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REIVINDICACIONES

1. Un oleogel que comprende:

- un liguido no polar que tiene una fraccién entre 80 y 99%

en peso, con base en el peso total del gel,

-por lo menos un triterpeno altamente dispersado

que tiene un

tamafio de particula promedio menor a 50 um como un agente

formador de oleogel en una fraccién entre 1% en

peso, con base en el peso total del gel.

2. El oleogel de acuerdo con la reivindicacién 1,

donde el tamafio de particula promedio del

triterpeno es menor a 10 um.

3. El oleogel de acuerdo con las reivindicaciones 1 &

|
ﬁeso y 20% en
|

al menos un

P
oy

donde la fraccién de aglomerados secundarios del| al menos un

triterpeno es menor a 20% en peso.

4. E1 oleogel de acuerdo con cualquiera de las reivi

a 3,

ndicaciones 1

donde el al menos un triterpeno tiene una distribucidn de

tamafio de particula homogénea.

5. E1 oleogel de acuerdo con cualguiera de las reivi
a 4,
donde el &rea de superficie especifica del

triterpeno estd entre 1 m?/g y 500 m’/g.

6. E1l oleogel de acuerdo con la reivindicacién 5,
donde el &rea de superficie especifica del

triterpeno estd entre 10 m?/g y 100 m?/g.

7. El oleogel de acuerdo con la reivindicacién 6,
donde el A&rea de superficie especifica del

triterpeno esti entre 20 m?/g y 50 m?/g.

ndicaciones 1

al menos un

\
al menos un

al menos un

8. El oleogel de acuerdo con cualquiera de las reivindicaciones 1

a 7,
donde la fraccién del al menos

dispersado es mayor a 80% en peso.

un triterpeno altamente
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9. El oleogel de acuerdo con la reivindicacién 8,

donde la

digpersado es mayor a 90% en peso.

fraceién del al menos

un triterpeno altamente

10. El1 oleogel de acuerdo con cualquiera de las reivindicaciones 1

a 9,

donde el al menos un triterpenc tiene una fraccién de més de

80% en peso de betulina.

11. El1 oleogel de acuerdo con cualquiera de las reivindicaciones 1

a 10,

donde la fraccién del agente formador de oleoge

3% en peso y 15% en peso.

12. El oleogel de acuerdo con la reivindicacidn 11,

1 estéd entre

donde la fraccién de liquido no polar estéd entre 88% en peso

y 94% en peso y la fraccién del agente formado

esti entre 6% en peso y 12% en peso.

r de oleogel

13. El oleogel de acuerdo con cualquiera de las reivindicaciones 1

a lz,

donde el liquido no polar es aceite vegetal, animal,

o sintético.

14. El oleogel de acuerdo con la reivindicacién 13,

mineral

donde el aceite es uno de los siguientes aceites vegetales:

aceite de girasol, aceite de oliva, aceite

aceite de almendra © una mezcla de los mismos.

de aguacate,

15. El oleogel de acuerdo con cualquiera de las reivindicaciones 1

a 12,

donde el liquido no polar es una cera o una paraf

ina.

16. Un método para la produccién de un oleogel, que comprende una

mezcla de los siguientes ingredientes:

- un liguido no polar en una fraccién entre 80% en peso y 929%

en peso, con base en el peso total del gel,

-al menos un triterpeno altamente dispersade que tiene un

tamafio de particula promedio menor a 50 pum como un agente

formador de oleogel en una fraccidn entre 1% en peso y 20% en.

peso, con base en el peso total del gel.
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17. E1 método de acuerdo con la reivindicacién 16,

donde el tamafio de particula promedio del al menos un

triterpeno es menor a 10 pm.

18. El método de acuerdo con las reivindicaciones 16 6 17,
donde la fraccidén de aglomerados secundarios del al menos un

triterpeno es menor a 20% en peso.

19. El método de acuerdo con cualquiera de las reivindicaciones 16
a 18,
donde el al menos un triterpeno tiene una distribucién de

tamafioc de particula homogénea.

20. El1 mé&todode acuerdo con cualquiera de las reivindicaciones 16
a 19,
donde el &rea de superficie especifica del al menos un

triterpeno estd entre 1 m’/g y 500 m?/g.

21. E1 método de acuerdo con la reivindicacién 20,
donde el &rea de superficie especifica del al menos un

triterpeno estd entre 10 m?/g y 100 m®/g.

22. El método de acuerdo con la reivindicacién 21,
donde el &rea de superficie especifica del al menos un

triterpeno estd entre 20 m’/g y 50 m’/g.

23. E1 método de acuerdo con cualquiera de las reivindicaciones 16
a 22,
donde la fraccién del al menos un triterpeno altamente

digpersado es mayor a 80% en peso.

24. El método de acuerdo con la reivindicaciébn 23,
donde la fraccién del al menos un triterpeno altamente

dispersado es mayor a 90% en peso.

25. El1 método de acuerdo con cualquiera de las reivindicaciones 16
a 24, '
donde el al menos un triterpeno tiene una fraccién de més de

80% en peso de betulina.
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26. El método de acuerdo con cualquiera de las reivindicaciones 16

a 25,
donde la fraccién del agente formador de oleogel esté entre

3% en peso y 15% en peso.

27. El1 método de acuerdo con la reivindicacién 26,
donde la fraccidén de liquido no polar estéd entre 88% en peso
y- 94% en peso y la fraccién del agente formador de oleogel

est& entre 6% en peso y 12% en peso.

28. E1 método de acuerdo con cualguiera de las reivindicaciones 16
a 27, '
donde el liquido no polar es aceite vegetal, animal, mineral

o sintético.

29. El método de acuerdo con la reivindicacidn 28,
donde el aceite es uno de los siguientes aceites vegetales:
aceite de girasol, aceite de oliva, aceite de aguacate,

aceite de almendra o una mezcla de los mismos.
30. E1l método de acuerdo con cualguiera de las reivindicaciones 16

a 27,

donde el liquido no polar es una cera o una parafina.

JMS\JMS\ID-129843\WPC15695
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EMULSION CONTAINING A PLANT EXTRACT,
METHOD FOR PRODUCING SAID EMULSION
‘AND FOR OBTAINING A PLANT EXTRACT

[0001] The present invention concerns a process for
obtaining triterpenes and/or their components as well as an
emulsion, of which the aqueous and fatty phases are emul-

sified by a plant extract, wherein the plant extract contains

at least one triterpene and/or a triterpene divertive and the
emulsion further contains at least -one oil and/or fat and
water. Besides this, the present invention concerns a process

for producing the emulsion as well as the use of the.

triterpenes for production of cosmetics and pharmaceuticals,

[0002] Natural ingredients, fragrances or flavors and
active substances have for a long time been isolated, using

‘various extraction techniques, from wholé plants and their

parts, such as leaves, roots, fruits or bark, As one of the first
natural substances, betulin (birch camphor), the substance

- which imparts to birch bark its white color, was extracted

from plant material in the year 1788 (Lowitz, M., Chemische
Analysen, Hrsg. Crell, L., Vol. 2, page 312). Subsequent to

this first isolation there followed scientific studies, including’

elementary analysis of betulin, which were publistied by U.
Hausmann 1876 (Hausmann, U., Annalen der Chemis, 182,
page 368).

