁé§areaﬁ@pared by using
rlvatlvst eredf as we as tar aci henol
t imatunél qrrwdmeuneted@bhwng@ faityi apids (fate). thgwﬁh or half-liquid polyols etc.
i@t FBr & M?ﬁj/ll l-
vg:(lr?)lF (%é;‘ décﬁaggﬁ%%?%‘ anl‘sg d’<';1€1n£s uér)teﬁr shbéﬁ‘lgat ut ed P local apel
wicationsae. gowy@jswpsdetafg@nﬁw @gefﬁtaélomenaemaraﬁ'l%etc are used which
S%?ékh(%&ﬁfgscbrﬁ WifleA%h fR&er nore of the biol ogical
properties nen oned above to the acid in question.
The substituent groups form ng the derivatives may be
Sellh%szgrq bLiRoAs npé')p%gn%\ﬂpgr? ﬁ%‘dﬁfanaﬁreg R3Wes, stabilisation improving
nPRo, - ha pht'yl enzoy i nd eng or various _
hsubstengesl wasogsmupnprgwon qsregnlabmgzlsu Pangasx sebibjity improving sub-
P Nsal@d R} Efange th t
oStk SURIEAMIE s, BisTe mirind KHRbhitiRCispfé @/8Range the osmoic
smmgurmémffsr Qutlwwtﬂalcogen aI kyl, al koxy,
optionally al kyl substituted am no etc. Thus, various
derivatives of propionic, acetic, phenylacetic,
sdTheoqdnmnundﬂ@f avrmwaahmayca@cbaj“eectm co-therdpyevithoone or more other
ﬁ'r?b%\ﬁf’c%g?é agaﬁ ﬁ[\fvﬁﬁmg‘?sél S%ngfggrgﬁtn?&ilgxo%%nts to increase/
ofcom'pdmnemtl theacanti-ohedtivatspeesumar of matioroxeg, pebigiknst end cephalo-
benoxapr of en, and bucl oxi ¢ aci d; exanpl es of
phenyl acetic and acetic acid derivatives are
i ndonet haci n, bufexamac, dicl ofenac, sulindac, and
acl of enac; exanples of salicylic acid derivatives are
aspirin, acetam nosalol, diflunisal, dipyrocetyl, and
fendosal ; exanples of anthranilic acid are etofenamc
acid, fl ufenam c aC| d rrecl ofenam c aC| d and_

L_l[_.__.___ o o o o



I n a preferred enbodi nent, an active anti perspirant
mul tival ent netal salt and/or the buffering conponent

WO0i200w8351 sed in an al cohol -in-oil type enul siPGA/EPR0OG/011795
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such an al cohol -inoil type emulgsion the combined

mul tival ent netal salt conprlsed are in an anmount in

the ran of to 50 0/vv/wo al cohol 0 e .
cRaYLRoRy<BeRicS: 2InaRYES s BracxEndinag Gefies; fidbfples. su-
r for@eniods 810. draandifurigaly vntipgotokalestean range of 15 to 35

% wWw. The nmultivalent netal salt may conprise a netal

ion. Therefore, in sone enbodinents the netal ion to

bEoepRhds of thif invaatieh cahde-also 010br;idjéted eml@nmg ared/or cleansing

be electe fromthe n t mn
(APS O, SRLPE eSSt A e engs odleL SAELE: prolef spments andior
dts o”f/@ rssthetic (ddice fTirtdE&bkbmzéffdri ancﬂleaqbré\}éh)lon 'Bifrbacterlal colo-

and drates thereof. | preferr
tﬁ‘@)aﬁ?’&%ﬂ fesi 1 YN BRRRILEAR SinKe éBﬁﬁP’?%‘B@"Y fgplcaté Calsing poten-
akigfigRifominfedtibns. Such an alumniumsalt is preferably
an alum nium salt having anti perspirant effect.
Alum nium salts known in the art to have

a@dwﬁ%ﬁﬁ@é b fdriid £ehn BRNGUHeFRy syRthasized DyaleBliny YUEs depicted in
n‘ggund sel ected fromthe group consisting

of
mieutn ketavs i aed-halpinitifiusrereethy)-ehgem éﬁOéyafmt% @ rRofrsponding
C i I l
CHBINERSAC TR (U LA ESAMCE e s o
c lalsorexipgdmentapparbly IAdamatjvsly ol 4-haledSetrifliotamethyl)-aniline of formula lib

