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onal

ymg)myqjemlecat some time, even though it ocs not indicate any

hypersensitive skin, €.g. in the case of a dry or broken skin, from exposure to light,
insect bites, contact with irritating plants such as poison ivy, friction or contact with
clothes or tissues.

The present invention is concerned with the use of a compound having the formula

o

NZ N-—-CHz-—CHz—CHz—N N—CH

or a cosmetically acceptable acid addition salt form thereof, for preventing or reducing
irritation or itching of the skin of human beings.

The present invention is also concerned with a method of preventing or reducing
irritation or itching of the skin of human beings, which comprises administering topically
to the skin of said human beings a compound having the formula (I) or a cosmetcally
acceptable acid addition salt thereof, in an amount effective in preventing or reducing the
irritation or itching feeling. '
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sol vat esv@98/18344. the hydrates, al cohol ates.and the |ike. oun
formula (1) when used in cosnetic conpositions at a concentration of 0.05%
to 2% (by wei ght based on the total weight of sai d cosnetic conpositions),
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such solvates are, e.g. the hydrates, alcoholates and the like.

The compound of formula (I) when used in cosmetic compositions at a concentration

20 0of 0.05% to 2% (by weight based on the total ivcight of said cosmetic compositions), I
preferably 0.5% to 2%, prevents or takes away irritation or itching in the upper surface

of the skin. Moreover, because of the beneficial inflammation modulating properties of
compound (I), the rash and redness associated with certain instances of irritation can be
prevented or diminished. i

The compound (I) can be applied to the skin when necessary or convenient, e.g. at
each washing occasion or thereafter; or before, during or after sunbathing. The topical |
administration may be repeated until a cosmetcally beneficial reduction of the irritation is ;
obtained. No special precautions are needed other then those which normally apply when

30 using cosmedc agents.

Compound (I) is advantageously used in a micronized form, e.g. as material having
an average particle size of less than 100 microns. Said micronized form has the
advantage of dissolving better and more rapidly due to its high surface area, and

35 penemating well into the upper layers of the skin. Micronized forms of the compound ()
can be prepared following art-known micronization techniques, e.g. by milling in an
appropriate mill and sieving through appropriate sieves.
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face The compound (I) is advantageously used in cosmetical products such as sun

sof protecung products to be used before, during or after exposure to the sun, products for

nbe ! dealing with sunburnt skin, products for tanning without sun, skin-whitening products,

3 anti-wrinkle products, daily used hygienic preparations for cleaning and caring such as

25  soaps. shampoos, bath and shower products, shaving creams, foams or lotions, baby

at care products, e.g. diaper rash ointments, hygienic tissues, and products for indmate

-al hygiene care, e.g. intimate cleansing products, and daily used cosmetic preparations

ionis | such as creams, emulsions, gels, oils, lotions, skin milks, milk gels, tinted milk gels,

when ° face masks, deodorants, anti-perspirants, perfumes, toilet waters, eau de Cologne,

30  depilatories, after-shaves, make-up articles, e.g. creams, tinted bases, powders, lipstick,
. cover sticks, eye-liners; products for removing make-up from the face and the eyes: hair
ing care products, e.g. hair tints and bleaches, products for waving, swaightening and
fixing, setting products, cleansing products, conditoning products or hairdressing
products: and the like cosmetical products.
: The liquid formulations may be packaged advantageously in any dispensing device
] ' adapted for topical administration, for example in flacons, bottles or also as a spray,
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either using an inert compressed gas as a propellant such as nitrogen or carbon dioxide.
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preservative, cgl ou /o oi | wat er 20
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or in added to selectively modify the charactcnsues of the liposomes are, €.8. Stcaxylaxmnc,
phosphatidic acid, tocopherol, cholesterol, lanolin and the like.
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For preparing ointments, creams, toilet waters, skin milks, and the like, compound
25 (1) is combined in intimate admixture with a cosmetically acceptable carrier. In ointments &
or creams, the carrier for example consists of 1 to 20%, in particular 5 to 15% of a
humectant, 0.1 to 10%, in particular from 0.5 to 5% of a thickener, and water; or said :
carrier may consist of 70 to 99%, in particular 80 to 95% of a surfactant, and 0 to 20%, i
in particular 2.5 10 15% of a fat; or 80 t0 99.9%, in particular 90 to 99% of a thickener; 5 ]'
30  or5 1o 15% of a surfactant, 2-15% of a humectant, 0 to 80% of an oil, very small (0% to ! 35
<2%) amounts of preservative, colouring agent and/or perfume, and water. In a toilet ! )'

water, the carrier for example consists of 2 to 10% of a lower alcohol, 0.1 to 10% or in

particular 0.5 to 1% of a surfactant, 1 to 20%, in particular 3 to 7% of a humectant, 0 to
5% of a buffer, water and small amounts (0% to <2%) of preservative, dyestuff and/or