[0003] Befulin containing plants are widely dlsm‘buted in
the plant kingdom. They belong primarily to the Hamame-
lididae (angiosperm planis), where in one single species in
the order fagales (birch relatives), and more particularly in
the family of the betulaceen (birches), the content of betulin

“accumulates in.the outer bark (review article: Hayek, E. W,

et al,, (1989), A Bicentennial of Betulin, Phytochemistry,
28(9), pages 2229-2242) The white part of the birch bark,
in particular the species betula pedula, betula verrucosa and

betula papyfera can contain more than 30% betulin. More,

précise research was published by Rainer Ekman in the year
1983, according to which 21-40% triterpens, or 16.7-34%
betulin, were extracted from the dry outer bark of betula
verrucosa (Ekman, R. (1983a), Holzforschung, 37, page

205-211). The inner bark, in comparison, contained only .

traces of triterpenes, in the realm of approximately 0.37-
0.43% (Eckman, R. (1983b), Finn. Chem. Letters, page

_ 162).

[0004] Betulin is a pentacyclic: tﬁterpene with a lupan
skeleton, which is also referred to as betulinol, trochoton,
birch camphor and (coryli) resinol. The characterizing fea-

" ture of the lupan group is a ring with five carbon atoms

within the pentacychc system, which contains an o-isopen-
tyl group in the position C-19. Betulin is further character-

ized by a high thermal stability, its melting point lies'

between 250 and 260° C., whercin even high values are
obtained after sublimation of the re-crystallized product. Its
molecular weight is 442.7, it is soluble in pyridine and
tetrahydrofuran, however only slightly soluble in dichlo-
romethane, chloroform and cold orgauic solvents, wherein
its solubility however significantly increases with increasing
temperature. In water and cold petroleum cther [carbohy-
CH)] betulin is practically
insoluble. Besides this, kinetic research has shown low
reactivity of the hydroxy group of betulin {review article:
Jidskeldinen, P. (1981), Paperi ja Puu—Papper och Trd 10,
pages 599-603).

[0005] Alrcady in the year 1899 J. Wheeler demonstrated
the antiseptic characteristics of betulin, it is thus used for

" which has also been used for treatment of rheumatism 2
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stexilizaiion of bandages and ' adhesive mcdical plas

the white birch bark and, due to its low solubxhty, mo
likely contains no betulin, since the content of betulin in t}

or water-alcohol mxxturﬂs (up to 60% alcohol) (Ekman,
(1983b), supra).

[0006] The thus obtained product of boiling is used f
treatment of hot flashes, water craving, gout and- for ski
diseases, as well as a tincture for bandages for abscesscs,
Further, birch bark is used for production of birch bark ai

inhibited . the rephcanon of retrovuuses, in pamcular
human immune deficiency virus (HIV1). The publis
bacteriostatic and bactericidal effect of betulin against in
tinal Escherichia coli, Salmonella typhi, -Shigella ﬁ

al,, ( 1991), Sterol and tnterpenc denvates from plants (. ..
) Oncogene 48, pages 72-76)

from birch cork, one could consider using, besides sublima-
tion (Lowitz, M., supra), above all "extraction in broi

Eckermann, C and Ekman, R (1985), Papen Ja Pyu—

Papper och Tra 3, pages 100-106 O’Connell, M. M. et al,,
(1988), Phytochemistry 7, pages 2175-2176; Hua, Y. ef al.,
(1991), Journal of Wood Chemistry and Technology 1 (4).
pages 503-516).

[0009] - The dlsadvantage of the sublimation technigue is
the fact that the content is obtained only with very low y eld
which necessitates the use of large amounts of stafting
materials. Besides this, a particular disadvantage of the
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would have had a negative influence on the degree of purity
following extraction, In order to further increase the degree
of purity, the extracted components.can be snbscquently post
washed with fresh solvent.

[0034] In a preferred embodiment the first washing step is
carried under a pressure of 1 to 300 bar, preferably 10 to 35
bar, particularly preferably about 25 bar. The actual extrac-
tion occurs preferably at a temperature of 50 to 200° C.,
preferably 140 to 160° C., particularly preferably about 150°
C. and under a pressuze of 1 to 300 bar, preferably 10 to 35
bar, particularly preferably about 25 bar, In these extraction.
conditions large amounts of pure triterpenes, m particular
pure ‘betulin, are obtained.

[0035] The inventive process has also been found to be of
particular advantage, when the crystallization of the triter-
pene occurs as mlcro-crystalhzauon with an average parucle
size of <40 pm, in particular from 2 to 32 um.

[0036] A further atribute of the present invention is.an

" ‘emulsion, of which the aqueous and fatty phases are emul-

sified by a plant extract, wherein the plant extract includes
at least one triterpene and/or at least one derivative of a
triterpene and the emulsion further includes at least one. oil
and/or fat and water.

[0037] The tritetpene and/or its derivative preserves and
emulsifies the emulsion. Besides this, it is pharmaceutically
active. Thereby it is in particuler achieved, that the emulsion
contains no supplemental preservative, and thus possesses a
particularly high degree of purity and a good compatibility
above all with problematic applications to damaged skin.

[0038] The plant extract is herein an extract of birch bark,
preferably from the white part of the birch bark, which is
referred to as birch cork.

[0039] In a further embodiment the plant extract contains
at least one of the substances betulin, betulinic acid, betu-
lonic acid, lupeol (lupol), erythrodiol, allobetulin, phellonic
acid, hydroxy-lactone, betulonic aldehyde, B-amyrin, olean-
olic acid, ursolic acid, esterified betulin and/or B-sitosterol.
These plant constituents conld be employed mdmdually as
well as mixed with each other in various combinations in the
inventive emulsion, A particularly snitable combination. is
comprised of betlin>80%, betulinic acid<10%, lupeol<3%,
oleanolic acid«<4%, erythrodiol<4% and water«<1%.

[0040] The emulsion preferably contains the triterpene
and/or its derivative in a concentration of 2 to 10%. Depend-
ing upon the desired consistency, the proportion of the
triterpene and/or its derivative can be varied in the men-
tioned concentration range. For the employment of a fluid
Iotion the emilsion exhibits for example a concentration of
the triterpene and/or its derivative of 2 to 3.5%. If the
emulsion is used in the form of a cream, the concentration
of the triterpene and/or its derivative is preferably 3.5 and
10%.

[0041] The oily and/or fatty component of the emulsion
can be selected from any of the dermatological and cosmetic
knovim oils and fats. Particularly suitable are animal and

“at most 4% oleanolic acid.

i
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solidifiers can be employed. As moisturizers there can be
employed in particular glycerin and urea or carbamide.
Herein above all concentrations of respectively 3 to 1006
glycerin and/or urea or carbamide are suitable based upon
the amount of the emulsion. As thickener there can

employed, for example, polysaccharides, which are to be
added in a concentration of 0.2 to 2%, preferably 0.5%,
based upon the amount of the employed water. Natuzal
polysaccharides as well as further sugar compounds' and
their derivatives are particularly suitable, since they do n] 1
react with the other components of the emulsion, they do 1
modify them and are thus chemically inert.

