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COmpom-
2. The composition of clalm 1, wherein the Bve yeast  tion further comprises & combimation of the following
calls are secchtromyces cerevisial snd the soloniom sof ~ Stpplemental Ingredionts in a2 smount of less than
a finely powdered form, mmmmwmdﬂuwm
3 The of claim 1, wherein the compoal- Bee Pollen
tion comprises sbost € parts hve yesst cells, sboct § part Eveniag Of of Primrose
mlsaium, shout 1 part carotens, about 3 parts RNA, Alos Vers.
about 2 parts DNA, sbout 3 parts water and | pant 10. The compasition of claim 1, whereln the compos-
albumen. i Uou comprises 8} paris by weight of a combinstion of
4. The compasition of clsim 8, wherain the liva yesst ™ the following components
cells are mocharomyoss gerevisil end the sleniemn b Hve yeast calls,

flusly powdered.
&, The composition af olaim 1, wharein the composl- oxrotene,

|

tion further comprisss at lesst ooe of the fallowing RNA,
spplemental ingredicans: ® DNa,
wider and
Argloles m and farther comprises § part by weight of s combination
Asparti gcld Viamin By 23 of the following componentm
Serien Niaoia
Trypuplyes th:::
Alanbey [

Ve Pestunio ikl Amjen ikeies
Tl » e
imaaing Fervarplen Hensoks ackd Throouim Mertlonios
Proline Tryplophene Piaiting
Phanylabing mdh Tyvoukes Lawctze
Mothloning Alos Ve Villoe Lysioa
Histicine Vitamis K
Lancies Chombns
Lysls Viania B
Craim Viamin €
3

& The composition of claim 1, wherein tha

mentsl ingredients comprise from $ to shout 20

By Weght of TS tatire

Almine Giyalos
Arginine Inslamalns
S
Trypaopheas Hiaiiios
‘Tynnina Lawming
Cixtumit acid q,.l-.h-
§. The composition of clsim 1, wherels the compas!-
hhﬁ-m-ﬁhﬁnd‘ﬂnm
wph;ml lu;:lluu hafnﬂ-ﬁ of lew then
shout 20 percent by weigit composition. composition
Folic acld Is exposed to naturel or art:ficlal mnlight subsequent to
Viamin By the application of tha composition to the ree of akin o
Vitemtin By o be tremted.
Niacin 13. The mathod of claim 12, whearein the durstion of
Vimmin By the expamire & in the mage of from showt 19 minmtes to
Vitamin Bz sbout 60 mirmtes.
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34 The mathod of clsim 12, whereia the durstion of

the exposore  in the renge of from sbout 20 1o 29

minutes.

18 Tha method of cleim 12, wherels the composition
is applied in sevenal lsyen.

16. Tha mathod of plaim 18, wharein the composition

was appfied in three Ixyors,
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ASIK 786, 7M8 Al (63) Internationaies
VerSfSmtiichungsdatemn: 12. Soptembey 1996 (12.00.96)
Inierastionales Akfemsairhan. PCT/EP6/00652 Bestherumgesianien, JP, US europlisches Patent (AT,
an ®h muuu.m&l'm.m.m.rrw.uc.m.
(23) Intermutionnies Ammeldedatoen: 15. Februar 1996 (15.02.96) PT. 8E).
v Mz insernctionslem R,
195 07 908 1 7 Mitrs 1995 (07.00.99) DE i s ber
Frist. Verifmslichmg wird wisderhols folls
(T1) Anmalder (i aile Restimmungesiosion asusser USh WELLA ainirelion.
AKTIENGESELLSCHAFT [DE/DE}, Berliser Allee 65, D-
64274 Darmatadt (DE),
(12) Eriindar; und

(75) Erfinder/Ammmider (mer A USk BIMCIOK, Roxiol
[DE/DE], Brider-Orimm-Sirasso

101, D-64297
() Gamelnsemer Vortrolur WELLA  AKTIENGE-
=y ; Berliner Allee €5, D-64274 Darmatadt

(34) Titlet HAIR- AND SKIN-TREATMENT AGENT
(54) Dessichemng: HAAR- UND HAUTBEHANDLUNGSMITTEL

035 % by wt -hu?Mﬁgn scld or s acid or
copolymer; 1 10 10°% by wt. of at least one i can 1)
heir-treatment agent, o skin-treatment agent or o hair- snd skin-treatment agent. "The agiat the wet-combing characteristics of the
H.MpdmmhnbﬂnbhhlmﬁﬂaﬂhhtﬂMMndm

with the skis snd eyes, pives the balr & well groomed sppeszance and bs alsn

() Zomsynexienmg

Gogenatand der vertiegenden Ist eln bommetisches das sich sowehl zr Haot- als such zur Hasrbohandlmg
mm-ﬂtﬁn-ﬂ&l&ﬂ%m&,m;mg
elpor agmishe Siare eathillt. Dy erfindongageeniiie Lftal kern als Hasrbohandiunganitial,

physlologisch vaeriglichen alipharischen
als Hatbehandiungamitiel wed als Hasr- wnd Hautbelandiungamitte] vorflegen. Des Mittel verbessert dlo Nafkimeabarialt dor Hasre, welst
ejoe g Kopfhwutvertriglichielt sof und verlelit dem EHuar einen snganshenen Guiff und einen schinen Glacz, Das erfindengagemifie
Miteel woist odno guts Huxt- und Angenvestiiglichkels quf, verielht der Fant cin gepliogies Anmehen und lot sudem gt biologiach sbbavhar
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Beispiel 7: K8rperloticn Ol-in-Wasser