35 perfume. Ina milk gel, the carrier typically consists of 50 to 80% of water, preferably
70 10 80% of water; 8 10 20%, preferably 10 to 15% of an alcohol; 1 to 10%, preferably
2 10 5% of a surfactant: 0.5 10 2% of one or more thickeners: and 0 to 3% of
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particglar 0.5 to 1% of a surfactant, 1 to 20% in particular 3 to 7% of a
hunmecthnt, O0'to 5% of a buffer, water and small anmounts (0% to <29% of
pEgser |9gp137dzyestuff and/ or perfune In a mlk gel, the cREFAERI3(ABG3Eal |y
consists of 50 to 80%of water, preferably~70 to 80%of water; 8 to 20%
preferably 10 to 15% of an al cohol: 1 to 10% preferably 2 to 5% of a
surfactant: 0.5 to 2% of one or nore thickeners: and 0 to 3% of
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concentrations nmentioned herei nabove; water, one or nore sunscreening

&gent sl such as, _for exanple, physical sunscreens, e.g. zinc oxide, titanium
Qe de, | cal ci um SHPIEFrARtETIARIGHR BIORFHBS frEulations My CPmPESE 1Be agtive ingredient (1)

sunscrieens, €alhe aéﬂdaﬁ@ﬁ[b?@ %&Eené&%ﬂb@ﬂ@ Rdier; 6M6n@ﬁﬁ§c¥&hin‘g€hgems

ci nnanmares, salic IE}@,anl at es pheny Iben2| dazal e su 3?1 c aci d.

bt y1 et Hoxy e, By~ b Rarfy SR HacFIE S 00 SHOB( TRCEm AN ARPBFR T ab o
Loncertrat i oncareomate, imdgresinmboxide, zkamimlwc: orichernicahfmecmens; e.godrainobenzoates,

hgredi ents shohofienchel, SHBIR B IS Bhoablac. SUELBRNC bihilses © 0

dlnetklcone coCco nyrls 1 SO |sosrearate
%CEFI n nyri smm&cnqu&omumam@pdbémbm@gxmbmzhyal rhéthane aod dite like, at an

Ce"t ration fff@di‘i% RHd E&l&ﬁbﬁ%kﬁéen&hﬁ&? te%r %?té?eeﬁ’@rl% Gl Pﬂ‘%)’oJeV &%Jrc/%f? 10%

nore thick enli ng agents, coh one

surfactani% polar ingadieniy sHeh asy 9# e’iﬁﬁﬁ%%ﬁ’amémbt)ﬂéﬂ&ﬂﬁé@h‘tqﬁa? Edﬁm‘:ﬁﬁ@q“ﬁg from
about {0. 5%t0c&%uwlefxwp@dﬁyydv&@ﬁtel%bf;@ ?P/ikoﬁé&at@rglﬂ&' Ayt fdcgis. e. g.
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ohe or nore spersin pyt ene
20 about 0. 5 to 9%, preferably from l% to 5%; one or more emulsifiers, e.g. glyceryl

. stearate, polyethylene glycol stearate, ethoxylated fatty alcohols, e.g ceteareth, steareth
and the like at a concentration of 0.1% to 10%; one or more suspending agents such as,
for example magnesium aluminum silicate or a carboxyvinylpolymer at a concentration

d of 0.1% to 3%; one or more dispersing agents, e.g. polyvinylpyrmolidinone/eicosene

ents 25  copolymer, at a concentration of 0.5% to 10%; one or more humectants such as, for
example, glycerin, propylene glycol, sorbitol and similar alcohols at a concenmation of

i 0.1% to 10%. Said formulations may further comprise vitamins such as, for example,

%, vitamin E (tocopherol) and derivatives, e.g. tocopheryl acetate, panthenol and the like, at

T a concentration of 0.1% to 5%; and optionally preservatives, e.g. phenoxyethanol, in an

o 30  amount sufficient to prevent the degradaton of the final composition; fragrances at a

¢ concentration of 0% to 2%, preferably 0.1% to 1%; and acid, base or buffer in an

in amount sufficient to give an appropriate pH to the final composition.