[0043]  Thus the polysaechande agar agar is prefera y
employed, Agar agar is a mixture of agarouse and agaropec-
tin, which is obtained from red algae and has the advantage
that it cannot be decomposed by most micro-organi
Alternatively, the polysacchande carrageenan can
employed which occurs naturally in the cell wall of red algae
and certain brown algae and has the same advantages as agar
agar. ‘

[0044] In a further embodiment the emulsion compnse 2
to 10% extract from the white part of the birch bark, 20(to
30% avocado oil, 10 to 20% almond oil and 40 to 68% watgr.
The most preferred concentrations comprise -4% extract
from the white part of the birch bark, 29.3% avocado dil,
14.7% almond oil and 52% water.

[0045] A further inventive emulsion contains 2 to 1G%
extract from the white part of the birch bark, 20 to |

avocado oil, 10 to 20% almond oil, 5 to 10% moisturizi g '

agent and 30 to 63% water. Herein the most preferred is
concentration of 4% extract from the white part of the buch
bark, 29.3% avocado oil, 14.7% almond oil, 5% glycetin
and/or 5% urea and 42 to 47% water.

[0046] The extract from the white part of the birch bark,
which is contained in all emulsions, comprises at least 80%
betulin, at most 10% betulinic acid, at most 3% lupeol and

[0047] The emulsion, on the basis of its coxnposmorfx ol
its.verifiable biocompatibility, is particularly suitable: as a
salve base for addition of all known: fragrances, cosmetjcs
and medicinal active agents.

[0048] A further atribute of the invention is a process for
producing the inventive emulsion, wherein the pr
includes the following steps: !

[0049] (a) dispersion of triterpene in an oil and/or fat;
[0050] (b) emulsification of water; '

~ [0051] (c) homogenization of the emulsion to the
desired consistency.

[0052] Herein the dispersion and-homogenization preﬁer-_
+] ably occurs in a homogenizing mixer since the process

dan
be carried in particularly simple manper in this way, Further,
it is possible to prepare small amounts of emuls:on for
individual applications, \

1
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plant fats. such as JOjoba oil, peanut oil and olive oil.
Particularly preferred is the use of avocado and/or almond
oil. .

{0042] In order to regulate the consistency of the inventive
emulsion, conventional moisturizers and/or thickeners and

[0053] In a particularly preferred -embodiment thdre| is
added 1o the water w_hich is used during emulsification a
momtunzmg agent, in particular glycerin and/or urea, or a
thickener, in partlcular a polysaccharide. Thereby a pam o1~
larly creamy consistency can be achieved.
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[0054] A further attribute of the present invention is the
use of the triterpenes for manufacture of a cosmetic, pref-
erably in the form of a salve, alotion, a cream; a gel, a jelly,
a tincture, a shampoo, a powder and/or a cosmetic (compact)
powder, in particular for apphcauun upon the skin, the face
or scalp or scalp and/for for inhalation. On the basis of its
chemical relationship to sterols the triterpenes, in particular
the ‘obtained betulin, are particularly suitable for skin and
head care. It relaxes and smoothes skin, reduces the water
foss and induces attractivencss and blush. Thercby the
cosmetic can be particularly employed for maintaining
moisture of the skin and smoothing the skin as well as for
reduction of age spots and can be employed in the case of

dandruff or flaking skin. A further advantage i the water

insalubility of the triterpenes, so that skin which is exposed
to water vigorously and for prolonged periods is particularly
well protected. On the basis of the anti-bacterial effect the
use as deodorant is particularly advantageous Added to this
is the minimization of transpiration on the basis of an
effective closure of the sweat glands,

[0055] A further attribute of the present invention is the
use of the triterpenes for production of a pharmaceutical or
medicinal forrmulation, preferably in the form of a salve, a

Intion, a cream, a gel, a jelly, a tincture, a shampoo, a powder
and/or a cosmeétic (compact) powder, in particular for appli-
cation upon the skin, the face or scalp or scalp, and/or for

.inhalation, particularly preferably for treatment of dermato-

logical conditions of the skin and/or the scalp, above all for
neurodermitis, psoriasis, ‘contact eczema, - melanoderma,
impetigo, pre-cancerous conditions of the skin as well as for
inhalation during asthmatic attacks and/or for substitution in
place of glucocorticoids. Likewise, on the basis of their high
purity, the obtained triterpenies, in particular the obtained
betulin, is suitable for the therapeutic application on pre-
cancerous skin.

[0056] The inventive emulsion is so well suited for the
above-mentioned applications because the extract from the
white part of the birch bark includes no mutagenic charac-
teristics. Topical toxicity tests were likewise carried out,
wherefrom no sensitizing characteristics were discovered.

[0057] The following examples serve for illustrating and
imparting a better understanding of the present invention,
but should in no way be considered as limitations.

- EXAMPLES
I Cliﬁical Observations

[0058] Various clinic observations of dermatological skin
changes were carried out by general practice doctors as well
as clinical doctors, Following the diagnosis by the doctors
there occurred a treatment of the patients with the inventive
emulsion, which was produced in accordance with described
processes, .

Example 1
[0059] Patient: male, 68 years

' [0060] Diagnosis: heavy, generalized psonasxs vul-
garis

[0061] Pre-Treatment: medium strength cortisone
salve

_[0076] Patient: female, 10 years

May 8, 2003

[0062] Application: scalp.

[0063] Treatment: multiple daily application of t
inventive emulsion as salve upon-the afflicted
areas - !

[0064] Results: the occurrence of psoriasis efflor

cence following application of the. cortisone salve
was prevented by the application of the inventive

emulsion

Example 2
[0065]) Patient: male, 48 years
[0066] Diagnosis: light psoriasis vulgaris

'[0067] Pre-Treatment: .medium strength cortiso

salve
[0068] Application: head

[0069] Treatment: multiple daily application of
inventive emulsion as salve upon the afflicted
© areas

[0070] Results: healing of the approximately doll
- piece sized presternal inflamed focal areas of 1
infection on the bead upon application of the inv
tive emulsion within 14 days; reinflamation of {
infection (=recidivist) after cessation of applicati
of emulsion; renewed definite improvement up

" resumption of the treaiment

Example 3
[0071] Patient: female, 5. months

(3
in

I~
<

c
1l
Do

[6072] Diagnosis: neurodermitis, hyperkeratotic, pre-

maturely aged, chapped-shriveled skin
[0073] Application: body

[0074] Treatment: multiple daily applications of s{;h;z

inventive emulsion as salve upon the aﬁhcted
areas

[0075] Results: very noticcable improvement, exdel-

3

lent effectiveness wnh simultaneously good compat-

iblhty
Example 4

[0077] Diagnosis: neurodermitis, hypcrkeratouc,pre-

maturely aged, chapped-shriveled skin
[0078] Application: body

[0079] Treatment: multiple daily applications of the

inventive emulsion as salve upon the afflicted spn

arcas

[0080] Results: very noticeable improvement, ¢xgel-
lent effectiveness with simultancously good compat-

ibility
Example 5
[0081] Patient: male, 5 months

[0082] Diagnosis: neurodermitis, hyperkeratouc, pre-

maturely aged, chapped-shriveled skin

N
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e (54) '!‘lﬂe. USB OF BETULIN AND ANALQGS THEREOF TO TREAT HBRPESVIRUS INFECI’ION

o A merapemic method is provided for tmating 8 mammal afﬂicted with a herpesvhus infection, comprislng administeﬂn an effective
amount of betulin or a derivative thercof, ‘The invention also. provides novel betulin derivatives, pharmaceutical compositi
riovel betulin derivatives, novel betulin deﬂvatiws for use in mediem therapy. and the use of betulin deﬁvaﬁvﬁ to prepare :