%ﬁ'ﬁg:&éﬂé@? @th%ﬂ%qrﬁﬁ @?fﬁ% i %ﬁ%g?ﬁ%@ﬁlsﬂkwﬂa% HF3-fluoro-5-(tri-

PdlLgrentejtydeheBylbidigocyanateillih toryield cetivatyhy df the gegeral formula I.
(al um ni um di chl or ohydrex propyl ene glycol), alum nium
sesqui chl or ohydrate, al um ni um sesqui chl or ohydrex PEG

(al um ni um sesqui chl or ohydr &chpoleytt hyl ene gl ycol ),

al um ni um sesqui chl or ohydrate PG (al um ni um

sesqui chl orohydrate propyl ene glycol), alum nium

sul phat e (al um ni um sul phate buffered), al um nium

Zi rconi ym octiaxchl or g o Fal um ni um zi rconi um
octFachI ydrex 4A.Y, al

i um zi rconi um
pent achig ohydr at e, al um#Ai um zidxxgoni um
pent achl or ohydrex QY, al dm ni um zi reQni Uin F

H H
tetrachl orohydrate, al 6 NFunyzirconi un?:)t@/N N F
tetrachl orohydrex G.Y, al um nium zirconi um \ﬂ/
tri @hl,:or ohydrate, alum nium zirconiumtrig hydfex
ay any gonbi nata eceof, arany other FDA
apv ov tider §|p| r ant ¢nt s a conbi nati on of FF F
sai d agents which [|ist

agents is frequently
updafied. "1 n one enbodi nent, the al cohol -in-o0il type
emul sion conprises an & J~' salt having a buffer
effect. In gﬁnefmwed &ﬁmdl nt, the al um ni um
buffer may by al um nium | actate. In a preferred

enbodi nent of the present invention the al cohol-in-oi
type enul sion conprising an alum niumsalt wherein the
alumniumsalt is a conbination of an active al um ni um
salt and an al um nium buffer, such as a conbi nati on of
al um nium chloride and alumniumlactate. In an

enbodi nent of the present invention, the nultival ent
netal salt nay be present as a hydrate, such as an
alumniumsalt hydrate, in particular in the form of
al um ni um chl ori de hexahydrate. In an enbodi nent, the
alumniumsalt may be present in an anount in the
range of 5 to 50 %ww, such as a range of 10 to 40 %
w w, such as an range of 15 to 35 %ww, wherein the
content of the alumniumsalt is relative to the tota
anount of the al cohol-inoil type enulsion. |In another
enbodi ment of the present invention the al cohol-in-oi
type enul sion conprises a nultivalent netal salt,
wherein the nultlvalent netal salt conpri ses ferrlc

I T Y o I - Y



amount of the alcohol-in-oil type emulsion is in the
range of 45-95%w w), 55-85%w w), such as 65-75

woYpea/osp395he oi |l phase Preferably, the al cohol PCHEPR2006/011795
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type enul sion conprises a continuous oil phase,
wherein the oil phase conprises one or nore oil and/or
fat products selected froma hydrogenated oil obtained
from a vegetabl e source or BXgmpleésati ve thereof or
any simlar products synthetically produced. In an
eﬁ%ﬁﬂ?ﬂ@“?“%f the present invention the oil phase
conpri ses the conbination of two or nore products