to

' In the aforementioned preparations, all % symbols refer to weight by weight

v 35  percentage. The humectant, surfactant, oil, other active ingredient, etc. referred to in said

ly preparations may be any such component used in the cosmetic arts. Further, when in the

above compositions one or more of the components make up the major par of the
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copol yner, at a concentration of 0 5%to 10% one or nore humectants such
as, for exanple, gl Jliephees Ha gI ycol, sorbitol and sim |l ar al cohols
at a concentration of Sai d formlations may f 3%gg{i sei

Vi t am ve093L187d4 for m n E (g-ocopherol) and vatives, e.g| wo 2

t ocopheryl acetate, panthenol and the like, at a concentratlon of 0.1% to
5% ; and optionally preservatives e. g. phenoxyethanol, in an anpunt

fficient t t d at f. .th
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neutraliz sodirum I oxi ol'ution and the product was |
extract ed wi (ThecKoItorasisiccesrodrol evaporaied. T8 raidue vaspiTifies BY CalfEn

evapor at ed. TRRorhASHAMY WikaRel | CHES; AOH{H WHS). The eluent of the desired fracions |

were collected and evaporated, yielding 9 g (46%) of 1-(3-chloropropyl)-1H-

benzimidazole.

20 ¢) A mixwmre of 4.5 g of 1-(3-chloropropyl)-1H-benzimidazole, 5.1 g of :

1-(diphenylmcthyljpipcrazine, 3.7 g of sodium carbonate, 0.1 g of potassium iodide and
100 ml of 4-methyl-2-pentanone was stirred overnight at reflux temperature. After i
cooling, there was added water and the reaction mixture was separated. The organic
layer was dried, filtered and evaporated. The residue was purified by column
chromatography (silica gel ; CHCl3 / CH30H 95:5). The eluent of the desired fraction
was evaporated and the residue was crystallized from a mixwre of 4-methyl-2-pentanone
and 2,2™-oxybispropane. The product was filtered off and dried, yielding 1.5 g (14.5%)
of 1-[3-[4-(diphenylméthyl)—l-piperazinyl]pmpyl]-lﬂ-bcnzimidazolc; mp. 132.3°C.

)

PR TR

1o
(%))

30 Example 2 : Alternative preparation of compound (I)
a) To a mixture of 20 g of 1H-benzimidazole in 420 mi of 2-butanone there were added
28.4 g of potassium hydroxide flakes and the mixture was stirred for half an hour at
room temperature. 80.6 g of 1-bromo-3-chloropropane were added and the reaction
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mixture was stirred for two more hours at room temperature. 250 ml of water were
added and the organic layer was separated. To the organic layer there were added 250 ml
of water and the reaction mixture was acidified with concentrated hydrochloric acid o
pH 2-3. The aqueous layer was separated, extracted with 100 m! of dichloromethane and
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chro tography (silica gel; [err] 95:5). The eluent of the desired
frac ions were collected and evaporated, yielding 9 g (46% of
%rt:)ggpﬂgﬁ@pyl) 1H benzi m dazol e. c) _f\ m xt ure of 4. 5 RCOHEPI3/00634
tchl oropr opyl ) - 1H benzi mi dazole. 5.1 g of 1-(di phenyl net hyl) pi perazi ne,
3 7 g of sodium carbonate, 0.1 g of pot assi um i odi de and 100 m of
4- rret hyl - 2- pent anone was stirred overnight at reflux tenperature. After
cool i ng, t herem Jifisnbafdechewryi-8rpeardonhiwerccadded. die ilxyenedesystesn wepbasifiesd. The
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or.gani c
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was geparat ‘of QV %hd 5}592‘%316? a‘?&ﬂ&%ﬁl}tﬂaﬁc RJ@% atdﬁer ecrctc9 Wﬁgﬁslgg%g%ﬁp b)

Fo the sol ution O al nhe e previ ous ste wer e
d- (dil phéhy| stmimghlyé thus pbtained maixamel there wvege aﬂdeédm;msecb% b wfammonigeandghiet i on

m xtdre was vlb%%ﬁ%h%g &hd Wndndkd fst ta@q{oﬁrs g‘ﬁé Glrzaﬁle%\)cp Qrafs 9 AL N

t enpér at ur e, reaction m xture wasgg he or gani c ]ayer
aas $epar at SHeEARnd EveRarateds tpg Yielding? ﬁ)&r(%? 1%) of 11 [3 [4'(d1Ph¢"Vlmc yb-1-

piperazinyl)propyl]- 1 H-benzimidazole; mp. 133.7°C.

20 Composition Examples

nd The following formulatdons exemplify typical compositions in accordance with the

present invention.
"Active ingredient” (A.L) as used throughout these examples relates to a compound of
formula (I) or a cosmetically acceptable acid additdon salt thereof.