10,0
3,0
3,0
4,0
1,0
0,1
0,4
5,0
0,3
0,5

@ W@ W, u v v v wm

i

100,0 g

Cetylstearyloctanoat

Sorbitanstearat
Polyoxyethylen (20) sorbitanmonolaurat
Cetylstearylalkohol
Dimethylpolysiloxan

Methylparaben

Cholinpolyacrylat

Glycerin
Cholinzitrat

Milchsiure
Wagser, enthirtet

Die Kdrperlotion gemifi Beispiel 7 1liaBt sich auf der

Haut gut verteilen, zieht rasch ein, erhtht die Haut-
feuchtigkeit und hinterlifit ein angenehmes Gef{ihl

Simtliche in der Anmeldung angegebenen Prozentzahlen

stellen Gewichtsprozente dar
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Patentansprichas

1 Wasserhaltiges kosmetisches Mittel, enthaltend

eine Kombination aus

a) 0,1 bis 25 Gewichtsprozent mindestens eines

r
Cholinsalzes einer anorganischen Siure oder ¢

einer organischen Carbonsiure oder Polyacryl-

———————

sdurehomo- oder Copolymerisates und

b) 0,1 bas 10 Gewichtsprozent mindestens einer
physiologisch vertridglichen aliphatischen

organischen Saure

2 Kosmetisches Mittel nach Anspruch 1, dadurch
gekennzeichnet, dal® es 3 bas 15 Gewichtsprozent
des Cholinsalzes enthilt

3 Kosmetisches Mittel nach einem der Anspriiche
1 oder 2, dadurch gekennzeichnet, daff es als
Cholinsalz, Cholinzitrat, Cholintartrat, Cholain-
chlorid oder Cholinpolyacrylat enthialt

4 Kosmetisches Mittel nach einem der Anspriiche
1 bis 3, dadurch gekennzeichnet, daf es 0,1 bis
5 Gewichtsprozent der physiclogisch vertriglich
aliphatisch organischen Siure enthilt
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COSMEYIC COMPOSITIONS CONTAINING
TRICHOLINE CITRATE

FIBELD OF THE INVENTION

‘The {ovention relales t & eomposition suitabls for toplcal

t0 humsn skm for the trestment and conditionmg

of tha skin and for reducing the damaging effacts of UV Hght

on oxnan skin, containing an effiective amount of tricholine
ciiraie,

BACKGROUND OF THE INVENTION

Tricholine citrate (hereinafier “TCC") is an ester of cltric
acld with three choline molecules.

Cliric acld s 2

a-Hydroxy Acids and Relsted Compounds”™, Axch Dermo-
ol , Vol. 110, Ocsober 1974, pp. 586-590, that

acld Since tha

Cosmatics & Tolletries, Vol. 110, Junn 1995, pp. 30-31
Triestars af citric acid with alky! or ary] groups have been

compositions. Nairaj et al do not appesr to teach or suggest
either TCC ar any nitrogen or amino-containing ciumms
eaters

ng

effecia. See US Par. No. 5,391,550, US Pu. No. 3,376,
646; Abstract of German Patest Application No. 4 310 015,
Abstmct of Japsnese Patent Specification No. 6179613,
Abstract of Soviet Unlon Pajent Specificahon No. 1811403,
Pairnt Application No 0 479 121,

phatidy] chohne, phospharyl clialing, acylsted chol
ingomyelin or their dortvatives e, -

Choline sahcylats hsa been employed as sn sotl-Inflam- &

TCC s 1 common

appesr io teach or suggost the use in cosmetic compositions
of any citraio ester whereln cltric acid is oxtecified with myy
compound which serves sd an esssuhl muirient for akin

The of humen skin ar the eplderrais is compnsad
ofnnu?’dr?;mull types incinding kemtmocytes, mal-

Eatum
carneum do not have the sbility to pmlifersie. The incressed
prolifarntion of the hasel colly is the driving fores for the
differsatistion of the upper 1ayer cells to form comeocytas,

lipid levels in skin, both of which in tom nesnlt in increased
benefits 1 skin, such ms improved conditioning, improved
youthfl appearancs, decresse in wrinkls spposrance, mols-
mndlmvmhhmdm

Accordingly, 1t 18 s olyect of the prosent nvention to
prirvide comnpositions for the trestment of akin neing TCC as
tha active ingrediant.
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It 18 another objeet of the invention to provids & method
for temting the appeamncs of wirinkled, fiaky, aged, or
photodzmaged sidn and for promating youtful appearance.
These and other olyects of the invention will becoms
mare apparont from the detailed description and examples
which follow

SUMMARY OF THE INVENTION

mmw.mﬂmmmw
application to human skin, the composition containing as
casential rmnmnomm.iafhhhﬂu
aitrate and a cosmetically acoeptable vehice for tricholine
citrate.