sel ected froma hydrogenated oil froma vegetabl e

s EME N Briimethy! fsMaiide ve thereof or any sinilar
SYHMSE! biedthyl spi@gyced products, e.g. three or nore
products selected froma hydrogenated oil froma
vE&fefadttbylasgtate and any derivative thereof or any
Siv8:IM4ssSIpRERSHEGR! | Y produced products. Furthernore,
one or nore additive(s) may be added to the oil phase.
SAMR Ndrlearyeaanetipggsananed| ect ed fromthe group of
COBRAN O BUSP ARG e@rof a siloxane, a silane, a wax,
an ester of 'a fatty acid, a glycerol ester and any
ddHFy detrelydrefdradof  or any similar synthetically
PrRdusRd cyepReRsRt s of this group. In an enbodi ment of
the present invention the oil phase conprises the
c6Abi sewratad of the hydrogenated oil obtained froma
ved &Phﬁnéé?ﬁtru?ee and any derivative thereof or any
simlar synthetically produced products and two or
mbine: Eestheidwe e. g. three or nore conponents, such
as four or nore conponents, e.g. five or nore
conponents, such as six or nore conponents, e.g. seven
or nore conponents. In a preferred enbodi nent of the
p@gﬁﬁgﬂ hnvention the hydrogenated oil obtained froma
veget ?e source may ke g Hydrogenated Castor QI or
any derivative thereof Mr nx,\[gﬂLap§§xmthetically
produced products. |t an|eﬁb dimbntl t he

al cohol -in-oil type emulsi copri segzan oil phase in
an anmount so that the ¥ontent of the pil phase
relative to the total anount of theF hol - i n- oi

type emulsion is in the range of 0-20%w w), such as

UL RALENARH e AT PR P LA

ot Suiat oy PSS i RN G B b8 e i

aSirﬂTElF"(QMMDwa@a?deld ?@%oﬁ&ﬂ@eomfnd_thﬂpﬁﬁeﬂy@qcyamh (1.11g,5.0
nt ran - 159%,) . Q. 4,0t [ an
206 o e adiicmouesss sy leye it ffbsdeS S fin chexane

PR oolIGH), @hshdietwicensith 2 0NHCE onbawith sat. NaHGO,i andt e (10@ml each)

al cohol -in-o0il _type enulsio f th roduct .procgs

o NAGRSRiEP et Bechey S ramAlpaleay g siliady i digpneTeve
of(stthe 3m|4lytd|dai &r?t mgmaet] pulsnahttl (B %) agbvnw powder: oi |

type enulsion. This hi v of stabi|.i '
aROWEREMia A1 Jo. o OBIE 47 et T S g i 725 @ 4 =
t & § hg4)Sier &s9; 3geesuring the phase separation of the

type emul sion. Thus, the al cohol-in-o0il type enul sion
according to the present invention has a phase

separation of at the nost 10 mm such as at the nost 5

nm e.g. at the nost 3 mm such as at the nbst 1 nm

e.g. at the nost 0.7 mm such as at the nost 0.5 mm

e.g. at the nost 0.4 mm such as at the nost 0.3 nm

e.g. at the nost 0.2 mm such as at the nost 0.1 nm

where the phase separation is resulting after storage

for Vh nonth and neasured on an anount of 0.5 |

al cohol -in-o0il type enulsion contained in a vesse

having an inner dianmeter of 6.8 M Alternatively,

when storing the al cohol-in-o0il type enulsion for a

| onger storage period, the alcohol-in-oil type

o o o, . g, -



In a further enbodi ment of the present invention, the
al cohol -in-oil type enulsion, the antiperspirant or

wotZeer/@sssduct obtained in steps iii) or v) hasPa&T/EP2006/011795
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conductivity in the range of 4-18 ns/cm such as in
the range of 5-16 ns/cm such as in the range of 6-15
n%%cnl sgch as in the range of 7-14 ns/cm such as