; -useful for treating he!pesvims infection g

-comprising | -
me:}i_emnent




o ; mbmsidﬂ (m'A), acyclovxr, bromovmyl deoxyundme, foscamet, and omer
. _ acychc nucleomde analogues Among all the anh-HSV agents, acyclom ( A CV;_ o -:
- was the first Senumely selecnve agent It profmmdly affects viral DNA [ | SRR
e _-_..polymemse functlon through obhgatory cham ternunatlon and compeane [
C & ._mmbmon. See B Beam, P.QSSMMQSL: 11’ 297 (1983) The poor absorpnon -~ : o
. ?‘ ;ff_'f .”_'rate and’ pharmacolqnetlcs of acyclovxr have been overcome to some extent by ‘i.'
w me use of prodrugs like valac:clovn' and pencxclov:r in treatmg mfectcd __ o
T mdmduals Howevcr, many HSV-I and HSV-2 strams have producad mﬁtan % g i
. that are resxstant to ACV Also, drugs such as ACV reqmre the vmxs to be .
10 antivcly multlplymg and are not active when the virus is latent. The great est B o
| . B dlfﬁculty in ﬁndmg anthral compounds is due fo the reqmrement that the aotwé -
‘ ‘compound must act on wms thhm ahost cell thhoutcausmg damage to. th¢ '

; ; host cell (A‘ Chiatos etal., Virol, 180, 93a91), r- 1

There is an mcreasmg need for antmral and antlbactenal agenti,_'

A : e The pmem mventxon prowdes atherapeunc method for the | |
‘ treatment ofherpeswms mfecuon compnsmg adrmmstermg to amammal suc - :
: - as ahuman, afﬂwted thh aherpesvxms mfecuon, an effecuve anu-vn'al amcpunt I L

" ofa compound offormula(l) Y I AL I |

._«..4!.{_1{\'-...‘....;' -
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By ; because of therapeutw comphcatxons due to the emergence of new bactena ahd S
-{\'"j,_f vxmses, and mutahons of the old vnral and bactenal specxes
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Compounds of formula I wherein X is (C,-C¢)alkanoyl can be
prepared from a corresponding compound wherein X is H by reaction with the
requsite (C,-Cﬁ)alkanoyl-Cl

Compounds of formula I wherein Y is (C,-C¢)alkanoyl can be
prepared from a corresponding compound wherein Y is H by reaction with the
requsite (Cl-Cs)alkanoyl-Cl |

The compound of formula I dichlorooxalylbetulin is also a useful

intermediate for preparing other compounds of formula I wherein X and Y are
-C(=0)C(=O)R,. |

The compound of formula I 28-chlorooxalylbetulin is also a ‘
useful intermediate for preparing other compounds of formula I wherein X is
-C(=0)C(=O)R,.

Pharmaceutically acceptable salts include nontoxic amine salts
and alkali metal salts of phosphates and nontoxic inorganic and organic acid
addition salts of amines, such as the citrate, malonate, malate, tartarate,
hydrochloride, sulfate, bicarbonate, and carbonate salts.

The compounds of formula (I) can be formulated as

PCT/US98/02445
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pharmaceutical compositions and administered to a mammalian host, such as $

human patient afflicted with herpesvirus infection, in a variety of forms adapted

to the chosen route of administration, i.e., orally or parenterally, by intravenous,

intramuscular, topical or subcutaneous routes.

Thus, the present compounds may be systemically administered,

.., orally, in combination with a pharmaceutically acceptable vehicle such as
an inert diluent or an assimilable edible carrier. They may be enclosed in har
soft shell gelatin capsules, may be compressed into tablets, or may be
incorporated directly with the food of the patient's diet. For oral therapeutic
administration, the active compound may be combined with one or more
excipients and used in the form of ingestible tablets, buccal tablets, troches,

or

capsules, elixirs, suspensions, syrups, wafers, and the like. Such composiﬁb

and preparations should contain at least 0.1% of active compound. The

percentage of the compositions and preparations may, of course, be varied and
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may conveniently be between about 2 to about 60% of the weight of a given uniL

dosage form. The amount of active compound in such therapeutically useful -

compositions is such that an effective dosage level will be obtained.

The tablets, troches, pills, capsules, and the like may also contain

the following: binders such as gum tragacanth, acacia, corn starch or gelatin;
excipients such as dicalcium phosphate; a disintegrating -agent' such as corn

starch, potato starch, alginic acid and the like; a lubricant such as magnesium
stearate; and a sweetening agent such as sucrose, fructose, lactose or aspartame
or a flavoring agent such as peppermint, oil of wintergreen, or cherry flavoring

may be added. When the unit dosage form is a capsule, it may contain, in

addition to materials of the above type, a liquid carrier, such as a vegetable oil or

a polyethylene glycol. Various other materials may be present as coatings or to

otherw1se modify the physical form of the solid unit dosage form. For instance

the like. A syrup or elixir may contain the active compound, sucrose or fructo#e

asa swectening agent, methyl and propylparabens as preservatives, a dye and
flavoring such as cherry or orange ﬁavor. Of course, any material used in
preparing any umit dosagé form should be pharmaceutically acceptable and
substantially non-toxic in the amounts employed. In addition, the active

PCT/US98/02445|

compound may be incorporated into sustained-release preparations and devices.

The active compound may also be administered intravenously or

intraperitoneally by infusion or injection. Solutions of the active compound o
its salts can be prepared in water, optionally mixed with a nontoxic surfactant,
Dispersions can also be prepared in glycerol, liquid polyethylene glycols,

triacetin, and mixtures thereof and in oils. Under ordinary conditions of stora%c

and use, these preparations contain a preservative to prevent the growth of
microorganisms.

The pharmaceutical dosage forms suitabie for injection or
infusion can include sterile aqueous solutions or dispersions or sterile powdér?

comprising the active ingredient which are adapted for the extemporaneous

preparation of sterile injectable or infusable solutions or dispersions, optionally

T R S )
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and additional antimicrobial agents ¢an be added to optimize the properties fof a
given use. The resultant liquid compositions can be applied from absorbent
pads, used to impregnate bandages and other dressings, or sprayed onto the
affected area using pump-type or acrosol sprayers. The liquid compositions can
also be employed as eyedrops, mouth washes, douches, etc. Antibacterial |
presaturated wipes are disclosed by Anderson (U.S. Pat. No. 4,896,768).

Thickeners such as synthetic polymers, fatty acids, fatty acid salﬁ§

and esters, fatty alcohols, modified celluloses or modified mineral materials can
also be employed with liquid carriers to form spreadable pastes, gels, ointments|
soaps, and the like, for application directly to the skin of the user.