The wvehicle enshles tncholine clirats (TCC) to be dis-
persed onto the akin and distriboted therain, Acconding to the
invention, TCC is employed to increase keratinacyte prolif
emtion end to increase phosphalipid levels in kemtinocytos,
n arder to improve skin appearance

The presert mvention also inclodes a method of improv-
the of wrinkled, dry, flaky,

Compomhons of the invention are intended for toplca)
applicatian to mammalian akin which is already 1n dry, flaky,
wrinklad, aged, conditton or which suffers
from a skin disonder, or, in the alttmative, the inventive

compositions msy be appliad prophylactically to normal
healthy akin to prevent or reduce the deteriomtive changea,

DESCRIPTION OF THE PREFERRED
EMBODIMENT

Tricholine citrate is an essential ingredient of the Inven-
Hve compoaitions. Tricholing citrate has the following stre-
tore:

il
O —C—0—R

H—O—C—E—O—l

Ch—C—0--1

where R represents & choline moleculs having the structure
e
—G-lu—ﬂlu—li'—ﬂb
CHy

In generml the amount of TCC in the mnventive compo-
sitians is in the range of from about 0.0001% o about 50%
by welght of the componition, Prefieably, in arder 10 lower
cost and maximizs the affect, the amount of TCC is m the
mnge of from about 0.01% to ahout 10%, most profembly in
the mnge of from 0.1% o 5%

COSMETICALLY ACCEPTABLE VEHICLE

The composition acconding to the mvention slso com-
prises a cosmetically accepiahlp vehiclp to act a8 & dHutant,
or cerrier for the TCC in the
mmdeMWhmthnmthnhmﬂd
to

10

4

Vehicles other than water can include liquid ar sold
emollients, solvents, humectants, thickeners and
Axn oipecially proferred nonaqueous
ethy] sfloxene and/or &
cones of this invention may be thoss with viscositios ranging
anywhars from shont 10 to 10,000,000 cantistnkes at 25° C
Especislly desirshle are mixtures of low and Ingh viscosity
aiiconss Those silicones sxe aveilshle fram the General
Electrlc Compsny under tademarks Vicasil, SE and SF and
from the Dow Corning Company under the 200 and 530
Series. Amounts of sllicone which can be utilized in the

of this invenlion rangs aaywhers from 5% 0
95%, preferahly from 25% t 90% by weight of the com-
position.

The coamsticelly accepishls vehicle will nsually form
from 3% to 99 9%, prefierably from 25% to 80% by weght
of the emulsion, and can, in tho sbsenco of othor cosmetic
adjuncts, form the balance of the compostion,

OPTIONAL SKIN BENBHFIT MATERIALS AND
COSMETIC ADJUNCTS

An all or olly material may he present, together with an
emulsifier @ provide either a water-in-all enmision or an
ofl-in-water enmision, depending lmygely on the average
hydrophilic-lipophilic halance (HLRB) of the emulsifier

In a preferred embodiment of the invention, the inventive
compositions further include at lesst ope of the following
ingredients whick sre particularly effactive in combmation
with TCC,

Cammdes and/or other sphingnlipids may be incinded 1n
the inventive composition. Suitrble cerumides and synthetic
analoguns theveof s disclosed in Exropesn Patent Appli-
cation 534 286, Eoropean Patent 2794,US
Pai. No. 5,175,321, US Pat. No. 4,985,547, U.8, Par. No.
5,028,416, U.S PaL No. 5,071,971, Japanese Patent Apph-
cation No. 63192703, U § Pat. No. 4,468,519 and U §. Par.
No. 4,950,688, all of which are incorporaiad by reference
herein. Sphingolipids, Including ceramides or their synthenc
analogues, may be prasent in the inventive compositions ai
a level of from ahout 0.00001 to about 5%, preferably from
sbout 0.00001 to sbowt 1%, optimelly from abow 0.01 10
0.5%

Hydroxyscids are prefershly included in the mventive
compoaitions to enhance proliferation and m increase cera-
mude biosynthesls in kemtinocytes, incresse epldermal
thicknoss, and Increass desquamstion of normal skin result
ing in smoother, younger looking akin

The hydroxy acid can be chosen from o-hydroxy acida
B-hydroxyacids, other hydroxycarboxylic acids (e.g. dihy
droxycarboxylic acld, hydroxy-thearboxylic,
baxylic) and mixtures thereof or combination of their me-
reaisomans (DL, D or L)

Prefershly the hydroxy acid (i) is chosen from o-hydmzy
acids having ths general stracihre:

F

where M 1s H— ar CHY(CH ),—,
1 is an integer of from 1 top 27
£ s en integer of from 2 to 54, and
hia0aorl

o€
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using chloroform-methancl (1 1) The chlorofiorm phase was

separated, dried under nitrogen, and resuspended in 200
ofmuwmdmmmmg

column chromatography

1 colomns (Waters civision of Millpore)

were washed with 3 mL of chloroform:{sopropanal (21)
followed by 2 mL of hexans to condition the column. Tha
lipid samplos were applisd onto the colurm and the different

hpid classes were scparated umng the following solvent

(2-1) to elute the noatrnl lipids
{(ceramides, cersbrosides, and monoglycerides) and 2 mis of
2% acetic acld In methanol to extract polar Hplds (phospho-
Hpids and fatty acids).

spolting the lpids opto High Performanes Thin Layer Chro-
mafography (HPTLC)

llica gel plates and renping in chio- 20

Bifect of Citrate Esters on Karatinocyte
Prolifirution

Effects of 24 hoors exposare to (.1 pM to 10 mM of citric
acld, choline or the different citrats esters on
DNA gyntheais are shown in tahle 1 Rato of DNA synthesis
Mum’l-lthynﬂdmlmpmﬂdlmulhm

roform'methanol acetic acld (47.5.2.25:0.25) Quantitation DNA/ug of anmuw-sormcm
was performed by rmrmersmg the HPTLC plates in a solution addition controls) 35D The scmal amount of cpm/ug pro-
contmning 10% Copper Sulfate and 89 Phosphasie acid and tein of the contwl is 1103 188
TAHLE 1
GM) Coicsld Cooline TCC T8 TBC
0 100179 10079 100%79 100179 10019
01 BMA:13S 1M:175 924168 11228 106 £ 14
10 MS:i¥2 1310 9771258  112:131 1000128
10 B9i3 133 FLO+I40 WI+13s  SR2: 19
100 S87:11 14:120 945134 (YFY L (YFEY
000 6918 NSEMO  102:12% 1124020 135 1*
000  429:22 1271107 197+9B° 13002 OSSx0*
“utnistionlly significant compmnd 1© conitols.
Yiriegtoyleitran
Selbatyicivem

charring at 165° C. for 15 mimntes. Micrograms of phos-

mmmm.ummhmmwdm 40 mM lsvals inlinted DNA synthesis of

reflectance densitometry end comparison with
phuphnﬂpidm

R PR S

Choline acts ma s easentinl mutrient for the celiular

choline for the culls it will
complote with the choline ia the medinm for incorporation
into cellular ‘When cells are incobsted with
3H.labelled choline, it into

mmmmwmmmﬁg

growth inhihitory affects op to 1 mm. This sindy mdicates
that TOC is tolarsted beiter then other cltrate esters by
Teratinocytes in vitro, pechaps dos to the choline present in
the TCC. Choline even st 10 mM isvels wes in fact alightly
growth stimulstory, in contrast to all the other agents tested.
TBC axxd TEC ware Inhibitory st Jower concentrations than
citric acid and at or shove 1 mM lovals the cells showed
signs of cymtoxicity in the pressncs of TBC or TEC.

The aged epidermhs may he choline deficaent due to the
decreased cepliliary circulstion to the slon. To sumnlgts the
cholina-deficient in vitro system, kerstinocytes wers plated
in conplets madiom and 48 hours later switched to choline-
free medinm. The cells were then grown for five days in the
chohne-freo madim with or without addition of different
amounts of chaline or TCC. To determing whether TCC can
provide cholma for kerstinocyts mnder thess
conditions, on day 5, the smount of *H thymidine incorpo-
ration min DNA was deotermined as in the provious experd-
ment. The protein content of the wells wore also quantitated.
Both thess parumoters were expunssed a8 % of cootrol 18D,
‘The actoel anount of DNA synthesis and content for
the cantrols wexo 14584 11737 cpm/yg protain and 21 b4 pg

protein‘well respectively
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TABLE 2

DNA (Cholles) DNA(TCC) Prtaln (Chuline)

Promia (TCC)

0 100119
1 2Wix3is
M3zl
33 M3

100+ 63 100 + 216
M3:132* 1972
N9 HA* 24 S
n21342* TN6tS2*
Br£118* W7TL350* 29
il 134+ 09+ WP

100 186
133 + 183
913
215 18
- ¥ o
axls

*statistically sigrificant coxpared to ooxtrol.

It can be seem from Table 2 that choline and TCC

of Ay
and protein content) at §F16W E Sficentrabon as 1 xM
highest concentration of TCC (10 mM) nhibited
DNA synthesis, all otber concentrations of TOC sthmulsted
keratinocyte growth significantly in a chaline-fiet medinm,
This indicates that choline from TCC becomes avallahle to

he collg for the synthesls of essential phospholipids required
for the cell membmane synthesis,

EXAMPLE 2

Effects of Citrate Esters on Keratinocyte
Diferentiation

Proper skin conditioning require enhanced praliferstion
md diffarentistion of spldsrmel keratmneytes. The diffarent
citrate estars were tested on thelr effiect on comified enve-
lope (CE) formstion, a marker of tarminal differentistion of
keratinocytes. Citraie esters were tested at 1} mM Jevels In
medium conteining 0.15 mM Ca. Lovels are expressed as %
of control 25D The CE formation for the control was 54.48

31 8 cpm/pg cell protein.