8 "W% m such as 9-d2.nms/cm such as in the range
of 10-11 nms/cm when
50% w w) al cohol -i n-oF
antiperspirant or the prog
or v)) and 50%w w) waBEr a
according to the present invention garalLcohol -i n-oi
type enul sion is provided which conpfFises at |east 3,
such as at least 4, e.g. at least 5, such as at |east
6 1-(&-Fiyorab-tiifbrsomethy kpheiny Br3-(drbrdnemad-trifRiopgmethl- phenyl) urea
conponents sel ected fromthe group consistin

alTesnwslution af 4- %@n&%-&hﬂvoroaleﬁw)tandheéh?’%maﬁi%é ’B’E‘Pbl 1.1eq.)in
SWUATAES (8 5& ?Hﬂéoa:ﬂ:mo% S-Qtnﬂ@&rhm%fhy@[bHe'ﬂQf&%%rﬁ‘ate (72 ul, 0.5

acid, suc um nium chl ori de, a Sil oxane

demmeihtAfies stlrslu@ [pvarnighy et & ammiadyre gvagitiluted with efdexane (20 mi),
ea8hed WE@M’?}ﬁ 29N }‘I@?rdHce%Jltﬁ%%@ﬁ\%H(?O&ﬁd’l‘)ﬂﬁ’es(tZ@rml edéhfland

as cety mtate, wax, such as mcrocrystalline
wagserhed an Gsilite Igly@hucaflaﬁhon’rtﬁ@eﬁtagwhu &8tsiica ¥yith cHgxane/TBME

mﬁ@@'t@ﬁql) ?%ﬁQgL Wg grédue{i‘(sw%i ?Whﬁ@%o@@eﬁcm eved,

en t n the alcoﬁ% phase and the oi
p VS EES): 4409 Hﬂﬁgvvel | -defined limits. A too high |evel
of alcohol may result in a reversion of the phases
fromthe al cohol-in-o0il type enmulsion to an
oi | -in-al cohol type emulsion. This is because
i ncreased | evel s of alcohol in the alcohol-in-oil type
emul sion may pull the enmulsifier out of the interface
behwRfdle Bhe al cohol phase and the oil phase and result
in the formation of flpeceul ates and the al cohol -i n-oi
type enul sion may col | g8dse,. The
al cohol -in-oil type eful s ([ﬁ: $e an al cohol
in an anpunt within th | gre WS4 W w), such as
in the range of 55- 859’m/mb such as ifn the range of
65-75%¢wW w). In an enbodi nent, the &FZ€ohkol-in-oil type
enmul si on conprises a mul tival ent netgl salt as a

o i Fhorams i ato @ethy enady ik biore- Sk RET ey sHeayy thiurea

?%&ﬁ*&%ﬂ%@*p@b@hW%SSEE%?h%%ﬁf’ﬁ%Mﬁﬁ%t BLitcdthyg wseg in example 2

sedntims @it 3 B¢Fidovp;5-gafloramethyl]-22ding wand n 4e@hloro-3- (trlﬂuoromethyl)-
enbodient . th cohal-1 n-0i, type enul sion conpri ses
a 8@3('589@'(3%3?3%%%%&3g%ﬂﬁjﬁg;%%en said active

alMe(ESumid@rpound is an alum nium salt, the al um nium
salt is present in an anmount in the range of
4-17%wW w), such as 5-16%¢w w), such as 6- 15%w w),
such as 7-14%w w), such as 8-13%w w), such as
7-12% W w). The al cohol-in-oil type emrmul sion nay
conprise an enollient. In an enbodi ment, the enollient
conprises a siloxane derivative, such as

cycl opentasil oxane in an anount in the range of

[ -9% W w), such as 2-8%w w), such as 3-7%w w), such
as 4-6%¢ww) . The alcohol-in-oil type emnulsion nay
conprise an emulsifier. In an enbodi nent, the