1 25
ne Example 3 :0.5% ¢
%) 75 mg stearyl alcohol, 2 mg cetyl alcohol, 20 mg sorbitan monostearate and 10 mg

isopropyl myristate are introduced into a doublewall jacketed vessel and heated until the

mixture has completely molten. This mixture is added to a separately prepared mixture of
30 purified water, 200 mg propylene glycol and 15 mg polysorbate 60 having a temperature
d of 70 to 75°C while using a homogenizer for liquids. The resulting emulsion is allowed
to cool to below 25°C while contnuously mixing. A soluton of 5 mg A.L, 1 mg
polysorbate 80 and purified water and a solution of 2 mg sodium sulfite anhydrous in
purified water are next added to the emulsion while condnuously mixing. The cream is

ml 35 homogenized and filled into suitable tubes.
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urated with hydrochloric acid. Upon stirring the resulting solution for

30im nutes, crystallization ensued. The reaction was further acidified with

' i;propanol saturated with hydrochloric acid and stirred. The precipitate
filteradodBi18Mashed with 4-methyl -2- pentgnone and dried iPCT/ERIS/ 634

5 ferr] yielding 44.2 g (65.5% of 1-[3-(4-(diphenyl- nmethyl)] -1

- fi perazi nyl ] propyl]- 1H benzi m dazol e hydrochloride. c) 44.2 g of the

ARiE : HAOS mulEoher e added thereto. Wile
vijgorously stirr IA‘lﬂnitbﬁt thhlJé Aobhﬂtr'&ﬁﬁc f‘ﬂO@pHdSphinh@Iﬁudt@ées ?dﬁiﬂdstd-bbmﬂ Heg

748 nml of amoni a,and, t [ gorous . stirri nt| or .two X
THe organic | ayef WAgc 8@% 5’%5%‘ §H’°ae‘8d a‘fﬁg?‘g?:slﬁm 5 Siseiudan a'f‘ﬂ edtoa
yigel ding 39.4 g (s8&uidnYf Ocfg meftﬁd pdrabeti, ﬁKErgnbmlel’ngr@bean 15 g disodium edetate and

pignerazi nyl | p?"%‘%\? FFn ”cfrkc{@l Bhgd wﬁ}%l w%ﬂ@%oyogﬁr(&m QS”I‘??% drdRypropyl-

anpl es The exe y typ C 03|

afcordance with mhxiﬁﬁb’él?ﬂc in nvreffrﬁd wafer a |th¢1tmxnc3\18|coyura§dwgﬁh

roughout these s@¥aimRli€somhplert €S to a corrpound of formula (I) or a

cfsnetically acceptable acid addition salt thereof. Exanple 3: 0.5% cream

/g ng stearyl alcohol, 2 ng cetyl al cohol, 20 ng sorbitan nonostearate and
Ak t ‘ ghdoat 0 a doubl ewal | j acketed vessel

d heated until he mxt as_.co t ture ded

a separ at é{y ’éfPrecao ﬂ}°ép I&E{J‘% ‘P%ﬁ“% °1°§6‘8?W59%F8BV 8§8€‘g|‘§/co|

d 15 ng pol ysoﬁbm:@ar&l)h&md mgO%Cugmpmnmlajcélssﬂlut‘i@l 06 g B[lemidrofmr is dissslivedyin

honmogeni zer for [ ) t

ow 35 cr ] whpPare e bf At Wl B 4f e BhpRIGIIR i€ fed'sfouty o

['ysorbate 80 afRf uepys %ﬂum\ebﬂeabmn@gegmm dusingok0 rzmwg:sgga.g&h@'emrwl-

hydrous in pur Hddﬁﬂcé&&l&& lﬁf)&ﬁw@m&qgsﬂh&%ﬂﬂe&nﬁm@ @lu@gwmhggcomplm The
e.creami.s i zed and i.tabl e

e Y S iAo Eion s MiBSOH RGP oyt e mycioide | N and a et i e
rest of the purified water ad 100 g.
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A mixture of 1 g Al. mcrofine, 20 g phosphatidyl choline, 5 g chol esterol
and }10° g eth7yl al cohol is stirred and heated at 55-60[err;’ unti| conplete
di sqovOtPB4HB74Ad i s added to a solution of. 0.2 g nethyl paP&BEREIH0Y34
prodyl paraben, 0.15 g disodiumedetate and 0.3 g sodiumchloride in
purilfi ed water while honpgeni zing. 0.15 g Hydroxypropyl - nethylcellulose in