Other examples of useful dermatological compositions which can

be used to deliver the compounds of formula (I) to the skin are disclosed in

Jacquet et al. (U.S. Pat. No. 4,608,392), Geria (U.S. Pat. No. 4,992,478), Smith

et al. (U.S. Pat. No. 4,559,157) and Wortzman (U.S. Pat. No. 4,820,508).
Useful dosages of the compounds of formula (I) can be

models. Methods for the extrapolation of effective dosages in mice, and other

animals, to humans are known to the art; for example, see U.S. Pat. No.

Generally, the concentration of the compound(s) of formula (I) in
a liquid composition, such as a lotion, will be from about 0.1-25 wt-%,
preferably from about 0.5-10 wt-%. The concentration in a semi-solid or solid
composition such as a gel or a powder will be about 0.1-5 wt-%, preferably ‘
about 0.5-2.5 wi-%. Single dosages for injection, infusion or ingestion will
generally vary between 50-1500 mg, and may be administered, i.e., 1-3 times
daily, to yield levels of about 0.5 - 50 mg/kg, for adults,

The invention will be further described by reference to the

following detailed examples.

o EXAMPLE 1
Betulin extraction and purification

3 AATRLEER LR
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a2) Patent Application Publication (o) Pub. No.: US 2001/0038878 A1l

Bhaggan et al. . (43) Pub. Date: Nov. 8, 2001
(54) FAT BLENDS WITH CRYSTAL MODIFIERS 30) Foreign Application Priority Data
(76) Inventors: Krish Bhaggan, Wormerveer (NL); Feb. 10, 2000 (EP) 00301035.0
Frederick William Cain, Wormerveer
(NL); John Hugh Pierce, Sharnbrook Publication Classification
(GB); Julia Sarah Rogers, Sharnbrook : ’ :
(GB); Ulrike Schmid, Wormerveer (51) Int. CL7 ... A23D %/00
(NL) (52) US.CL 426/607; 426/417
Correspondence Address: 67 ABSTRACT
PILLSBURY WINTHROP LLP Blends containing a vegetable fat or a blend of vegetable fats
1660 TYSONS BOULEVARD and a t least (.1 wt % of a composition comprising ursolic
MCLEAN, VA 22102 (US) acid and oleanolic acid in a weight ratio of 1:99 to 99:1
‘ display a number -of bemefits such as high crystallisation
(21) Appl. No.: 09/780,478 rates. This modification of the crystallisation rate cag be
used to achieve a number of beneficial effects in the fina] fat
(22) Filed: Feb. 12, 2001 blend or in the final food product containing the blend
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[0078] Dimeunsion at 40° C.:

Ref 40x43cm  Height

0.8-1.0 cm
M1 40x38em Height 1.0~1.2 cm
M2 33x30cm  Height 1517 em

[0079] The highest heat resistance was. observed wuh
ursolic acid extract coutammg sample.

- [0080] Hardness

[0081] The settings on the Swvens Texture Analyzer were:
[0082] Distance: 2 mm

o

Nov. 8, 2001

mass{gram)
volume(cm?®)

' Density =
[0094] Hardness measurement:

[0095] ' The aerated coating was kept at 20° C. for 2da ays
before measurement. The settings on the Stevens Texture
Analyzer were:

[0096] Distance: 2 mm

[0097] Speed: 0.5 maysec. : @L,
cn .

[0098] A summary of the hardness (load in grams) is
in the table as well. '

B I
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[0083] Speed: 0.5 mmy/sec. [0099] Results
. . , Ref Mt M2 Coating A~ Coating B Unit
Temporatuse 20° C. ' Mass before acrating s 1103 yam
Density before aerating 124 123 g/
1 day 195 188 201 Mass after aerating 106.1 108 gra
1 week 195 184 206 Density after aerating 118 117 glem®
1 month 200 186 219 Alr 4.3 4.8 %
2 months 198 188 232 Hardness 188, 199 g
2 months 203 184 224
Temperature 25° C.
1 day. 129 130 144 [0100] Conclusion
; ::ikm i‘s‘; §§§ m [0101] In both coatings the same amount of air was
Temperaturg 30° C. determined after aeration whereas the hardness of the aer-
ated coating with ursolic acid extract was found to be hi#her.
1 day 58 65 60 )
1week 53 62 61 , :
1. Blend of a vegetable fat and/or a blend of vegetable| fats

1 month - 146 12 165

[0084] The chocolate with ursolic acid extract were found
to have better hardness at all temperatures between 1 to 3
month of storage.

[0085] 5. Effects of ursolic acid extract on aeration prop-

erties

[0086] Experimental

[0087] The coatings were aerated for 20 minutes by using
the Hobart N-50.

[0088] The samples were measured for density and hard-

ness. o

~ [0089] Coating A: 475 gram Callebaut 811+10 gram
P0O60+15 gram CCB

[0090]. Coating B: 475 gram Callebaut 81110 gram
Ursolic acid+15 gram CCB

[0091] Results
[0092] Density measurement:

[0093] The coating was weighed in a metal cup with a
known volume of 90 cm>. A summary of the data is given
in-the table below, The density can than be calculated with
the formula: ‘

and at least 0.1 wt %, preferably 0.1 to 10 wt %, most
preferably 0.2 to 5 wt % of a natural health composition,
wherein the natural health composition comprises a mixture
of ursolic acid and oleanolic acid in a weight ratio of [1:99
to 99:1, preferably 10:90 to 90:10, more preferably 75:25 to
25:75.

2. Blend according to claim 1 wherem the fat displays a
solid fat content measured on a non-stabilised fat by NMR-
pulse at the temperature indicated of: 5 to 90 at 5°Cs210
80 at 20° C. and less than 15 at 35° C.

3. Blend according to claim 1 wherein the blend gom-
prises components A, B and C, wherein

Aswg natural health composition compnsmg a mixture of
ursolic acid and oleanolic acid in a weight ratio of [1:99
to 99:1 i

B=a solid fat with a solid fat content at 20° C. of ht east
20, measured on the unstabilised fat by NMR-pulse,
preferably at least 45, most preferably at least 60 and

C=a fat with a content of fatty acids with 18 C-atoms with
one to three double bonds of at least 40%,

which components a, b and ¢ are present in amoim of:

at least 0.1 wt % A, preferably 0.1 to 20 wt % st
preferably 0.2 to 10 wt %

8 to 90 wt % of B, preferably 25 to 75 wt % ost
preferably 40 to 70 wt % and
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0 o 85 wt % of C, preferably 15 to 65 wi %,
" preferably 2010 50wt %. . . .
.. 4 Blend according to claim 3 wherein fat Bis selected
:'" from the group: consisting of palm oil, palm oil fractions,
" cocoa butter, cocoa ' butter equivalents, ‘palm kerdel oil, -
.- fractions of palni kernel oil, hardensd vegetable oils such as
hardened palm oil, hardened fractions of palm oil, harden
. soybean oil, hardenied sunflower oil, hardened rape seed oil,
+7ihardened fracuons of soy, rape or sunflower.oil, mixturesof .. -V
one or more of these oils and interesterificd mixtures thereof, = -