emul sifier conprises a glyceryl ester, such as

gl yceryl stearate in an anount |ess than 5% w w), such
as less than 4% w w), such as less than 3%w w), such
as less than 294w w), such as less than |%ww) . The
al cohol -in-oil type enul sion may conprise a further
enol lient. In an enbodi nent, the enollient conprises a
cetyl ester, such as cetyl palmtate in an anmount |ess
than 59ﬁm/mb such as | ess than 49ﬁm/mb such as | ess

dsuringllon th ni Xt ug e of




Manuf acture of an al cohol-in-oil type emnulsion
conprising an active alumniumsalt and an al um ni um

wolkdFes3ssal t The wei ghed anount of exci pi ent 1PCIT&P2006/011795
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pl aced in a vessel. The excipignt 2) is added under
short agitation for 40 seconds at 23 OC. Excipient 3)
% addid under short agitation for 40 seconds at 27
oEXxa ﬁtent 4) is added under short agitation for 30

sg;aagﬁ;am-esmsoc Exci pient 5) is added under
agitation for 3 mnutes and 40 seconds and the

t ARRRICA BIAISS UsBestibit) teeﬂ@g)wab YeHoefeRmestcbaiadBe WEhanel Clinical and
when t he desired ten;) a_gbe is reached agitation is
stabyetery Riangeids{gstisted aving the mxture to rest a

slofhicaVdid @abdrélerwstéhuéﬂsqﬁstmel(QLsntferniérlytmétsmnetaods for Di-

consi st ency between a cream ihf%
juﬂand\r@ml%ml $5'scspgb'w>?@at8ffef BQCtPrf'?\Jf‘é!sGé‘tW rkieally; Approved
Ok Hdard— BEYBRIASE AtiorP{2006F OlRical arkPl dbdratoh)StahahndeNistitute docu-
The m xture of excipients 1) to 5) is gently added to

t Men§MWpRhsi on of 6) and 7) under agitation for 3

Moo (%2 pQ:@uﬁv@nBéo‘S' Hogerneds\d. t\)/rﬂﬂan@) Wered @esdéd following the
exci pients J1 suspensi on

a|CLL§|I1 mettg)dojogyg@wt 9 ea@%nenltt@tﬂﬁgd ,Iﬁewta Béptlafmthodjttblood was used.

ARLBIBIY Badkérid QP7)achlédeE§ @stiabGis OWeFeOfes%d‘TdHHﬁvﬁ@ eLsI (formerly
23 0C._ Agitation will vary dep en

 DIGHRS) gblceliperiexaeet fer USRS MiFTADEY dl?tylses TGRS Ghagren Broth

CRERbHA| O8mhteeed for | (Y'Iﬁ‘ncﬁﬂl LUé‘bGﬂan’fy %bﬁdaﬁ‘ﬂg éNb@Ls URlethod8for Anti-
buffer salt 1s provid conduct i vi t

anpl e Ly
ofmigrbial &'ﬁ@ﬂtﬁbﬁt)’oT?Stﬂgp@f éﬁﬁ?@P@nB%QSﬁ‘ﬂﬁ i APRTgVesh Standard — Sixth
a@dmﬁ (éld)o&pt ncems%@chm@nﬂmm@l umi ni um buffer salt
M xtures of the al cohol-in-o0il type enulsion and water
is provided and the pH and conductivity is neasured on
the resulting m xture. The obtained results are |isted

in the table: Exanple 3 Stability of the conposition
ofA)t HrevigiosAatibagtatialActivity,of-Geppeunds againstrapresentative

per f Qa%engrfﬁf' RGsal €obAlzatiBa0! | type emul sion

provi e same nmanner as in exanple 1. The
al cohol -in r BTE
manner as |(fr31f'Aer>?gmﬁg%¥H S%&!Eﬁc o (gﬂtgﬁg'glgbg%}gs 25

bot t Fe—After—fTweekttebgtttes wasf Tenoved [fromche
i ncu )atE[or ar]d the Stagibeus t y| Saaureval uSt awreusf|t Srepidermidis

| nsppet PG b%‘éi%gé@ PURSACY] | MF¥A'S0 | |1C HiRISR! 70
for additi nnnl W h

week$ thetbottlies wad2senovied ®Hde npr 0.3 m|t he 025
i ncupator ,and the s Ttyl wag evalluat agaln T
test.AL\.'as_ﬁfe{;;.‘;;z;u_e4;l--zlktzl%’t:e@——Eies§12 s g qﬁbs 0s
aboveé resdlt shows t@R& the al 88Fol -j n- 826 type " 025
emul ston provided by the present invention is stable
and honmobgenous even the presence of a high content of
a multivalent salt (Al umi num Lactate and AICI 3) where
there are no phase separation after resting in 2
weeks. Exanple 4 An accelerated stability test was
performed at 30C for the al cohol-in-o0il type enul sion
provided in the sanme manner as in exanple 1 and the

al cohol -in-oil type enmul sion was anal ysed after 24,

48, 72 and 96 hours. The al cohol-in-o0il type emnulsion
was provided in the sane manner as in exanple 1 was
incubated at 30Cin a 25 m bottle. After 24, 48, 72
and 96 hours a bottle was renoved fromthe incubator,
cooled to roomtenperature and the anal ysed. At the
time of incubation (0 hours) the content of Al-Lactate
and AICI3 as well as the density was

det erm ned. Resul ts Concl usi on The consistency in the
wei ght before incubation, right after incubation
(before cooling) and after the bottle reach room
tenperature denonstrates that there are no | oss of
product and the snall dlfferences in MEIght may be due

a o 1. . a

| {a] I‘\




aerobic Gram positive and G am negati ve pathogens,

e.g., against S. aureus and E. Co// (TolC (WO
woRAk4®E) . It has now been found that a smal IPCarRPOm6OT 1795
novel 1, 3-di phenyl ureas with di stinct
halogen/trifluronethyl substitution pattern are
|caI active ai_nst acterl
Iy AduiSaerin SR oSO

10

ARPIpRLERAERenative

novebaﬂ»o%_;e%ﬁbeoxhumm‘étuaﬁe very potent against a

HABRPR

broad range of aerobic and anaerobic G am positive
pat hogens i(diMdm B hibRASM ThrRbRedton (MEY in- rﬁheu@rams/mn)

resi stant staphyl ococci, e.g., S. aur eus an
€epl derm di s, enterococqgi, e.g.l, E. faecallls, ]

eo&aeereUSq Sgauregs | Brausaws Ssepidermigljs Sg@ﬁ%‘ﬁ“%‘ée $- pyogenes
VT dans. qu?@Smersghpﬁf MESA $910EMASEFE GOMPOUMIS VE['Y GAS-1
uuuuuu T CUAL TTLTTL Ul A LI PU\JI T ve |WAC AV LY Iy ey |
i nf &ct i|on8.12h Hun@i and &ibnel s aP@Por ijn t 806 0.125
decgl oni zgyb®n |of o35t eg igHBst|ed b)og hesq patdwgens 0.06
afndf-or—tn—preventhg——eghontzation—of alljb fremwhien
bacterila &% thenO%<pread %A% pot enP?2l |y |causdd 0.5
bacterial infections. Preferred applications for the

conmpounds of the present
to the topical/localized treatnent of
h@yansvigrdAntibasterial Activity ¢fatdrepdends agaipat represertative
atjon of any site which is needed
FW3n1bacter|a or in which the
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decol oni zati on and/or prevention of spread of bacteria

to ot her sites,

D)

to nove{ npou

Vﬂ&ﬁﬂnﬂ&gﬁ

whi ch bacteria can infect or col oni ze,

“y]&ecgg.ﬁgpngdéa Fﬁ.tspébragémsﬁse

shegey

ns

ornmu

wher Pathd@ems;foeﬁastm-lutds@mal‘f@rd)emalé’mnmt;tio(\sr epresents

oxygen or sulfu

r,

and pharmaceutically acceptable

sal t s t her @dinimaneinbibitery GoreeotratipoyMIC) infmictagrams/m!)

wherein R represents chloro.

Al so preferred are

conpounds whe

corpoKREmpe !

The pECERART .S

o
Nt i

X ggﬂgas'g?\ﬁ pr

ef eg.r\?‘l?idans**

1- (I3 uor o- 5~tr|\iénB)E6m8t hy| - phenylry0 3- (4- ghl or oUBIQ 7
i fljooron lHyI-pHEHyIH urea, and pnq{ CGUIicaIIy 05
accleptable sallts thereof The expresSsion :
phar maceaiti calll y acceptable $alts ehﬁbnpasses sal t9.5
W tina sgrong base ke an alkallT opcearth dikali ,
ba e, sodi um h\l r-oxd Hn nnf ass+um hyrlr N de’
caIC|un1hydrOX|de etc., or e. g chol i ne etc. Because of

their ability to |nh|b|t aerobi ¢ and anaer obi c
compounds of this invention
can be used for the treatnent of human and ani ma
di seases which are typically associated with one or

Gram positive b

nore of such type of pathogens and/ or

acteri a,

in the

decol oni zati on of and/or in the prevention of
col oni zati on by one or nore of such type of bacteria.
Thi s makes conpounds of this invention val uable anti

bacteri al agent
adm ni stered by
anong others, o

S.
al |
rally,

The descri bed conpounds can be
nmeans known in the art such as,

i ntravenously, topically,

rectally, vaglnally, subllngually,_by i nhal ati on or by

T T




tories. These conpounds may al so be adm ni stered
parenteral, in intranmuscular or intraveneous form

woeoer/068395f or m of i njectable solutions. These PCT/EP2006/011795
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phar maceuti cal conpositions may, contain the conpounds
of formula | as well as their ﬁnarnaceutically
acceptable salts in conmbination with inorganic and/or
ofJ@aWMms exci pi ents which are usual in the
pharmaceutical industry |ike |actose, maize or
derivatives thereof, talcum stearinic acid or salts
of these materials. For gel atine capsul es vegetable
oiis, waxes, fats, liquid or half-liquid polyols etc.
mly Gempeunds efdhe greeratfopaviatli on of sol utions and
syrups e.g. water, polyols, saccharose, glucose etc.
are used. Injectables are prepared by using e.g.

wat er, polyols, al Ephbl s, glyﬁeriqﬂ veget abl e oil s,
lecithin, |iposonesMtc. SuppNsit es_are Jm epared by
usi ng natural or Rydrogena 3 fatty acids
(fats), liquid or half For the
preparation of creags; yefs, oi At nents~gtc. for

topi cal and/or |ocal applications e.g.. polyols, oils,
detergents, penetration enhancer, fifglers_etc. are
used which are known to soneone skill ¢d if the art.

The conpositions may contain in addition

preservatives stabi | i sati orFarmptadvi ng subst ances,
V|sco§ inprOV|ng or regul ati ng substances,

sol uB"FisR y inproving substances, sweeteners, dyes,
tastRrepnﬁen&ngkmmammbnmmnesaIts to change the osnotic
presgure, fer. antiaxidants etc. The conmpounds of

f or (il "§P esﬁ%\? Ogi/%%" PeeliSed in co-ther apy with one or
nor eand pharnmadveutigatiy ticceptalile salesdhergiof Wi t h ot her

cl asses of anti-infective agents to increasel/

conpl enent their anti-infective spectrum of action,
e.29. Copeaipoahds offerrauld | aegdrdingspolainmd; whénetoR egprieserts chloro.
gui nol ones; tetracyclines; am noglycosides;

macrol i des, sul fonam des etc. or antifungals,

argt i PohtpouAds agdotding toTglainisds o2, widrsiniXrepraseots oagete
al so incorporated in cleaning and/or cleansing

sol uti ons and/ or dressings and/or coatings and/or

I &thlﬁé%oﬂibdbm accvid@ing o andérw ofdditns 10tb 3 prost hetic
deV|

r d oni za n an
bact dRPATerBEG P ATl B o Bl PEHAT HinCRieftetrypneny wrea.
sur Vlaioi@pﬁaidnai:éemamylalcyep’tsmélsﬁl&tt&e:ﬁbiﬂSi ng poten tial
risk for infections. Conpounds of formula | can be
general ly synthesized by reacting - as depicted in
SehePhaim&duaval- coﬁhposmons for the treatment of infections containing a com-

cor  BSWEHH 41Y AR dp SRS P L TR 20 agvAms

a 3-fluoro-5- trifluoronethyl aniline | Mo (see al so

ex eri ment al rt Alter
S PHRGTRGRHER Romarsit? foLiherrosnt phinfetions icgussgh by aerobic
be CaH®! #hevdbid Gram positive and anaerobic Gram negative pathogens, con-
3- qu r o- 5- trifluoroneth heny ocC anat terials and
311 B0 & tameaindohcams i o SRRy o GR{Lpg materia
| Hb tgjuyambed derivatives of the gener al fornula I
Schene 1 Iib U bExanpl es Abbreviations: DW:
N. N-Di et hyl formam de DVMSOG Di net hyl sul f oxi de Et OAc:
Et7hy Tha chitioandSof b ané jee e clamis ¥ td\WRor Db he atedicaments for the
magnetic res nce TBME: tert-Butyl nethyl et her THF:
Tet r ¥RFHPT l?? PB%ane: Cycl ohexane sat.: saturated
re: roomtamaanﬂer.m:ieamimimxtweiawmlel
1- (3-Fluoro-5-trifluoronethyl -phenyl)-3-(4-chloro-3-tr
i fluoronethyl -phenyl)-urea To a sol ution of
3-Fl uoro-5-trifluoronethyl-aniline (940 ng, 5.25 mol,
1.05 eqg.) indry THF (20 mM) was added
4 Chloro 3- (trifluoronethyl) phenylisocyanate (1. 11

I Y I T N 1




Laboratory Standards Institute (CLSI). dinical and
Laboratory Standards Institute (CLSI; formerly NCCLS):

woMsbnwd®sf or Di | ution Antim crobial Suscepti PICITYEPR006/011795
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Tests for Bacteria That G ow Ag obi cal I'y; Approved
St andard - Seventh Edition (20 A inical and

atory Standayds Instjtut docu .
S8 o168 ShbpPunts o st fkpLbe aims oiak gir U%g 4, imerigameyts for the
wer etrégthiedt of Mféawhs Gatsed B} Skrobi! vt ahaxggbivi Grant pésitive and an-
exception that Todd Hewitt Broth w t hout bl ood was

used2eTRRigL7'GR) ReqRlive @AINQ9E®- acnes, B. di stasonis)
were tested follow ng CLSI (forrrerly NCCLS) gui del i nes
except for using mcrobroth djl ut| ons in

cfal 'P"eh’SBert‘We R MOE SPMELYRAS: Pfe@ny ghe &f iC V\fﬁlregp to 4 as active in-
Labogridrinys flr aRél pFstiriclidvelSharmeéitRes cdripoditins for the treatment of

m crobi al Susceptibility Testing of Anaerobic
Bact B8H°NAppr oved Standard - Sixth Edition (2004).
NCCLS docunment ML1-A6. A) In vitro Antibacteri al

Activity of Conpounds agai nst representatiyve Pat hogens )
f 3P- Kbe Hsecel 8RE 25t MBI CRUMAPYAAH PhANKioNg §f claims 1 as active
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