puriified V\gﬁer ad 100 g is added and the nixing is contT tirﬂebn&emabddi ng

i s conpl et ! anple 5 : 0.5% i posone fornulation A m X
phosphatidyl choline and 1 g cholesterol in 7.5 g ethyl [ red

and heat ed ;at | @Q%I olution. 0.5 g Al. mcrofine is
ai ssol ved ilthhégll[sglE)é C%P%Jrn' y mi‘?‘%é %?ﬁe heating at 40[err]. The

i

al coholic solution is added slowy to the aqueous sol ution while

homggeni zing during 10 nminutes. 1.5 g HydroxypropyF>net hyl cel lul ose in
puriified water is added while m xing until swell is conpl ete. The
resulting sol ution is/%(’:lj usted to pH 5. 0wt h sofNuaf hydr oxi de 1N and
dildted with the resN“ofN+OH,pIH,HEE—- Mt er Naa€cHL00 g. 9@l ainms 1. The

t opijcal use as a cosneti/c product of a damfoun ing the fornmula [err] or
a cgsnetically accep ¢ acid addition salt for reof, for preventing
or rleduging irritatiQn_of itching of the skin of n beings. 2. A
cosnetiT conposition Tor topical admnistration to the skin for preventing
or rjeducing irritation or itching of the skin, conprising a cosnetic

ehifcl e andr asosawiticaey dcegpesle A6id sadOABAL RFmMNAMESIIfdr PReveRfiBbrdediRiifd OF 2
jtion salt formtheréof, characterized in

cosnetical ly._acceptahl e id, ad
®hat| said Eﬁfﬁ%ﬂr‘? "alémgﬂ?ﬁﬁékg’o?ilﬂm?f’e{?@géﬂd is micronized and has a

W

partficle size of Iess than 100 mcron. 3. A cosnetic conposition according
to glajgn 2299.”&35&1%5@9019&&@& for %;@vgxtndrig]&'rgft}cﬁnvgeuritadon or itching of the skin,

comprising a cosmetic vehicle and as active ingredient a compound having the formula

A ~ KN

NZ “N—CH;—CH;—CH;—N N—CH .

/

15  ora cosmetically acceptable acid addition salt form thereof.

3. A cosmetic composition according to claim 2 comprising 0.05% to 2% of the active
ingredient by weight based on the total weight of the cosmetic composition.

20 4. A cosmetic composition according to claim 3 comprising liposomes.

5. A sun protecting product comprising a composition as claimed in any of claims 2 to
4.

25 6. A sun protecting product according to claim 5 comprising one or more sunscreening

agents and 0.05% to 2% of the active ingredient by weight based on the total weight of
the cosmetic composition.
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i ngredi ent by wei ght based on the total weight of the cosmetic conpasiti Qn.?

4. A cosnetic conposition according to claim3 conprising |iposones. 5. A
sun pr gy 3/ {§h4Rr oduct conprising a conposition as clained POTHBI36063HaI B
2 to 4. 6. A sun protecting product accord‘ioﬁg to claimb5 conprising one or

nmore sunscreening agents and 0.05%to 2% of the active ingredient by weight ;

based on the total weight of the cosnetic conposition. 10 7. A sun

prot ecti ng prhdacunpemestitigngodurt edcardingio atainpf, icompgsiopenepr moresunscreening

sunscr eeni ng t from OLH: I Sti.n ' ' oxi de, a

canphor deri v‘g%%ﬁgé?]egt%é?%hg?r’aet%? uPaéOEglﬁtg{(%pﬁglr%ﬁ@ O%Ldghgfﬁé%%rm g‘%{g}eéﬁ(

sul phoni ¢ aci dneamiib it benzophehoney dhdnyibeozimideagolesniphogic apidand busd  of

preparing a CosMBkifib&RBPORbhARY as defined in any of claims 2 to 4,

characterized 1n that the compound of fornula (1) is intimtely mxed with

a cosneti @ vehicle. 9. A conpound having the fornmula [err] or a

cosnetical ly ficagpéchs ef ﬁ@?zﬂi@@édshﬁﬁc Eathpositdiar B Aefinediarangtof ciatmsl 2itm4} hat

said compound .is in. the [Eo [d state a?g I S, mi.Croni zeq and as, a 8garticle
m ?t t_:compoundo ormula 1S inamately mux with a cosmetc

size of |ess THEATETE

vehicle.

) ~ K

NZ “N—CHy—CHa—CHa—N N—CH .
s
or a cosmetically acceptable acid addidon salt thereof, characterized in that said
15 compound is micronized and has a particle size of less than 100 micron.

10 9. A compound having the formula
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