(n') to lmpme the 7 lastiqny of the fat blend or
product sndfor

L from the group. consisting of sunflower oil, high-oleic
- sunflower oil, olive oil, soybean oil, rape seed oil, palmoil -
-olein;. olein fractions from Vegetable culs, high oleic veg
etablé oils and cotton seed oil; -
. 6, Blend according to claim 1 whe:ein the natural health
.. composition also comprises isoflavonoids and/or flavonoids
. in amounts corresponding with:0.005 10 5% of the"totai
. ‘amoynt of wrsolic acid and oleanolic'acid. = - ..
7. Blend according to'claim 1, wherein the natural health
S composmon is obtaiped-from Ennt skinis, in parﬁcular fro
.. 'the skins of apples, peats, eranberries, cherries of prunes. -
L 8. Food products with 2 fat phase wheiein the fat phase
,__compnses at least partly the blend accoxdmgto any of claxms

SRE 3 Food ptcducts aocurding to claim. 8;’ wherem the food
producnsselected from the group consisting of spreads (low

7 fator full fat), dressings, mayonnaises, cheese, creams, ice

- ‘creams, ice cream coatings, mnfecmnery aoaungs, ﬁllmgs, K

*. . sauces.and colinary prodycts |

Lor ﬁnal produm and/or |

final product

- incorporating an effective amount of ‘a blend of u
blend of a food product:

g 10 any of 1 o 7 claims, wherein

aeetone

< acid i$ ‘isolated and after: removal of the soly
. mixture contmnmg ursohc acid and oleanohc qcx
. Obtained

.. of & continuous fat phase. - . Sl }accordmg fo claims 1 o 7
¢ 11. Method to mod:fy the crystallisation bebavior ofa fat : _
°. blend or a fat blend ina ﬁmﬂ food product to. :

(0 incroase the hardness of: the ft blend or ﬁnal pm_[:q -
f

al . ¢

r‘ﬂhﬁl

. 5. Blend according to-claim 3 wherein fal C is selected () ‘-mctéase the speed of crys:amsanon of the fat ble_nd_

(vi) o increase the aemhon propemea of the fat blend. or
o d/ . .'.

(vn’):to dec:ease drymg txmes of ice~cream coatmg_s by . ‘

'(u) an extract of a 'mixmwof ursohc acid and oleaéx{hc o
5 ta’ R
is o ol

* 7" 10. Food products according to cla:m 9 wherem the food (ui) this mxxtm:e of amds obtamed in (xi) is blended thh- :
i, product comprises 10'to 90 wi %, preferably 20 to 60 wt % j . . a fat'in the-ratios required to obtam the composmons s

] -uu;u_n'." [
-|. anabling INNOVATI

' Nov. 8, 2001

(m) o lmpm orsl 'mouthfeel ot the fat blend orfal

:ac:dandaleanohcac:dmthe_s__fatblcndpefﬁe""lﬁ fat. ur

(i) skins of a froit ‘such'as apples, chcm&s, prunes ind i o 3
L pears are: extracted with an- orgamc solvent such as_'_ A
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= (57) Abstract: The present invention relates to a composition comprising an extract or a concentrate of Butyrospermum parkii as a di-

etary supplement or a pharmaceutical composition and to the use of such compositions for the preparation of a medicament or a dietary
supplement for the suppression of hypersensitivity and/or inflammatory reaction. The composition may optionally be formulated .
with a pharmaceutically acceptable carrier for systemic or topical administration. More specifically, the invention relates to a dietary
supplement or a pharmaceutical composition comprising an extract or a concentrate of Butyrospermum parkii, wherein said extract
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COMPOSITION CONTAINING EXTRACTS OF BUTYROSPERMUM PARKII

WO 01/03712 PCT/DK00/00333

AND THE USE AS MEDICAMENT OR DIETARY SUPPLEMENT

FIELD OF THE INVENTION

The present invention relates to a dietary supplement or a pharmaceutical composition fi
systemic or topical administration comprising an extract or a concentrate of |
Butyrospermum parkii optionally formulated with a pharmaceutically acceptable carrier f
systemic or topical administration. More specifically, the invention relates to a dietary -
supplement or a pharmaceutical composition comprising an extract or a concentrate of
Butyrospermum parkii, wherein said extract or concentrate contains the triterpene
alcohols butyrospermol, lupeol, parkeol, germanicol, 'dammaradi'enol. 24-methylene~

—y

dammarenol, a-amyrin and B-amyrin and optionally the sterols stigmasterol, avanasterol

24-methy|—_cholest—7-enol, karitesterol A, karitesterol B and a-spinasterol, and to the use pf

such compositions for the preparation of a medicament or a dietary supplement for the
suppression of hypersensitivity and/or inflammatory reaction.v

BACKGROUND OF THE INVENTION

Hypersensitivity is defined as a state of altered feactivity in which the body reacts with an
exaggerated immune response to a substance (antigen). Hypersensitivity may be caused
by exogenous or endogenous antigens.

Hypersensitivity reactions underlie a large number of diseases. Among these, allergic and
autoimmune conditions are of great importance. A classification of hypersensitivity dis-
eases Is given in the textbook Clinical Medicine (Kumar, P. and Clark, M.: "Clinical Medi-
cine”, 3rd edition, p. 147-150, 1994, Bailliere Tindall, London).

Type | hypersensitivity reactions (IgE mediated allergic reactions) are caused by allergens
(specific exogenous antigens), e.g. pollen, house dust, animal dandruff, moulds, etc. A!J
gic diseases in which type | reactions play a sfgniﬁcant role include asthma, eczema
(atopic dermatitis), urticaria, allergic rhinitis and anaphylaxis.

—

120
4
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for the treatment or prevention of an autoimmune disorder in a mammal, said method

comprising administering said composition to said mammal; and the invention comprise#
the use of said composition for the preparation of a medicament for the treatment or pre:
vention of autoimmune disorders in a mammal.

Further, according to the invention a composition comprising an extract or a concentrate
of Butyrospermum parkii as described above for systemic admlmstratlon and optlonally g
pharmaceutically acceptable carrier for systemic administration can be used in a method
for the treatment or prevention of an IgE mediated allergic reaction or condition in a |
mammal, said method comprising administering said composition to said mammal; and
the invention comprises the use of said composition for the preparation of a medicamen}
for the treatment or prevention of IgE mediated allergic reactions and conditions in a
mammal.

Also, according to the invention a composition compnsmg an extract or a concentrate of
Butyrospermum parkii as described above for systemic administration and optionally a
pharmaceutically acceptable carrier for systemic administration can be used in a method
for the alleviation of pain in 2 mammal, said method comprising administering said com-
position to said mammal; and the invention comprises the use of said composition for the
preparation of a medicament for the alleviation of pain in a mammal.

-~

Also, the present invention prbvides a pharmaceutical composition, comprising: i) at lea

5% (wiw) Butyrospermum-triterpenes; ii) an extract of Calendula officinalis; and optionaJ
ii) a pharmaceutically acceptable carrier. Preferably, for topical administration to the skin
or mucous membranes. |

Thus, the present invention provides a pharmaceutical composition containing at least 5%
Butyrospermum-triterpenes, wherein the pharmaceutical composition is formulated as a
fluid, ointment, gel, liniment, emulsion (e.g. cream or lotion) or spray (e.g. aerosol).