TABLE 4
w0 TBC

GM) Cholioe TEC

9 100 £ 13
1 1218%18
10 1MazAdT
100 1m4%I113*

*saisticaly signifimer affiecty somparnd (0 controle.

As seen in Thble 4, choline stimmiated trapaglutarminase
whils TBC snd TEC iphibited the enzyme. TCC had no
ngmficant effect on this enzyme. Therefors, it appears tha
the neguiive effoct of citmte on tramgiutaminage 18 coun
teracted by the stimmiatary effect of cholino of TCC., This
may be the reason for the neotml effect of TOC on kermi-
nocyte differontiation while both TBC and TEC minbued
differentiation. Thus, TCC increases proliferation snd does
not 1mhibit differentistion of kerstinocytes whersas citric
acid and other citmate csiers inhibit both proliferation and
differentintion of keratinocytes. Furthermore, choline, a
nutrient componsnt of TCC, ephances differentigtion, sug-

100+15 100+13
248 100%13
M5 17 Nl
BIxia3 9113

100 15

Az 107
767+ 2.8
1at119*

TABLE 3
Agents Chotin  Clerio acid ™wC ™C TRC
CELovels 135+236 137%11* 913:i%40 WE:2I1* WG4
(% Comtrol)
*sntintieally dguificant elfocts

‘The data in Table 3 clearly indicates that choline increased
comifled envelope formation whereas TCC had no effect.
However, cliric ecid and other citrte esters all inhibited
comified envelope formation Thus, this data
show thit TCC 1 clexrly superior 1o cliric acid or other
citrate osters in its cffect on keratinocyte differentiation, Le.,
TCC does not inhibit kermatinocyte differenhation whereas
other ctrsic esters do. As scon in Exampls 1 for the
proliferation, choline content of TCC may protact it from the
diferentiaion inhibitory effects of cliric acld, whereas the
other esters of cltrie acld aye not protected.

Cormfled envelope formation Is determined by the actly
ity of transgluteminase enzyme which cross-links all the
tovelops precursor proioins o form the envelope, This
enzyms 11 calcium dependent and is inhihited by calelum
chelators such as estric acid and citric acid esters, However,
cormfled envelope formation was not sffected by TCC. To
understend the regaon for this, we detarmined the effect of
difforent cltrais esinrs on tranagintaminase 1 levels in kers-
tinocytes after 48 hour tresiment with different smounts of

the agenia

gesting TCC 13 clesrdy superior to other clivale esters for
karatinncyte proliferation snd diferentiation.

Effact of Clirate Bsters on Keratinocyte Liped
Synthesia

To demonstirate directly that choline from TCC is incor-
porated into pbospholipids of kemtinocyres, cells were
labelled with 1 uCl *H choline/ml medinm for 48 hours in
the presence of different concentrahons of ths different
clirate esters, citric acid or choline. The amoum of *H
cholins mcorporated into cellular phosphohpids was deter
minad and expressed as % of contruls. The amount of *H
cholins incorporated into phospholipld fraction in the con
trol was 252 icpm/jg protein
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TABLE 3
0M) Ciemid Coolie TCC ™ ™HC
0 100185 I00:ISS 100E16S 10O 1ES  MOL143
10 SL4:127 6L6:78 GI9:A9 B11170 1409
0 T72Sk155 ML NI03 V747 WAL
1000 Jal:280 HAESS 4S:iS* 111120 Mtz

Sytutigticaly significapt alffetls styppred i cxxirols,
w

"The data indicate that both cholins and TOC competa with

" chaline for lacorpension 4o culluler phospholiplds.

Choline competition Is expacted smce it is competing with EXAMPLE 4

the same molecule (the only difference is in the *H label) for 15

incorporation. The fact that TCC nots simflar to cholino fsa. 12 exsmwiplo {lhustrates s high Inemal phasc watee-in-ofl

direct demonatration that chotine from TOC bocomes avell.  2muilsion incorporating the inventive composition.

1ol i el el e Oer sy
ieae Wl Tmve oo mgnificant effect on 20 % wie

chotine incorpomtion into phosphalipid facticn. T as
To detormine whether TCC treatad calls have higher L 3
Jevels of plds the following experimem shown in Tuble 6 iy o
was conducted. Keratisocytes wers trexied with differes 25 Batylaind kydruy solome oo
concentrations of TCC for 48 hours and the Lpid lovels of L ®

the cells were guantified. The amounts of cholestorol, fatty
acids end phosphalipids worn quustified sod exprossed ag 6 1 > 4 PabveRyadyiems (2 sk aher
of control. Amount of cholestarnl waas 7.34 £0.14, fatty actd %0

was 21.4 123 end phospholipld was 5.8 £1.26 ng/ug call

HEXAMPFLE 3
TABLE § - Thia exampile {livstrates s oll-in-weier cream incorpn.
Cholmterol, fatvy sl sl phoaghalipld lovel of mting the Sventive cormy
‘smtinnoyies sted with TOC
GA)  Cuclestersl Peyais  Toopholighis b
] 100 185 100+ 122 100217 “ m.._ H
1 D302 MSetR2 11493 1..1-1-:“-&&-!- :
0 MIxMH1 BI+E0 N4 M4 56 4
100 MIZNT?7 Ritl24 ULIL NS Al 168D 4
1000 S3AT  MI:IET  INAx03 Tt mmirn o
“statisisally sigaificans alfbots ctanpased 10 contels. o g_.l':“ I’I.l
Perfums
The data in Table 6 indicates that TOC increased the Boryland oy tolnem an
phospholipid lovels of keratisocytes without affecting the W @

muw&mu»u:ﬂmuﬁ s 1381 cayt ek 7O 0
cellolar phosphotipids
All the shove described examples clearly demonateats that
TCC 1 more benelicial than other oy of cine ackd in o, EXAMPLE 6
providing growth, differentistion snd Mpid synthetie benafits This exampie Mustrates tn slcobolic lotion fncorporting
0 kemlinocytes. In monmery, sxamplas described here the composition scconding to the invenlion.
confirm that tricholine citrate ia superior to ofher esters of

citric acid and hag the potential 10 daliver soperior eml - wiv

aging, skin conditioning and UV protecting benefita. This

compound has the advantage that it is composed of two T:fwm al

ementlsl metsbolites required by the body is brokea down iy

Tepldly within skn cells w0 s dndividuul componeats, , _'-....u""'m.:_ "c'mm
B

deliver the individual benefits of its two components and s

safie and non-toxic even at high conesmrxrinns,
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EXAMPLE 7 ~-cootinued
This sxample illnsirxies anothar alcoholic lobon contun Sww
ing the inventive compesition pre
eve ] Hmhl;.-ﬁlﬂ :.;
Bulyl 2l as
ToC 10 Bderel 2
L3 destit 3-inktnnlden 201 1A iyl alBcoms polycter hoving & mclacsier weight of at It 30,000
‘Astiomidee “ 1o oy of o ot 1000 comtases .27 C e 72 GBC
:-i-h T > Mn—-m—.] umu-nno-qu.p.'
It should be undersinod that the specific forms of the
invention herein Mustrated and describerd are intended o be
EXAMPLE 8 15 meprsenintivo only. Chenges, incinding ut not Bmied o
‘This example \linatrates 8 mocere cream incorporsting tho mlllwll hllmmlllwl m:‘d:
of tho tonchings of tha disslosure. Accondingly, meflerence should be
made t the following sppmdsd cleins in dsenrimng the
% v 2 ]l scops of (he nvention
TCC 2 What i claimed iz
1 02 L A method of sshaneing keratinocyts proliferation n
Stticens ofl 300 etx ;.1 .un,m.mm n‘ﬂ;,eylﬂnmod“m
Comiard tion comprising 0.0001 1o 50 wt. welght
. nleahal H ¥ compomtion of trichaline citrate sad & cormotically accept
e g 0 able veincla, —
Paecl 1789 L3
mt-ud-mum ]
Calor : » KD & compostt in
b » 1M dﬂnmpddmd!ﬂdmﬂmd!mndl
mﬂullyquhh
3. A method of cohancing phoaphalipid lsvels in akin
EXAMPLE 9 keratinocytes, the mathod comprising applying Lo (be skin a

This exampie illusiraiss & aon-aqueons ghin care compg- 35
sition incorparating (he invemtive combination.

% ulw
}'u: q «©
,3-dimechyl-1-inldeniiscns 1
Sican gon I8-30* 10
Shileoom finld 349 2
Sillecan fojd Me* nw
Suelom 0
Linokss scld 0.01

composition comprising frem 0.0001 to SO wi % by wagit
of the compaosition of tricholine olirste and & coamnsticelly
valdcls,

&:mwmﬁmmﬂmm
wi. % by weigit composition of richoline civme, 3

vahicls, and an
group conalgting of sn sipha
hydroxy acld, a smuzem, & tmming ngent, & skin ami
wrinkiing agent, en enti-dandroil agent, m antl-scoe age,

lmmm-tndnwnm
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Como resultado del examen de patentabilidad de la solicitud de patente de
invencidn, realizado segan lo establece el articulo 45 de la Decisién 488 de la
Comisién de la Comunidad Andina, se notifica el siguente concepto técnico

Titulo de la solicitud "Composicién Humectante”
1 Documentos estudiados

Para el presente estudio se tuvieron en cuenta el capitulo descriptivo
comprendido en los follos 8 - 25 y el capltulo reivindicatorio de los follos 28 — 28
de ia solicitud

2 Objeto de la Invencién
El objeto de Ia presante solicitud de patente de Invencién consiste en

Las remndicactones 1 — 18 se refleren a una composicién que contiene (a)
humectante de estructura (CH,XCH;}CH,)N'(CH,) X en donde X es CH,OH,
CHOHCH,CO,- 6 sus mezclas y (b) un vehiculo compatible con la plel
Opclonalmente es un liquido, sdlido, crema, loclén & gel, contiene dcldo
orgénico, tensloactivos, agente oclusivo

L.as reivindicaciones 19 - 21 ss refieren al proceso para aumentar la humedad
de la piel, que conslste en aplicarie una composicidn

El problema planteado en esta soliciiud es la necesidad de una composicién
para humectar la piel

Para resolver este problema técnico la solicitud en estudio proporciona una
composicién que contiene (a) humectante de estructura (CHYCH,;XCH,)N*(CH,)
X en donde X es CH,OH, CHOHCH,CO,- 6 sus mezclas y (b) un vehiculo
compatible con la piel Opclonalmente es un liquido, sélido, crema, locidn 6 gel,
contiene acido orgénico, tensioactivos, agents oclusivo
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El objeto de la invencién definido antenormente se clasificd de acuerdo con la
IPC AB81 K 7/48

Tamblén se reivindica prioridad de la Solicitud de Patente de los Estados
Unidos US 08 473 590 de diclembre 28 de 1889, con respecto a la cual la fecha
de presentacidon de la actual solicitud cumple el plazo méximo permitido

3 Determinacién del Estado de la Técnica

El articulo 18 de la decision 488 de la comisién de la Comunidad Andina que establece
que “E! esiado de Ia téchica comprenderd todo lo que haya sido accesibie al publico por
una descripcién escrita u oral, utilizacién, comercializacion o cusiquier otro medio anles
de la fecha de presentacién de la soliciud de palenio o, en su caso, de la prioridad
reconocida

Solo para el efecto de la determinacién de la novedad, iambién se considerara deniro
def estado de fa técnica, el confenido de una solicitud de patente en trémite anle la
ofictna nacional competente, cuya fecha de presentaciin o de priorided fuese anterior a
Ia fecha de presentacitn o de prioridad de la solichud de patente que se estuviese
examnando, siempre que dicho contenido esté Incluido en la soliciiud de fecha anterior
cuando ella se publique o hublese transcurndo el plazo previsto en el articulo 40*

Considerando que la fecha de presentacién de la primera solickud de patente
de la cual se reivindica pnoridad es diclembre 28 de 1988, se consultaron las
bases de datos y los archlvos con que cuenta la entidad con fecha de
publicacién anterior y se encontraron los sigulentes documentos que anticipan
ol objeto de esta solicitud

No Documento Titulo Fecha de
Publicacién
D1 US 4 885 167 Dermal Coametic Compoeltionand | Dic 5, 1888
_ Applications therafor
D2 WO 08 27363 Halr and Skin Treatmant Agent Sep 12, 1996
D3 US 5571 518 Cosmetic Compositions Contalning | Nov 5, 1096
Trichaline Clirate

4 Evaluacién de los requisitos de Patentabllidad

El articulo 14 de la Decisién 486 de la Comisidn de la Comunidad Andina establece que
“Los Palses Miambros oforgarén patentes para las invenciones, sean de producto o de
procedimiento, en todos los campos de la tecnologla, siempre que sean nuevas, tengan
nivel inventivo y sean susceptibies de aplicacion industrial®

En cumplimiento del articulo 14 de la Declslén 488, se procedié a evaluar el
cumplimlento de los requisitos de novedad, nivel Inventivo y aplicacién
Industnal, con el fin de establecer la patentabllidad de la invenclén revindicada
en |a sollcitud en estudlo

Evaluacién del Nivel Inventivo

El articulo 18 de la Decislion 486 de la Comisién de la Comunidad Andina establece que
Se consideraré que una Invencion tiene nivel inventivo, sl para una persona del oficio
normalmente versada en la materia técnica cormespondiente, esa invencién no hubless
resultado obvia ni se hublese derivado de manera evidente del estado de la técnica

Las relvindicaciones 1 ~ 18 se refieren a una composicién que contiene (a)
humectante de estructura (CH, CH,}CH;)N*(CH,) X en donde X es CH,OH,
CHOHCH,CO,- 6 sus mezclas y (b) un vehlculo compatible con la plel

'z
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Opcionaiments es un liquido, sélido, crema, loclén 6 gel, conflene écido
orgénico, tensloactivos, agente oclusivo

Las relvindicaciones 19 - 21 se refieren al proceso para aumentar la humedad
de la plel, que conslste en aplicarle una composicién

D1 ensefia (ver follos 98 y 99) una composicién humectante para aplicacién
dérmica que contiene (a) humectante colina y (b)dcido organico allfatico

D2 ensefia (ver follos 101 - 103) una composicién humectante que contiene (a)
una sal de colina de un &cido inorgénico 6 un acldo carboxfico y (b) un vehiculo
compatible con la plel

D3 ensafia (ver follos 104 — 110) una composicién humectante que contiene
citrato de fncolina (TCC) y un vehlculo compatible con la plel Ensefia (columna
16) un método para tratar la apariencia arrugada, secs, envelecida que consiste
en aplicar a la plel una composicién Ensefia (ver columna 13) que el
mecanismo por el cual actian colina y TCC es que estas complten con colina
H® y se hacen disponibles a |as células para la sintesis de los fosfollpidos
celulares

Se aclara que

La caracteristica principal de la composicién revindicada es que contiene el

humectante de estructura {CH, CH,;XCH,)N'(CH,) X en donde X es CH,OH,

CHOHCH,CO_,-, es decircolina De manera que la caracteristica principal de la

composicion relvindicada, que s el humectante colina, se inclula normaimente

en las composiciones de las anterioridades

Se observa que

(a) debldo a que el humectante colina, era conocido en las anterioridades, una
persona de habllidades ordinaras en el arte Incluiria faclimente el
compuesto a la preparaclén de la composicién de esta solicitud,

(b) las revindicaciones de esta solicitud no mencionan una caracterishca que
conceda un efecto diferente o especlal a las composiciones relvindicadas,
que pueda considerarse como un aporte a la técnica, asl que son obvias
para una persona versada en la materia,

(c) el problema planteado en esta solicitud que es la necesldad de una
composiclon para humectar la plel se resueive proporclonando una
composiciébn que contene (a) humectante de estructura
{CH3XCH,)CH4)N'(CH,) X en donde X es CH,OH, CHOHCH,CO,- 6 sus
mezclas y (b) un vehliculo compatible con la piel, es dacir de la misma
manera como 86 resolvia en las anterioridades,

(d) el resultado obtenido es decir la composiclién que contiene (a) humectante
de estructura (CHyXCH,XCH,N*(CH;) X en donde X es CH,OH,
CHOHCH,CO,- 6 sus mezclas y (b) un vehlculo compatible con la plel, no
as Inesperado

(e) no parece haberse superado un prejuicio técnico anterior, con la
composicion propuesta que contiene (a) humectante de estructura
(CH,XCH;XCH )N*(CH,) X en donde X es CH,OH, CHOHCH,CO.- 6 sus
mezclas y (b) un vehiculo compatible con la plel,

de manera que el objeto relvindicado no tiene nivel inventivo

Con respecto a las relvindicaciones 18 — 21 que se refieren al proceso para
aumentar la humedad de la plel, que consiste en aplicarie una composicién, se
observa que con base en el método ensefiado en D3 (columna 16) para tratar la
apariencia arrugada, seca, envejecida que consiste en aplicar a la plel una
composicién, una persona de habllidades ordinanas en el arte hubiera llegado
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de manera obvia proceso para aumentar la humedad de la plel que consiste en
aplicarle una composicién Asl que el objeto de aestas raivindicaciones no tiene
nivel Inventivo

8 Concluslén

En conclusién, los requisitos de patantabilidad de la presente solicitud estdn
afectados as!

ltem Documento Relvindicaclones Requislto que afecta
_ afoctadas
D1 US 4 885 157 1-21 Nivel inventivo
| D2 WO 96 27383 1-21 Nivel inventivo
| O3 Us 6 671 518 1-21 Nivel inventivo

En cumplimiento del articulo 45 de la Decision 488 de la Comisién de la
Comunidad Andina, se le Indica que debe dar respuesta dentro del término de
sesenta dlas contados a partir de la fecha de la notificaclén de la presente
comunicacién En caso de no dar respuesta al presente requerimiento o sl a
pesar de la respuesta subsistieran los impedimentos para la concaesién, se
denegars la patente

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5 2, literal
), del capltulo quinto del tituic pnmero de la Circular Unica No 10 de 2001

ALIX ENZA CESPEDES DE VERGEL
Jefe de l9'Divisién de Nuevas Creaciones

El anterior requerimiento fue notificado por fijacién en lista, de fecha

24468 2%

CONCEPTO TECNICO EXAMINADOR TECNICO
No 1307 Cddigo 202007
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SUPERINTENDENCIR DE INDUSTRIA Y COMERCIO \\9
RADICACION 0-97840 EDICTO No. 812

LA SECRETARIA GENERAL. AD-HOC
MACE SABER

Que este Superiniendencla profiid Resolucién No 34884 de 20-DIC-2008 Que el contenido da la parts resoktiva es como sigue El
Superintendents de Industria y Comerclo

RESUELVE

ARTICULO PRIMERD WNegar o privilegio de patenis de Invencién pam s soliciiud
comespondienia a “COMPOSICION HUMECTANTE"

ARTICULD SEGUNDO- Notificar parsonaiments sl contankio de i presente resolucidn
reposicidn Interpuesto
Comercia ol momento da la notificaciin o dentro de los 5 diss hiblles sigulenios a olla

NOTIFIQUESE Y CUMPLABE
Dada en Bogott D.C. alos 2000 B

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

Pera notficar & loa Interesados se fla ol p
COMERCIO por el ténmino de (10) diex dia

Sacretaria General Ad-Hoc 10-EN
Secrelaria General Ad Hoc
EDICTO No 812

EDICTO en lugar visible al pdblico en la SUPERINTENDENCIA DE INDUSTRIA Y
blles contados a partir de las 8-00 a.m de hoy

Este edicto se desfia hoy 23-ENE-2007 a lag 4 30 pm

http //10 20 1 11/Documentos/ApEdictos/edictos php?fecha=10-1-2007&kini=120 09/01/2007