According to the invention a pharmaceutical compositiori comprising at least 5% Buty-j
rospermum-triterpenes and optionally a pharmaceutically acceptable carrier can be used
in a method for the treatment or prevention of inflammation or hypersensitivity of the skirn
or mucous membranes in a mammal, said method comprising administering said compo
sition topically to said mammal, and the invention comprises the use of said composition
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vant to all known diseases associated with hypersensitivity reactions or inflammation, in-
cluding autoimmune disorders and igE mediated allergic conditions. The action of the |
above mentioned pharmaceutical compositions according to the invention is relevant to al
known conditions and diseases associated with hypersensitivity reaction, and the follow-
ing examples are not limiting with respect to this: infections (viral, bacterial, fungal, para-
sitic, etc.), cold and flu, contact dermatitis, insect bites, allergic vasculitig, postoperative
reactions, transplantation rejection (graft-versus-host disease), asthma, eczema (e.g.

atopic dermatitis), urticaria, allergic rhinitis, anaphylaxis, autoimmune hepatitis, Primary
biliary cirrhosis, Primary sclerosing 6holangitis, Autoimmune hemolytic anemias, Gravé'

disease, Myasthenia gravis, Type 1 Diabetes Mellitus, Inflammatory myopathies, Multipll
sclerosis, Hashimoto's thyreoiditis, Autoimmune adrenalitie, Crohn’s Disease, Ulcerative
Colitis, Glomerqlonephriﬂs, Progressive Systemic Sclerosis (Scleroderma), Sjogren's Dig
ease, Lupus Erythematosus, Primary vasculitis, Rheumatoid Arthritis, Juvenile Arthritis,
Mixed Connective Tissue Disease, Psoriasis, Pemfigus, Pemfigoid, Dermatitis Herpeti-

formis, etc.

According to the invention the above mentioned compositions can be combined with any
other active ingredient(s) to potentiate the therapeutic action.

A pharmaceutical acceptable carrier for systemic or topical administration can be watei' or
vehicles other than water, said other vehicles can be used in the compositions and can

include solids or liquids such as solvents, thickeners and powders. Examples of each 6f
these types of vehicles, which can be used singly or as compositions of one or more vehj-
cles, are as follows: |

Emollients, such as stearyl alcohol, glyceryl monoricinoleate, glyceryl monostearate, pro
pane-1,2-diol, butane-1,3-diol, cetyl alcohol, isopropyl isostearate, stearic acid, isobutyl
paimitate, isocetyl stearate, oleyl alcohol, isopropyi laurate, hexyl laurate, decyl oleate,
octadecan-2-0l, isocetyl alcohol, cetyl palmitate, dimethylpolysiloxane, di-n-butyl seba-

)

cate, isopropyl myristate, isopropyl! palmitate, isopropy! stearate, buty! stearate, polyetﬁyl
ene glycol, triethylene glycol, lanolin, castor oil, acetylated lanolin alcohols, petroleum,

myristy! lactate, decyl oleate, myristyl myristate;

RIS TRy
enabiing INNOVATIC

E

>3

\



e
htip:/iwww.patentlens net/

10

15

20

25

30

35

WO 01/03712 PCTIDKGO/ODS&J

20

solvents, such as water, methylene chloride, isopropanoi, castor oil, ethylene glycol
monoethyl ether, diethylene glycol monobutyl ether, diethylene glycol monoethy! ether,

dimethyl sulfoxide, tetrahydrofuran,- vegetable and animal oils, glycerol, ethanol, propahol,-

propylene glycol, and other glycols or alcohols, fixed oils;

humectants or moistening agents, such as glycerin, sorbitol, sodium 2-pyrrolidone-5-car-
boxylate, soluble collagen, dibutyl phthalate, gelatin;

powders, such as chalk, talc, kaolin, starch and derivatives thereof, gums, colloidat silicon.

dioxide, sodium polyacrylate, chemically modified magnesium aluminium silicate, hydra-
ted aluminium silicate, carboxyvinyl 'polymer, sodium carboxymethyl cellulose, ethylene
glycol monostearate;

gelling or swelling agents, such as pectin, gelatin and derivatives thereof, cellulose derWé-

tives such as methyl cellulose, carboxymethyi cellulose or oxidised cellulose, cellulose
gum, guar gum, acacia gum, karaya gum, tragacanth gum, bentonite, agar, alginates,

carbomer, gelatine, bladderwrack, ceratonia, dextran and derivatives thereof, 'ghatti gum
hectorite, ispaghula husk, xanthan gum; :

polymers, such as polylactic acid or polyglycolic acid polymers or copolymers thereof, - |
paraffin, polyethylene, polyethylene oxide, polyethylene glycol, polypropylene glycol, pols
vinylpyrrolidone; '

o~
¥

surfactants, such as non-ionic surfactants, e.g. glycal and glycerol esters, macrogol ethers
and esters, sugar ethers and esters, such as sorbitan esters, ionic surfactants, such as;
amine soaps, metallic soaps, sulfated fatty alcohols, alkyl ether sulfates, suifated oiis, and
ampholytic surfactants and lecitins; ' '

buffering agents, such as sodium, potassium, aluminium, magnesium or calcium salts
{such as the chloride, carbonate, bicarbonate, citrate, gluconate, lactate, acetate, glucepr
tate or tartrate).

Furthermore, it is obvious that in the use according to the invention for the preparation of
medicaments or dietary supplements, the above mentioned compositions may be mixed
with additives such as surfactants, solvents, thickeners, stabilisers, preservatives, antiQx
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Abogado
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ASUNTO Radicacion 06128572
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Via Nacional D
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No. Sol. Internacional - PCT/EP2005/006710

Fecha de Presentacién Internacional  21-06-2005

Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decisién 486 de la Comisién de la Comunidad Andina, se le comunica:

W

1. Documentos estudiados:

1.1. Descripcion: (Folios: 13 a 27) como se radicd iniciaimente.
1.2. Reivindicaciones: 1 a 24 (Folios: 28 a 30) como se radico

inicialmente.  Modificadas 1 a 23 (Folios:
45 a 49). Modificadas 1 a 30 (81 a 84).

1.3. Prioridad: 22/06/2004 DE 102004030044.5.

2. Analisis de la Prioridad:

La prioridad de la presente solicitud corresponde al objeto reivindicado.

3. Objeto de la invencion:

La presente solicitud se titula: “Agente que forma oledgel que contiene triterpena,
oleogel que contiene triterpeno y método para producir un oleogel que contiene
triterpeno”.

\o3
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El objeto de la presente solicitud se refiere a un formador de oleogel, un oleogel con
ese formador de gel y un método para producir un oleogel.

De acuerdo con la descripcién, los geles son sistemas dispersos finos consistente
de una fase liquida y una fase sélida, en el cual la fase sélida forma una estructur
tridimensional cohesiva y ambas fases se compenetran completamente. Se hace |
diferencia entre los geles hidrofilos y los geles hidréfobos. Estos tltimos se designa
 como oleogeles. Los oleogeles se basan en un liquido no polar, por ejemplo u
aceite, una cera 0 una parafina, al cual se le agrega un formador de gel para obtene .
las propiedades fisicas deseadas. :

En el capitulo reivindicatorio se reclama lo siguiente:

Reivindicaciones 1 a 15 (folios: 81 y 82): Un oleogel que comprende

- Un liquido no polar en una fraccién entre 80 y 99% en peso con base en el pesc

total del gel

- Por lo menos un triterpeno altamente dlspersado que tiene un tamario de partlculz

promedio menor a 50 um como un agente formador de oleogel en una fraccion ent
1% y 20% en peso, con base en el peso total del gel.

Reivindicaciones 16 a 30. (folios: 82 a 84): Un método para la produccion de ur

oleogel, que comprende una mezcla de los siguientes ingredientes:

Un liquido no polar en una fraccién entre 80 y 99% en peso con base en el peso total

del gel

- Al menos un triterpeno altamente dlspersado que tiene un tamafio de particul

promedlo menor a 50 um como un agente formador de oleogel en una fraccién ent 2
1% y 20% en peso, con base en el peso total del gel.

El problema planteado en esta solicitud es la necesidad de oleogeles que se calcinen
sin formar cenizas.

La solucién propuesta por Ia presente solicitud consiste en un formador de oleoged
farmacéuticamente activo y que se calcina sin formar cenizas.

El objeto de la solicitud- definido anteriormente se clasificé en la IPC AG1K 9/06
AB1K 7/48.

4. De la solicitud de -Patenté

4.1.Reivindicaciones (articulo 30 D 486)

De acuerdo con lo revelado en el capitulo reivindicatorio, la reivindicacion 11 (folios;
46 y 47) no es concisa por cuanto ho menciona especificamente los componentes
del oleogel al que se refiere, sino que dice de manera general que contiene "un
liquido no polar" y "triterpeno”.

El método de la reivindicacion 17 (folios: 47 y 48) no especifica las etapas o pasos
" del mismo, mencionando las variables que intervienen en él como por ejempIO'
temperatura, velocidad de agitacion o de mezclado, humedad, etc.
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5. Andlisis de la(s) Oposicion(es): (érticulo 43 D. 486)
No se presentaron oposiciones al objeto reivindicado.

6. Determinacion del Estado de la Técnica:

La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:

Fecha de presentacion de la solicitud prioritaria 22-06-2004.

Teniendo en cuenta la fecha indicada, se buscaron documentos del estado de |
técnica relacionados, con fecha de publicacion anterior a esta.

Se encontré como anterioridades que pueden afectar la patentabilidad del objeto de
la presente solicitud:

Fecha de

N° Documento Titulo Publicacién

Emulsion containing a plant

D1 | Us 2003/0087789 extract, method for producing said | 8 de mayo de

emulsion and for obtaining a plant 2003
_ _ extract
AT ~ | Use of betulin and analogs thereof | 13 de agosto de
D.2 WO 98/34603 to treat herpesvirus infection | 1998

D3 | US2001/0038878 | Fat bleds with crystal modifiers B'd-zg‘?z‘gg'}‘b’ e
| Composition containing extracts of
Butyrospermum parkii and the use | 18 de enero de

as medicament or dietary 2001

_supplement

D4 | WO 01/03712

{

7. Andlisis de patentabilidad (articulo 14 D486)

7.1.Nivel inventivo (articulo18 D486)

La presente Solicitud de Patente reivindica lo siguiente: Un oleogel que comprende
- Un liquido no polar en una fraccién entre 80 y 99% en peso con base en el peso
total del gel

- Por lo menos un triterpeno altamente dispersado que tiene un tamario de particul
promedio menor a 50 ym como un agente formador de oleogel en una fraccién entr 2
1% y 20% en peso, con base en el peso total del gel.

Un método para la produccion de un oleogel, que comprende una mezcla de Iosr
sngunentes ingredientes:

Un liquido no polar en una fraccién entre 80 y 99% en peso con base en el peso tota
del gel

- Al menos un triterpeno altamente dispersado que tiene un tamafio de particula
promedio menor a 50 um como un agente formador de oleogel en una fraccién entre
1% y 20% en peso, con base en el peso total del gel.

or
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La anterioridad US 2003/0087789 (folios: 87 a 90): se relaciona con una emulsién
que contiene un extracto de una planta, método para la produccién de dicha
emulsion y para obtener el exiracto. El extracto contiene triterpenos y derivados de
los mismos y la emulsién contiene al menos un aceite y/o grasa y agua. Entre los
terpenos se encuentran: betulina, acido betulinico, acido oleandtlico, entre otros.

El documento WO 98/34603 (folios: 91 'a_95) divulga derivados de betulina,
composiciones farmacéuticas que comprende dichos derivados y el uso de derivados

"de betulina para preparar un medicamento. Entre las formas de dosificacion de las

composiciones se encuentran geles y unglientos y se emplean como excipientes los
comunes para este tipo de preparaciones como son los aceites, acidos grasos,
alcoholes grasos, celulosas modificadas.

La anterioridad US 2001/0038878 (folios: 96 a 103) se relaciona con combinaciones
de aceites vegetales y al menos los triterpenos 4cido ursélico y acido oleandlico.

El documento WO 01/03712 (folios: 99 a 103) menciona composiciones de
triterpenos formulados en forma de ungiento, gel, emulsién. Entre los emolientes
empleados se encuentran los aceites vegetales.

Estos documentos mencionan varias formulaciones de oleogeles que comprenden
un liquido no polar como por ejemplos los aceites vegetales, y por lo menos un

- triterpeno, tal como se menciona en la presente solicitud. En cuanto al tamario de

particula de estos componentes, es obvio para una persona medianamente versada
en la materia que éstos deban ir en un tamafio adecuado para la formulacion
requerida, ademas, vale la pena recordar que el tamafio de particula es una
caracteristica fisica que no le confiere nivel inventivo a una composicion; de igual
manera, las composncnones se deben caracterizdr por sus componentes en si y no
por el tamarfio de éstos ni sus cantidades. , -

El problema técnico planteado en esta-solicitud: la necesidad de oleogeles que se
calcinen sin formar cenizas, se habla resuelto previamente mediante formulaciones
de oleogeles que contienen triterpenos ya conocidos(as). Por esta razén se
considera que los componentes de los oleogeles reivindicadas en la presente
solicitud son evidentes para una persona medianamente versada en la materia.

La(s) reivindicacion(es) 1 a 30 de esta solicitud no menciona(n) una caracteristica

que conceda un efecto inesperado ¢ especial a las composiciones, que pueda

considerarse como un aporte a la técmca asl que son obvios(as) para una persona
versada en la materia.

Ademas, puesto que D1, D2, D3 y D4 divulgaban previamente composiciones de
triterpenos en forma de oleogel (folios 87 a 103), una persona conocedora de la
materia motivada por tal sugerencia lograria el objeto de esta solicitud oleogel que
comprende un liquido no polar y por lo menos un triterpeno; de manera que para una

" persona medianamente versada en la materia seria obvio utilizar estos documentos.

Por lo cual puede no haber Nivel Inventivo.
8. Conclusion: ’

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados ast:






