-1- VAPOR FRACTI ON FROM SEEDS OF GLYCINE MAX (L.) MERR AND COVPOSI Tl ON
THERECF--  BACKGROUND OF THE INVENTION 1. Field of the invention 5 The
invention mainly relates to a vapor fracti-on fromthe seeds of dycine max
(L.) Merr. which has effects in treating skin injuries, in treating
dermat ol ogi cal disorders, in stinulating cell regeneration, and in
stinulating hair growh. 2. Description of the Related Art 10 d yci ne nax
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2. Description of the Related Art

0 Glycine max (L.) Merr., including soybean and black soybean, is one
of the most important sources of oil and proteins in the world. For instance,

- 'soybeans can be processed to obtain an edible, semi-drying oil that is used

- as salad oil, or for manufacture of margarine and shortening. Soybean oil

can be also used in the manufacture of paints, linoleum, oilcloth, printing

15 . inks, soaps, insecticides, and disinfectants. Besides, lecithin phospholipids
obtained from the by-products of the oil industry, can be used as wetting

and stabilizing agents in food, cosmetics, pharmaceuticals, leathers, paints,
plastics, soaps, and detergents. Soy meal is a very protein-rich feeding

stuff for livestock. In addition, soybean protein can be used in manufacture

20 of synthetic fibers, adhesives, textile sizing, waterproofing, fire-fighting
foams and so on.

In medical use, soybeans have been reported to have effects on many

diseases.

Soybean can be used as a nutritious supplement for regulating the
25~ functions of bowels, heart, kidney, liver, and stomach. Since soybean oil
contains a high amount of unsaturated fatty acids, it can be used to combat

hypercholesteremia.  Medical lecithin from soybeans functions as a



hyper chol esterem a. Medical lecithin from soybeans functions as a -2-
| i potropic agent. In addition, tigmsterol known as an antistiffness
factor, and sitosterol used as a replagenent for diosgenin in sone
anti hypertensive drugs, were prepared from soybeans. |soflavones and
phyt o- oesterogens found in soybeans have been suggested to have a
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| Some extracts from soybean have been also reported to have
15 pharmaceutical effects.  1,1-diphenyl-2-picrylhydrazyl (DPPH) radical-
scavenging activity of the 70 % aqueous acetone extract from the seed coat
of the brown soybean variety, Akita-Zairai, was disclosed (Takahata. Y.,
O.-Kameyama, M., Furuta, S., Takahashi, M., and Suda, L; Highly
S polymérized procyanidins in brown soybean seed coat with a high radical-
20 scavenging activity. J. dgric. Food Chem., 2001, 49, p. 5843-5847). An
extract from germ extracts, soybean, rice bran, tear grass, sesame, wheat,
citron, green tea, green leaf extract, and malted rice, which were slowly
roasted under a powdered oure at less than 60 °C and fermented with
Aspergillus oryzae over 3 days to transform each ingredient into low
25 molecular weight substances, was found to have antioxidative effects
(Minamiyama, Y., Yoshikawa, T., Tanigawa, T., Takahashi, S., Naito, Y.,
Ichikawa, H., and Kondo, M.; Antioxidative effects of a processed grain
food. J. Nutr. Sci. Vitaminol., 1994, 40, p. 467-477). Boiled extracts of
green leaves of carrot, crucifers, and beans coxhprising black bean, red bean,
30 mung bean, and soybean showed to have great anti-tumor-promoter and
‘ radical-scavenging activities (Maeda. H., Katsuki, T., Akaike, T. and



(M nam yama, Y., Yoshikawa, T., Tanigawa, T., Takahashi, S., Naito, Y.,
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food. J. Nutr. Sci. Vitam noL, 1994, 403 _p. 467-477). Boiled extracts of
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Some specific extracts from soybean had been found to be applied in

cosmetics or pharmaceuticals in treating some skin disease.

15 Soya extract, which contains sphingomyelins and phospholipids in

defined ratios was disclosed to be used in cosmetics for the treatment of dry

- skin (U.S. Patent Pub. No. US2002/0009509 Al). Such extract was

produced by extracting ripe whole soya beans or oil-free soya flour using

aliphatic alcohols alone or in a mixture with water and followed by the

20  treatment with aliphatic hydrocarbons and with aliphatic ketones.
- ) Therefore, the extract is liposoluble.

An acne medicine, comedon production inhibitor or cosmetic

composition containing one or more plant extracts selected from whey, and

a Phellodendeon amurense Ruprecht extract, and further one or more

'2_5' extracts selected from Scutellaria baicalensis Geoegi, Symphytum
officinale Linne, and Glycine max (L.) Merrill, was found to be effective

for preventing or treating skin diseases such as the acne or inflammatory
~chapped skin caused by the acne (JP Patent No. 2001097842). The

composition can be used for production of general drinks, foods, and so on.



Therefore, the extract is |iposoluble. An. acne nedicine, conmedon
production inhibitor or cosnetic conposition containing one or nore plant
extracts selected fromwhey, and a Phell odendeon anmurense Ruprecht
extract, and further one or nore 25 extracts selected from Scutellaria

bai cal ensi s Geoegi, Synphytum officinale Linne, and G ycine max (L.)
Merrill, was found to be effective for preventing or treating skin

di seases such as the acne or inflammatlory chapped skin caused by the acne
(JP Patent No. 2001097842). The conposition can be used for production of
general drinks, foods, and so on. -4- Malonylisoflavone glycoside obtained
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active oxygen action compositions, agents, foods, cosmetics and medicines (such as JP
Patent No. 4139132).

However, none of the prior art teaches or suggests that a low concentration or free
of alcohol vapor fraction from Glycine max (L.) Merr. which is prepared easily in treating

skin injuries and dermatological disorders.
SUMMARY OF THE INVENTION

Disclosed herein is a vapor fraction from the seeds of Glycine max (L.) Merr.,
which shows dramatic effects of treating skin injuries, treating dermatological disorders,

stimulating cell regeneration, and stimulating hair growth.

In a first aspect, there is provided a vapor fraction from seeds of Glycine max (L.)

Merr., which vapor fraction is prepared by the process comprising the steps of:

(a) providing a rude extract of the seeds in an alcohol solution containing

alcohol at the concentration lower than about 15 % wt. or in water; and

(b)  vaporizing the rude extract at a barometric pressure lower than about 1 atm

and at a temperature lower than about 110 °C to obtain the vapor fraction;



whi ch shows dramatic effects of treating skin injuries, treating

~dermat ol ogi cal disorders, stimulating cell regeneration, and stinulating
hair gromh. In a first aspect, there is provided a vapor fraction from
seeds of @ycine max (L.) Merr., which vapor fraction is prepared by the
process conprising the steps of: (a) providing a rude extract of the seeds
in an al cohol solution containing aldahol at the concentration |ower than
about 15 % w. or in water; and (b) vaporizing the rude extract at a
baronmetric pressure |ower than about 1 atm and at a tenperature |ower than
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is provided a vapor fraction fromthe raw materials conprising seeds of
d yci ne nax Inla jechhd mspandheate ik @astided &omiosition ccﬁﬁ;b@ﬂh%dhé vaportitiogaoup
consi st ng 04.3&%85 of Sesamum i ndi cum seeds of Phaseolus radiatus L. and
ant i i cA&Bred HBCAEPt asRRstch i s prepared by the process conmprising the steps
of :

In a third aspect, there is provided use of the composition as defined in the second

aspect in the manufacture of a medicament for use in treating skin injuries, treating

dermatological disorders, stimulating cell regeneration, and stimulating hair growth.

In a fourth aspect, there is provided a vapor fraction from the raw materials
~comprising seeds of Glycine max (I..) Merr. and at least one material selected from the
group consisting of seeds of Sesamum indicum, seeds of Phaseolus radiatus L. and

antimicrobial herbal, which is prepared by the process comprising the steps of:

(a) providing a rude extract of the raw materials in an alcohol solution containing

alcohol at the concentration lower than about 15 % wt. or in water; and

(b)  vaporizing the rude extract at a barometric pressure lower than about 1 atm

and at a temperature lower than about 110 °C to obtain the vapor fraction;

wherein a spectrogram of the 50 pL of vapor fraction taken at 200 nm through a
high performance liquid chromatography (HPLC) using Waters Sphersorb™-0DS2

column with an inner diameter (I.D.) of 4.6 mm, a length (L) of 250 mm and a particle



(a) providing a rude extract of the raw materials in an al cohol solution
contai ning alcohol at the concentration |ower than about 15 %w. or in
wat er; and (b) vaporizing the rude extract at a barometric pressure | ower
than about 1 atm and at a tenperature | ower than about 110 C to obtain the
vapor fraction; wherein a spectrogramof the 50 gL of vapor fraction taken
at 200 nmthrough a high performance I|qU| d chromat ography (HPLC) using
Wat ers SphersorbTM ODS2 colum with 4% i nner dianeter (I.D.) of 4.6 mMmm a
| ength (L) of 250 mmand a particle -4b- size of 5 mconprises peaks at a
retention time of 2.910, 5.190, 13.190, and 50.815 minutes with the
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regeneration, and stinmulating hair growh. In a seventh aspect, there is
provi ded use of a conpositi on conpri si ng a vapor fraction fromthe raw

materials c % ) ut
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pal mat udefinedrindhy fouritz aspest. of Rhel Rhl zoma, and about 5 % of dry barks of

Phel | odendron anmurense Rupr. or dry barks of Phellodendri Cortex in the
manuf acture of a medicanent for use in treating skin injuries, treating
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hair grow h; wherel n the vapor fraction is prepared by the process
conpri sasa@cttlﬁé & mapy fagture of a medicament for use in treating skin injuries, treating

dermatological disorders, stimulating cell regeneration, and stimulating hair growth.

In a seventh aspect, there is provided use of a composition comprising a vapor
fraction from the raw materials comprising about 70 % of seeds of Glycine max (L)
Merr., about 20 % of seeds of Sesamum indicum, about 5 % of dry rhizomes of Rheum
palmatum L or dry rhizomes of Rhei Rhizoma, and about 5 % of dry barks of
Phellodendron amurense Rupr. or dry barks of Phellodendri Cortex in the manufacture
of a medicament for use in treating skin injuries, treating dermatological disorders,
stimulating cell regeneration, and stimulating hair growth; wherein the vapor fraction is

prepared by the process comprising the steps of:
(a) providing a rude extract of the raw materials in about 2 % of alcohol; and

(b) vaporizing the rude extract at a barometric pressure lower than about 1 atm

and at a temperature lower than about 110 °C to obtain the vapor fraction.



(a) providing a rude extract of the raw materials in about 2 % of al cohol;
and (b) vaporizing the rude extract at a baronetric pressure |ower than
about 1 atm and at a tenperature |ower than about 110 C to obtain the
vapor fraction. -4c- In an eighth aspect, there is provided a vapor
fraction fromthe raw materials conprising about 53 % of seeds of {dycine
max (L) Merr., about 20 % of seeds of-4cSesanmum indi cum about 17 % of seeds
of Phaseolus radiatus L, about 5 % of dry rhizomes of Rheum pal matum L. or
dry rhizomes of Rhei Rhizoma, and about 5 %of dry barks of Phell odendron
anmur ense Rupr Inan dightlbasgest, dhefehisl prosdaiedra v&port actiat fimm shé fawimaterialyount
ef fective for.treaéi@ngéflgi n.jnjyri treating_dermatol ogi cal disorders
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S04 TR AR A AR 5 b b

is 1l nm/mn. In a ninth aspect, there is provided a conposition conprising
the vapor fraction as defined in the eighth aspect.
(b)  vaporizing the rude extract at a barometric pressure lower than about 1 atm

and at a temperature lower than about 110 °C to obtain the vapor fraction;

wherein a spectrogram of the 50 uL. of vapor fraction taken at 200 nm through a
high performance liquid chromatography (HPLC) using Waters Sphersorb™-0DS2
coliunn with an inner diameter (I.D.) of 4.6 mm, a length (L) of 250 mm and a particle
size of 5 um comprises peaks at retention time of 2.896, 5.111, 12.944, and 46.603
minutes with the coefficient of variation of 8 %, where mobile phase is at 0 to 5
minutes is 95 % H,0/5 % CH;CN; at 5 to 30 minutes is 95 % H,0/5 % CH;CN in
gradient, at 30 to 80 minutes is 75 % H,0/25 % CH:CN in gradient; at 80 to 100
minutes is 0 % H,0/100 % CH;CN in gradient; at 100 to 101 minutes is 0 % H,0/100
% CH3CN in gradient; and at 101 minute is 95 % H,0/5 % CH;CN and a flow rate is 1

mL/min,

In a ninth aspect, there is provided a composition comprising the vapor fraction

as defined in the eighth aspect.

In a tenth aspect, there is provided use of the composition as defined in the ninth

aspect in the manufacture of a medicament for use in treating skin injuries,



~In a tenth aspect, there is provided use of the conposition as defined in
the ninth aspect in the manufacture of a nedicanent for use in treating
skin injuries, -4d- treating dermatol ogical disorders, stinulating cell
regeneration, and stinulating hair growmh. In an el eventh aspect, there is
provi ded use of a conposition conprising a vapor fraction fromthe raw
materials conprising about 80 % of se gs of dycine max (L) Merr. and
about 20 % of seeds of 20 Phaseolus radiatus L. in the manufacture of a
medi canent for use in treating skin injuries, treating dermatol ogi ca

di sor der dreatin mietrabtobggicaldisordgensgtimiliating caldegdricpati oal, bnd stivdintatigigthadih;
wherein the vapor fraction is prepared by the process conprising the steps
of: (a) @#BViing a rude extract of the raw materials in about 2 % of

al cohol; and (b) vaporizing the rude extract at a baronmetric pressure

| ower than abqut 1 atm.  and at a tenperature |ower than about 110 Cto
obtain the vagﬁ Angeleyepthpaspesty there wepropileduseaf a qomapasition ¢neRtisRg a08eobf a
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prepared by the. process rising the steps_.of. (a). providing a rud
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rude ext npgdesgtom pig{r%rmgr{ pressure |ower than about 1 atm and at a

t enperat ure | ower 1:)t ha abgue?sllo Cto obtain the vapor fraction. In a
thirteenth aspect, there is provided use of a conposition conprising a
vapor fraction fromthe raw materials conprising about 90 % of seeds of
dycine max () Mewidingadude exfract®@f theravd matertdly onelouw fRiodideqiwl naadum L.
or dry rhizones of Rhei Rhizomain in the manufacture of a nedi canent for
use in treating skin injuries,

(b) vaporizing the rude extract at a barometric pressure lower than about 1 atm

and at a temperature lower than about 110 °C to obtain the vapor fraction.

In a twelfth aspect, there is provided use of a composition comprising a vapor
fraction from raw materials comprising about 80 % of seeds of Glycine max (L.) Merr.
and about 20 % of seeds of Sesamum indicum in the manufacture of a medicament for
use in treating skin injuries, treating dermatological disorders, stimulating cell
regeneration, and stimulating hair growth; wherein the vapor fraction is prepared by the

process comprising the steps of:

(a)  providing a rude extract of the raw materials in about 2 % alcohol; and

(b)  vaporizing the rude extract at a barometric pressure lower than about 1 atm

and at a temperature lower than about 110 °C to obtain the vapor fraction.

In a thirteenth aspect, there is provided use of a composition comprising a vapor
fraction from the raw materials comprising about 90 % of seeds of Glycine max (L)
Merr. and about 10 % of dry rhizomes of Rheum palmatum L. or dry rhizomes of Rhei

Rhizomain in the manufacture of a medicament for use in treating skin injuries,



-4e- treating dermatol ogi cal disorders, stinulating cell regeneration, and
stinmulating hair growh; wherein the vapor fraction is prepared by the
process conprising the steps of (a) providing a rude extract of the raw
materials in about 2 %of alcohol; and (b) vaporizing the rude extract at
a baronetric pressure lower than about | atmand at a tenperature | ower

t han about 110 C to obtain the vapor -4kraction. In a fourteenth aspect,
there is provided use of a conposition conprising a vapor fraction from
the raw materials conprising about 80 % of seeds of dycine max (L) Merr.,
about 10 % of sgeds, of .Ses i ndi.cum and out 10 % of dry.rhjzones of
Rheum palirg egngp?%ﬁ1§eﬁrcﬁ$%%5 § m%ét?g ?gFfWeF%%é‘“ﬂa%{Wé}h‘Wﬁeﬁﬁf a
nmedi cane . ' G Sl Py il (g j : | Cad.

i sor der ro U MRS elbe LR AR R Birtl by he pREH] QFRSIREN JheR
wherein the vapor fraction is prepared by the process conprising the steps
of: (a) providing a rude extract of the raw materials in about 2 % of

al cohol ; and (@) b) PrypdinE A Mge exwastipfehe xaw aeaterials an pbowd@eYordfc pressure

| ower tﬁﬂc%h%?%%t 1 atmand at a tenperature |lower than about 110 Cto
obtain t'he vatpof1 fraction. The disclosed vapor fraction can be prepared by
the process conprising the steps of: (a) providing a rude extract of the
seeds in an al cohol solution containing alcohol at the concentration | ower
t han about 18 wapaizing theatude exaael at a-barbhesrapsiesstird b drahamde extract at
- a baronetric pressure |lower than about 1 armand at a tenperature | ower

t han absheutilgintapdabntemperatiee loapasrthan akoutdd 0 *thie chigiorthé vaped on i s

differertlt I.rom any known seed extracts of 5 3 ycine
raction.

In a fourteenth aspect, there is provided use of a composition comprising a vapor
fraction from the raw materials comprising about 80 % of seeds of Glycine max (L) Merr.,
about 10 % of seeds of Sesamwn indicum and about 10 % of dry rhizomes of Rheum
palmatum L or dry rhizomes of Rhei Rhizoma in the manufacture of a medicament for use in
treating skin injuries, treating dermatological disorders, stimulating cell regeneration, and

-stimulating hair growth; wherein the vapor fraction is prepared by the process comprising

the steps of:
(a)  providing a rude extract of the raw materials in about 2 % of alcohol; and

(b)  vaporizing the rude extract at a barometric pressure lower than
about 1 atm and at a temperature lower than about 110 °C to obtain the vapor

fraction.

The disclosed vapor fraction can be prepared by the process comprising the steps
of:

(a) providing a rude extract of the seeds in an alcohol solution

containing alcohol at the concentration lower than about 15 % wt. or in water; and



max (L.) Merr. because its fingerprint shows a unique profile through a

hi gh performance |iquid chromatography (HPLC). In particular, the HPLC
spectrogram of the,50 L of vapor fraction taken at 200 nm using Waters
Sphersor bTM ODS2 colum with an inner dianeter (1.D.) of 4.6 mm a length
(L) of 250 mmand a particle size of 5 mconprises peaks at retention tine
of 2.910, 5.190, 13,190, and 50.815 nitiutes with the coefficient of
variation of 8 % where nobile phase at 0 to 5 mnutes is 95 % H20/5 %
CH3CN, at 5 t0 30 m'.nu%es i S 9&% (V%H20/5 % CH3CN in gradient, at 30 to 80
mnutes is 5 YARBHLE Y WIEERITAGT gf adretipetrigpresy e wethanmbeaslis o %

H20/ 10Q,& ' ' ; O i nut: ' 0 /100 % CH3CN
in gra(%iné@nt; andtbgltp @ff%%‘eﬁlﬂﬁﬁ g&ains ggE &)liZ%@O&)%?apogr?d@CE%ﬁl owrate is 1

m./mn. Al so disclosed herein is a conposition conprising the vapor
fraction of the invention. In particular, the conposition can be used for
a phar maceutlihearapot drastion tis differgnt omeany knompossictli axtraots ef §WFimcizkeani ng
conposi ti om EF .DESCRI F;TI OF .TE(EhDRAW NGS FlI G(%J i&k_ll ustrates the HPLC
spect r B§Fait 3 MM A IS IS ARHNL FROWE @ yREssErofle iy fohiBhe

i nventi i@l ] 3 : 1 bl G| Co
40 to E)gff%nﬁﬁ%eshé%fi%h}%nlgﬁgﬁw a eI;LgiSn I—lﬂlgf%:%%étgﬁ gl(g%’rL adir;qS %%&I%EF%@H on 3
obt ai ned thy SOhEL pf sapss fracker tikeg 4tR00hem wienWasis Spersad™DDE2 20
mnutes; FIG 2b: 20 to 40 mnutes; FIG 2c: 40 to 60 mnutes. FIG 3

i |1 ust calusan trigh gn dnigredigmetar] (1L.I.hioflh6 gums lai lengbuddsof 26ment ast awi t h t he

oi ntment according_.to the invention in Exanple 3. FlI 4 jllustrates the
pi ct ur é’aﬁf‘ﬁﬁéfzﬁ %[?B\Mrﬂ COMRIHCP ReAKS RhEgfeniaqi Hm%ﬁgéﬁ% Petlbd 33th t he

Sonpr SrdSPRAIE e Lyt Ing BYEREIR oF VuftUAIPLE R Mo whoiE s PERGGUFr 2ct i ons
4 to 60 to 5 minutes is 95 % H,0/5 % CH;CN; at 5 to 30 minutes is 95 % H,0/5 %

CH;CN in grﬁdient, at 30 to 80 minutes is 75 % H,0/25 % CH,CN in gradient; at

80 to 100 minutes is 0 % H,0/100 % CH;CN in gradient; at 100 to 101 minutes is

0 % Hy0/100 % CH;CN in gradient; and at 101 minute is 95 % H,0/5 % CH,CN;

and a flow rate is | mL/min.

Also disclosed herein is a composition comprising the vapor fraction of the
invention. In particular, the composition can be used for a pharmaceutical

composition, a cosmetic composition or a skin cleaning composition.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 illustrates the HPLC spectrogram of Fraction 1 obtained by the
process according to the invention; FIG. la: 0 to 20 minutes; FIG. 1b: 20 to 40
minutes; FIG. lc: 40 to 60 minutes; FIG. 2 illustrates the HPLC spectrogram of
Fraction 3 obtained by the process according to the invention; FIG. 2a: 0 to 20

minutes; FIG. 2b: 20 to 40 minutes; FIG. 2¢: 40 to 60 minutes.

F1G. 3 illustrates the picture of full thickness skin wounds treated



FIG 5 illustrates the result of histological exam nation of deep partial
t hi ckness burn wounds without treatment in Exanple 5. FIG 6 illustrates
the result of histological exam nation-g.deep partial thickness bum
wounds treated with silver sulfadiazine drug in 10 Exanple 5. FIG 7

il lustrates the result of histological exam nation of deep parti al

t hi ck b h t to th ' ti
in Exarpi ¢ 5 Eee R B8 et RM RRERRlhi Cal “exan nati on of

| arge area is full thickness skin wounds treated with silver sulfadiazine

drug in Exanpl e HEHG.F GluStratel uhé piétese ofehdie gHowi0bn uslt #liQgietd!skin
exam nation of large area. full thickness skin wounds treated with the

oi nt ment accWPHNGY reatednwithithe eintment ﬂﬁC(E)dHrg)tCeth ingentiorGin Egamplai3s r at es

the result [ I- tion.of .. irradi Kin injury. treated
with the o (rsz‘rg\;nﬁfzE 3@%8}1@%6&%?%@ }%Eﬁ}aé’ﬁ Iatﬁ m ‘é) fﬂ P! C\I/‘
illustrates ¢djnp1rlaaglﬂrae(fioﬂm $t®bogi cal exam nation of irradiation skin
injury without treatnent in Exanple 7. 25 FIG 12 illustrates the result of
normal tissue in Ex n‘gl e 7. FIG 13 illustrates the picture of dermatitis
on rabbit ear beflg;clﬁ{je1 7illystratesnthe resulEednbistolegicel @xaminationusifr deaps t he

| f ; _
Becording tdhe WROSe? phAP Nk d8 bl Efrehi @I Bdlaeles™ PLSt Mates the

picture of dermatitis on rabbit ear after treated s with the ointnent
accordi ng to the HlGe6t ilhitratesDeie Zesult bfah@idtodical examination of deep

partial thickness burn wounds treated with silver sulfadiazine drug in

10  Example 5.

- FIG. 7 illustrates the result of histological examination of deep
partial thickness burn wounds treated with the ointment according to the

invention in Example 5.

FIG. 8 illustrates the result of histological examination of large area
15 full thickness skin wounds treated with silver sulfadiazine drug in Example
6.

FIG. 9 illustrates the result of histological examination of large area
full thickness skin wounds treated with the ointment according to the

o) invention in Example 6.

20 FIG. 10 iilustrates the result of histological examination of

irradiaj:ion skin injury treated with the ointment according to the invention

in Example 7.

FIG. 11 illustrates the result of histological examination of

irradiation skin injury without treatment in Example 7.
25 | FIG. 12 illustrates the result of normal tissue in Example 7.

FIG. 13 illustrates the picture of dermatitis on rabbit ear before



FIG 16 illustrates the picture of dermatitis on rabbit ear after treated
with the ointnment according to the invention on Day 3 in Exanple 8. FIG 17
illustrates the picture of diabetes neflitus wounds in Exanple 9. 10 FIG
18 illustrates the picture of diabetes nellitus wounds in Exanple 9. FIG
19 illustrates the picture of diabetes nellitus wounds treated wth the

oi nt ment  ageohfeAPid PxiiBid gvention for 2 months in Exanple 9. FIG 20
illustrates éE%{leep?lct u}r(e g} gd]’i abetes nellitus wounds treated 15 with the

oi ntment according to the invention for 5 nonths in Exanple 9. FIG 21
i llustrates theRiGetidridustratds diepresuncel fl ddrngtivie wndabbiteat afier wettedt he

oi nt ment accg céilljng to the inyention for 5 nonths in Exanple 9. FIG 22
i || ust r at eSViEhGOMERT aecopging ip dhe fnygniiop anday d imbixample®o. FIG 23

illustrates the picture of chronic stasis ulcer treated with the 20

o\ ntment accor i 418 ililSate B pRfurk Uf derBAHS dn'rabBRTAL BALP ekl 24

illustrates the picture o c stasis re the oi nt nent

accor di ng twith e oimtraent ascotding4o ikeksentiooanPhe 250 Exanpie®5 i | | ustrates
the picture of ecchynosis in Exanple 11. FIG 26 illustrates the picture of

ecchynosis trea i,.t.h the .0i nt accqQrding to the_invention for 3
days in Exanpl e%(i&[': Wﬁll stgafes” ﬁﬁE‘PPH?'g’E%H@aW%PHrr b%‘F egr afighigented r eat ed

with the Qb fFlRNGin i ; j jp gExanpl e 11.
Fla 2811 o TR oinRRar flcORting & i IR0 8 DAY I IREMAISST 1 6 Fla 20

il'lustrates the Fi cture of ecchynosis treated with the ointnent according
to the inventiohll§orl7 dhgtrates Bxanpictird 2of Habete30 méllinst rnedvwsdst Hr pi cture
of suture \ﬁ)undﬁ tgreat ed with the

i xample 9.

10 FIG. 18 illustrates the picture of diabetes mellitus wounds in .
Example 9.

FIG. 19 illustrates the picture of diabetes mellitus wounds treated

with the ointment according to the invention for 2 months in Example 9.

FIG. 20 illustrates the picture of diabetes mellitus wounds treated

15 with the ointment according to the invention for 5 months in Example 9.

FIG. 21 illustrates the picture of diabetes mellitus wounds treated

with the ointment according to the invention for 5 months in Example 9.
FIG. 22 illustrates the picture of chronic stasis ulcer in Example 10.

FIG. 23 illustrates the picture of chronic stasis ulcer treated with the

20 ointment according to the invention for 2 weeks in Example 10.

FIG. 24 illustrates the picture of chronic stasis ulcer treated with the

- ointment according to the invention for 4 weeks in Example 10.
FIG. 25 illustrates the picture of ecchymosis in Example 11.

FIG. 26 illustrates the picture of ecchymosis treated with the



oi ntment according to the invention in Exanple 13. FIG 31 illustrates the
picture of atopic dermatitis in Exanple 14. io FIG 32 illustrates the
picture of atopic dermatitis treated vvi_tgh the ointnment according to the
invention for 1 week in Exanple 14. FIG" 33 illustrates the picture of
atopic dermatitis treated wwth the ointnent according to the invention for
4 weeks in Exanple 14. FIG 34 illustrates the picture of atopic dernmatitis
treated w t lpinheentiagcordingdothavventondor 3 daye in Fxemplohlfor 6 weeks in
Exanpl e 14. DETAI LED DESCRI PTI ON OF THE | NVENTI ON According to the

i nvention, the v acti qn .of ycine m L Merr.. is, unexpectedly
found to have dr ml étiefl#hé%as?eﬁ N r@é‘fr}ll??g @é%hh"rﬂsﬁr it%eé'l,teq r‘@ﬁﬁi gl@e

der mat ol ogi Qﬂhtrﬂélﬁ%c@@f(ﬁn%% iR riechfien €6t 7 da99 B Bikakipi111. 20 and
stinmulating hair growmh. According to the présent invention, a vapor

faction fromseeds of G ycine max (L.) Merr. is prepared by the process
conpri si ng the stdps 28fillusirales phepictursplabragen ayaundstin fixaphde ddeds in an
al cohol solution containing al cohol at the concentration | ower than about

l%gr (c))/orr\gtsr [ gr pir 25 S Gﬁg\? g%[a rﬂl?#gar%esgbtgé? bi@%ﬂ%ﬁ%}&g@%& ﬁega}eg(f L‘E’fetﬁlt ct)l\?é}er at han

about 110 C dinmpéitaiddotdiag ty @Roinvehach ifen7 days i Examphet2edl y found that a
vapor fraction obtained froma rude 5 extract of the seeds in an al cohol

sol ution containi n%eal cohol at the concentration |ower than ahout 15 % wt .

or in water has &ffecd0iiNusaienethe pigiureTRESHEpRL WoUnds: trsptedapathe tlag | y
prepared. Megheh Of!ac2brdif@ 358 HivRhASY §h BBl 18d from seeds of Gycine

max (L.) Merr.7are

. |
.

F1G. 31 illustrates the picture of atopic dermatitis in Example 14.

0 FIG. 32 illustrates the picture of atopic dermatitis treated with the

ointment according to the invention for 1 week in Example 14.

FIG. 33 illustrates the picture of atopic dermatitis treated with the

ointment according to the invention for 4 weeks in Example 14.

FIG. 34 illustrates the picture of atopic dermatitis treated with the

15 ointment according to the invention for 6 weeks in Example 14.

DETAILED DESCRIPTION OF THE INVENTION

- According to the invention, the vapor fraction of Glycine max (1..)
Merr. is unexpectedly found to have dramatic effects in treating skin
injuries, treating dermatological disorders, stimulating cell regeneration,

20 and stimulating hair growth.

According to the present invention, a vapor faction from seeds of

Glycine max (L.) Merr. is prepared by the process comprising the steps of:

(a) providing a rude extract of the seeds in an alcohol solution
containing alcohol at the concentration lower than about 15 % wt. or in

25 water; and



advant ageous because (1) soybeans have been consuned for a long tinme 10
and are believed to be non-toxic; and (2) soybeans are not expensive. In an
enbodi ment of the invention, the rude €tract fromthe seeds of dycine
max (L.) Men. is obtained by an extraction with an al cohol solution at a
concentration | ower than about 15 %w, or with water. Any nethods for

optai ng e et Atk oM BlABIISAE, CTMRLICHESHLA 16, A con b

used to practice ventl ance, e extract can

obt ai ned byabowti Hizngm hhé at eedsnpdramure Mokler that adboin 120 en\obodih ahal
manners such as grinding, stiffing, disturbing, cutting or mncing, and

i mrer si ng t Kapoy &a%ﬁplhl cohol solution at a concentration | ower than about
15 %w. In a preferred enbodi ment, the concentration of alcohol is |ower

20 than about 1olt%vﬁneﬁp'gér]t@dg{lfélﬁ{daﬁﬁ¥ a2 f?‘ac?{?o‘ﬂlto g?e?loﬁ%n? a otk -

According to the inven e rude extract can al SO be extracted with
wat er . sl n aeptratteof egheesbmili iendn dlbshgli sclasionf canadngr sicoholenasafiei n

al cohol or water ranging fromabout 5 parts to about 10 partsggy wei ght .
Any ways of CORSAFaNEDN: hawek dhan aakpwlxdpale i Wh PheindiWate d1ase 8HECE dinonl y

25 used N {indolohAn Phc Uoffbe! G0N 158 LARPRRIGH, | PNRRLAR gfccor di ng

to the invention, tract 1S vaporize ronetric pressure

| ower than ebumétid prbduasdpepaed €roer seds eofl Gipding hmax d@hypUieirl Gar,
preferably from about 60 C tg_about 110 T. The vapor fraction can be
col | ect ed i Adeantagraug besanse 1k soybeang have begsoeonsumed for a lopsrtinged

Gi ven 'Bor ongd PREIRER b Wndh RRAETR ) s ARG A Aol B 5% 0" epar ©

‘_"fj_fna_ction by chilling the vapor can be perfornmed in a rotary evaporator
where the vapor Iisarewabodahest dfaht isvanivie s nglctexpacbfivupid stdwiofh col d

water, and then the vapor is chjlled by passing through .
lycine max (L.) Merr. is obtainéd by an extraction with an alcohol
solution at a concentration lower than about 15 % wt, or with water. Any
methods for obtaining rudé extracts from plant seeds commonly used in the
15 art can be used to practice the invention. For instance, the rude extract can
be obtained by dividing the seeds into small pieces in any conventional
manners such as grinding, stirring, disturbing, cutting or mincing, and
immersing them in an alcohol solution at a concentration lower than about
15% wt. Ina preferred embodiment, the concentration of alcchol is lower
20 than about 10 % wt, more preferably about 3 % wt or about 2 % wt.
o) " According to the invention, the rude extract can also be extracted with
water. In a preferred embodiment, the pieces of seeds are immersed in
~ alcohol or water ranging' from about 5 parts to about 10 parts by weight.
- Any ways of dividing the seeds and extracting the divided seeds commonly

25 used in the art can be used to practice the present invention.

According to the invention, the rude extract is vaporized at a
. barometric pressure lower than about 1 atm and at a temperature lower than
about 110 °C, preferably from about 60 °C to about 110 °C. The vapor

fraction can be collected in a liquid form by chilling the vapor.



t he condensing tube to collect the vapor fraction in a liquid form The
mani pul ation is sinple and the cost is |ow. The vapor fraction according to
the invention can be anal yzed and identi-fied with a high performance

| i quid chromat ography (HPLC). For 10 instance, the HPLC spectrogram of the
50 pL of vapor fraction taken at 200 nm usi ng Waters Sphersorbm ODS2 col umm

with an i nner di . . 4 a lenagth (L) of 250 . a
particle size of ﬁgﬁg’%éfce(%}r}e@r%nsﬁ%g&r%eengks ng?lﬁﬂjﬂ’ (gtrpniolcﬁ% 9 Viﬁ@i@ﬂga 190,
13. 190, anddd rlde entretest W blvent bardinehid pr@Blireotand afen@bdraturef aRd% where

mobi |l e phase at 0 to 5 mnutes is is 95 % H20/5 % CH3CN, 'at 5 to 30 m nutes
is 95 % H2orsellogtmgaenidivapog deastion: by ghilbogthe sopar nan be perfamed ipay 25 %

CH3CN i ' ) l.nut s 0 % H20/,100 %,CH3CN i
or adi ent; afounpvaPattt whins Be ebht 35 o aptold AoBERamiehhb Wl . ana a
101 nigute bepSifedawith2Ed]18 WateHEN tHRAGHS Fdpowid gﬁmeh%ylpﬂés&ﬁg' fhrofigROr di ng

to the 20 spectrogram substances in the vapor fractidn show.strong
pol arity. TH condensing fubs to soleet thonapohéactiogrindg diquid Foswl 0odbd in t he

prior art. For. ax Le.. daidzein and.geni stein have four rings in their
st ructures,né%l@ﬁﬁ@%lwqﬁgpgﬁ?ffc.’gllg?%‘ﬁe preferred enbodi ment of the
I nvention, several herbals are 25 added for assisting seeds of dycine nmax

(L.) Merr. in trehéivagos fidetion] icoeding for @atinventiel tah YeoghfAIgkedlnfar ders,
stinmulating, cell regeneration, and stinulating hair growh. According to

the inventi lentifiedayith 2 high ipsnfarmaneptliquid chiromatographm(BRLL) dorpri si ng
seeds of G ycine X Meryr. and ast pne erjal sele from
the grlﬁup c ?"&F{Tﬁ’& @L?e%gg{q}gr% %Zﬁ%ﬁﬁr‘rﬁr ﬂgY?Rﬂr‘Tf]B{Ir%“é’é’cﬁ’s n?ﬁgggol us
“radiatus L. nangsiap tWiless sgheilsor&w—dwsi?%bm RatPAR RASG didmetr (13P9
fraction fromthe raw material and the
of 4.6 mm, a length (L) of 250 mm and a particle size of 5 pm comprises
peaks at retention time of 2.910, 5.190, 13.190, and 50.815 minutes with
~ the coefficient of variation of 8 %, where mobile phase at 0 to 5 minutes is
15 95 % HyO/5 % CH3CN; at 5 to 30 minutes is 95 % H,0/5 % CH;CN in
gradient, at 30 to 80 minutes is 75 % H,0/25 % CH;CN in gradient; at 80
to 100 minutes is 0 % H,O0/100 % CH3;CN in gradient; at 100 to 101
minutes is 0 % H;O0/100 % CH;CN in gradient; and at 101 minute is 95 %
H,0/5 % CH;CN; and a flow rate is 1 ml/min. According to the
20  spectrogram, substances in the vapor fraction show strong polarity. They
.y | are much different from other ingredients disclosed in the prior art. For
| ' example, daidzein and genistein have four rings in their structures, and

have weak polarity.

. ~In one preferred embodiment of the invenﬁon, several herbals are
25 added for assisting seeds of Glycine max (L.) Metr. in treating skin injuries,
treating dermatological disorders, stimulating cell regeneration, and
stimulating hair growth. According to the invention, a vdpor fraction is
_obtained from raw materials comprising seeds of Glycine max (L.) Merr.

and at least one material selected from the group consisting of seeds of

30 Sesamum indicum, seeds of Phaseolus radiatus L. and antimicrobial



anal ysis and identification of the vapor fraction are descri bed above.
Preferably, the antim crobial herbal is selected fromthe group consisting
of dry rhizonmes Rheum pal matum L., dryllrhizones of Rhei Rhizomm, dry s
bar ks of Phel |l odendron amurense Rupr., and dry barks of Phell odendr
Cortex. In another aspect, the raw materials preferably conprise about 40

to about 10Getbdl. SHROpreéffardott bP&apsX fiaktibn Yedh: the Fator@RIH ap@ tif0f

seeds of Sesamumindicum 0 to about 50 % of seeds of Phaseol us radiatus
L. and O to 2aBbists odoyidantifivationcobihal vapbitactiot 4me describede aboed.er r ed

nmbodi t he ti t.h teri i bout .70 % of
Srogs o Tretdii U herbbiE1 dHat N 0R0 ol B LR RO IAE 9! cum
about 5 % ofdrgirhiZdtheP FoRuRf pRNRERIM ma; mmyﬂigén&r of 'Rhdi "REBORS erthei

Rhi zoma, and about 5 % of dry barks o endron anurense Rup or dry
barks of Phéarksdefdthellosterndkon avsuense Rupriearst iday basks of Bledlod2ndsiof

al cohol . I n_anothef nor referred enbodi nent of_ t I nvenfion, t raw
materi al s C(gafﬁgqus eflh%ﬂﬁwg@s@/%c&ft J@H’smﬁfer@%/ﬂ#@mﬁ’i& CE’WP)“SF/@SPP" gﬁd about
20 % of seeds aBbuPhasen] B stadll 8f EIpdine hax | wg&rﬁr' 5oy 2 % of
al cohol. 20 In still anot hgr mre%*%?gr’?% (g\f%o | ri’egtaﬂoow%lﬁg(?%ﬁt i on,
the raw maseedsadisSesomprii sediatm, D t8 @bYubH0 Séedsceds f Rhaswolmeradiaryy Men.

and about 20 %,qof. seeds..af, Sesamum indicu The raw material is in about 2
% of al cohoi.‘ af’(ﬁ%sttol%O@ﬁgt%éﬁsqmcﬂﬁﬁ?@f%ﬂl-enbodi ment of the invention,
the raw 25 materials conprise about 90 % of seeds of dycine max (L.)

of Rher Rhi zomm The e o G [ LR T ationt hET Yaxk 1 OTES
“preferred emuderiate momyrischaboutvih?s of se¢dweof &ilycine max (L.) Merr., about
20 % of seeds of Sesamum indicum, about 5 % of dry rhizomes of Rheum
palmatum L. or dry rhizomes of Rhei Rhizoma, and about 5% of dry barks
of Phellodendron amurense Rupr. or dry barks of Phellodendri Cortex.

15 The raw material is in about 2 % of alcohol.

In another more preferred embodiment of the invention, the raw
materials comprise about 80 % of seeds of Glycine max (L.) Merr. and
about 20 % of seeds of Phaseolus radiatus L. The raw material is in about
2 % of alcohol. |

20 In still another more preferred embodiment of the invention, the raw
materials comprise about 80 % of seeds of Glycine max (L.) Merr. and
about 20 % of seeds of Sesamum indicum. The raw material is in about 2
% of alcohol.

In still another more preferred embodiment of the invention, the raw
25 materials comprise about 90 % of seeds of Glycine max (L.) Merr. and
about 10 % of dry rhizomes of Rheum palmatum L. or dry rhizomes of Rhei

Rhizoma. The raw material is in water.

In still another more preferred embodiment of the invention, the raw

materials comprise about 80 % of seeds of Glycine max (L..) Merr., about



materials conprise about 80 % of seeds of dycine max (L.) Merr., about
-12- 10 % of seeds of Sesamum i ndi cum and about 10 % of dry rhizonmes of
Rheum pal matum L. or dry rhizomes of RhEl-Rhizoma. The raw nmaterial is in
water. In the nost preferred enbodi ment of the invention, the raw materials
5 conprise about 53 % of seeds of dycine max (L.) Merr., about 20 % of

about 5 %01 ATy S sanay Srhat fndifin 868 oL SIS UIS ShRENES e

Rhi.zoma, andRedhouapatmbmoh Ldoy dearikgomks B @HepRanebnn THY r8RSAafdHal is or  dry
bar ks of Phell odendri Cortex. The raw material is in about 3 %or in 10
about 2 % of B@ERol or in water. Furthernore, the HPLC spectrogram of the
50 L of vapor fraction taken at 200 nm usi ng Waters Sphersorbnt- 0DS2

colum with an i | : . t 2 mm and
a particle size g Eﬁgegﬁm o &rig)f;epggséaﬁ%oa(gsneﬁ gﬁggeﬁ%fal&ﬁ&?’itﬁ%%‘%’ rﬁ&g@%& 5. 111,
12. 944,5 and ctingiS: aboutt 3 %idfrscelie of a@hine ok (0f) Mdrt.abboik 2O %8 6 15
where nobile p asgéat 0 to,5 mnutes is 95 % H20/5 % CH3CN;, at 5 to 30
mnutes is 9§95 ADSesampuindicyns, dhotildnte obseeds of Pigmelusuadiatug Lzs o

oradi ent . a8t ol ie The e Reqh bt d, e RS Bbe oo o
101 ni nut e iRhigbnts biR/abokt S19BQE drerbarles 6 Phelloddndron bmid@nsdRupA. orThe

i nvention al so _provide conposition conprising the vapor fraction
accordi ng t dlryharks ﬁﬁﬁeﬁﬁdeﬁé@f&ﬂ- yThe wawcosatesial is & abeuisd(%cred from

composi 1 on et 3 Ao aloPuBl B BF Bk, FurhRRRE, ety S FRatatn ofont 25
vagcording tahé!5® unveNtapsr fiaBaos AABGE b 200 A idiRE WarRs iSphersdo™-
ODS2 column with an inner diameter (I.D.) of 4.6 mm, a length (L) of 250
mm and a particle size of 5 pm comprises peaks at retention time of 2.896,
5.111, 12.944, and 46.603 minutes with the coefficient of variation of 8 %,
15 . where mobile phaseat 0 to 5 fninutes is 95 % H,0/5 % CH;CN; at 5 to 30
minutes is 95 % H,0/5 % CH3CN in gradient, at 30 to 80 minutes is 75 %
Hy,0/25 % CH3CN in gradient; at 80 to 100 minutes is 0 % H,0/100 %
CH;CN in gradient; at 100 to 101 minutes is 0 % H,0/100 % CH;CN in
gradient; and at 101 minute is 95 % H,0/5 % CH;CN; and a flow rate is 1
20 ml./min.

\ . The invention also provides a composition comprising the vapor
fraction according to the invention. Preferably, the composition is selected
from the group consisting of a pharmaceutical composition, a cosmetic

| composition and a skin cleaning composition. In a preferred embodiment

25 according to the invention, the composition further comprises an
- antimicrobial agent such as borneol. Preferably, the amount of the vapor
fraction according to the invention ranges from about 70 % to about 80 %-

of total composition weight.

In one embodiment of the invention, the composition further

30 comprises borneol, stearic acid, stearyl alcohol, palmitic acid, cetyl alcohol,



antim crobial agent such as borneol. Preferably, the anount of the vapor
fraction according to the invention ranges from about 70 % to about 80 %
of total conposition weight. In one endddi nent of the invention, the
conposition further 30 conprises borneol, stearic acid, stearyl alcohol,
palmtic acid, cetyl alcohol, 13- beewax and pol yoxy ethyl ene sorbitan

Monost ear at &ebR@K) aid ﬁc@fdﬂ)ﬁ@th}%ﬁg %Eﬁltzi‘no hﬁ%é%ﬁt@%@%}?fa 18Ry upi ect. A

met hod for treati ng skin injuries or dermato s conprising
appl yi ng t h@iorgns o1 easily aappticdiong subjette i nvention at a 5 sufficient
amount effective for treati ng skin i nj uries, treating dermatol ogical

di sorders, sti rrul at ner | on and sti,mul at al t rowt h. The
vapor fraction accorbgkﬂﬂé k‘g Pﬁv P BHuries o flepmg tBkﬁq?gafiﬂsﬁﬁ €1§Ki n
injuries, t h@ﬁiprﬁ@lgi%pﬂshﬁgoﬂiec onfHosRIGAE R cofih f‘,ﬁé"gmggﬁﬁ n

regeneration, and stifnulatrng hair 'growth. For € e, the s |n |nJ uries
or der fat oI safficientd soruet s effeatisiens four rtréatingr yskmunhgrmes, i treatingt i on

i njury, chro e rau ecch Si s dernatl cuI papul e,
nomul & vodeEpRtiph s et i X‘LIBF%E}@& fiopatnd stimdeing his!
fissure, uI wtlacne, xeroderna desquanatlon i tch, aIIerglc dermatitis,
- exanthena, and hair is follicle defect. Preferably, the conposi tion

accor di ng to the_ invention is effective in treating burn injury,
i rradiation injul{e vapor dragtionsecordingttoatheenventiomt isefa] fortgating,

ol 11t us. wodkils. MiAHeta; PERORE; (RonBLoRical | it i ”{xﬁm“%%”ﬂig!efl bed
B! oL, s Shandmesyh ol FUELRIAR AR A 1 01
epul osi s andernatetagical|diserddist ¢antainsaiurnfinfdry chwnburns, irradiation injury,
acute and chronic trauma, ecchymosis, dermatitis, macule, papule, nodule,
vesicle, bulla, pustule, wheal, plaque, cyst, scales, crust, fissure, ulcer, acne,
- xeroderma, desquamation, itch, allergic dermatitis, exanthema, and hair
15 follicle defect. Preferably, the composition according to the invention is
effective in treating burn injury, irradiation injury, acute and chronic trauma,
dermatitis, gangrene, chronic stasis ulcer, abrasion, atopic dermatitis, suture

wounds, diabetes mellitus wounds, and hair follicle defect.

In the animal model described below, the vapor fraction according to
.20 the invention has been proved to be effective for curing large area skin
- deficient without granulation, epulosis and allergy. In addition, hair follicle
defect could be cured and hairs could grow again without erythema or
eschar. The healing rates and conditions of the wounds treated with the

| vapor fraction according to the present invention are much better than those
25 with conventional drugs. The wounds treated with the vapor fraction
according to the present invention were healed without scar, and the skin

color of the healed wound was the same as normal skin color. Besides, in

the histological examination, the skin tissues of the wounds treated with the
“vapor fraction according to the present invention did not show fibrous

30 degeneration that usually caused enormous damage on appearance and



defect could be cured and hairs could grow again w thout erythema or
eschar. The healing rates and conditions of the wounds treated wth the
vapor fraction according to the present l4nvention are much better than
those 25 with conventional drugs. The wounds treated with the vapor
fraction according to the present invention were healed w thout scar, and

the skin coprduoéd chmpheatednywuctiivowsgbhes. same as nornal skin col or.
Besides, in the histological exam nation, the skin tissues of the wounds
treated with the [. fracti&g according.to the present invention did not

va
‘show fibrous 30 olé‘g@‘ffﬁpﬁpﬂi B8R alsxeic kaastioy, inflaramatings blsun, gnFade were

appear ance - r‘,ﬂg{f@g I | ..In I tion,

no allergi cairuglgggi?loﬂr}e In a%ﬁkﬁ%@%@%ﬁ@%&ﬁ%@%%@&i%ﬁgﬁe

wounds tr eatthd trdatinent) ¢he apmssdryanghonand ctieof theanbiud gredf hethe idife

treatnment, the ﬁéqces ory organs and _cells of the wound grew as the sanme 5
Forthage O .fmeﬁ

as those of sk r aBy, contragiouthes woungdse dreatadh with a

convent i onal ;i /ddtiBAYIE [ S ells..and the
Fiber i dth G RGOS PR B o R SNoky R Frab sl e
vapor fract ifbberawitih dif tige tvouhte wasJertier ORar the iffie¢t i ve in treating
irradiation injuries. So far, no drugs are effective in 10 treatnent of

irradiation injuries. It is unexpectedly found that in a subject suffering
fromirradiation P:‘Wﬁl?ﬁ"é@? Yo dragtiogy aceerding atonghe imvemtione is vapor

fraction sh if bl - .n3:0Aj nogald.eray.. | ditd gn, neither

i nfl ammat i o?ﬁnéodrtfvh i?stlijle C %Ilrr%l%:l? ﬁglﬁﬁn%?egh %‘?eﬁale’&gf?%} %‘%s%&%@bv S 1 wound
.healingg is tfament of itadiaGondsjurizsgl dd inviehBxpditedly Souad Whatl g kivRct
according to Lg%e. i nyentjon, The vapor fraction is effective in healing the
wounds i n Wi f{“ﬁe%{fa’é}mdlii%%myé&ﬂw@om@@ﬂmﬂ@ treatment iveith pheovi des a

better, coNaRLERctiBRS¢hEGARAT HRladhBh Hals S :'a.ff&gy

In addition, neither inflammation nor tissue contraction, which are

usually observed in wound healing, is found in the wounds healed with the

15 vapor fraction according to the invention. The vapor fraction is effective in
healing the wounds in which the dermal is damaged. Therefore, the
invention provides a better, convenient, and economical way for treating

large area and dermatological wounds.

The following Examples are given for the purpose of illustration

20 only and are not intended to limit the scope of the present invention.

Example 1: Preparation of Vapor Fraction from Seeds of Glycine max (L.)

Merr.

Raw materials comprising seeds of Glycine max (L..) Merr., seeds of

Sesamum indicum, seeds of Phaseolus radiatus L., dry thizomes of Rheum

25 palmatum L. or dry rhizomes of Rhei Rhizoma, and dry barks of
Phellodendron amurense Rupr. or dry barks of Phellodendri Cortex were
ground and extracted with 8 parts by weight of alcohol or distilled water to

obtain a rude extract. The contents were shown in Table 1. The vapor



Seeds of Sesamum indicum (%) | 0 |20120] 0 | 0 [20] 0 |10

Cortex (%)
Solution
Distilled water (%) 98 198 | 98 | 98 [100| 98 [100|100
) - Ethanol (%) 2121212021010

| arge area and dermat ol ogi cal wounds. The foll ow ng Exanpl es are given for
the purpose of illustration 20 only and are not intended to limt the
scope of the present invention. Exanplé-1: Preparation of Vapor Fraction
from Seeds of Gycine max LL ) Merr. Raw nmaterials conprising seeds of

G ycine max (L.) Merr., seeds of Sesanumindicum seeds of Phaseol us
radiatus L. fradﬂ(yn Wusmme@fb iziAB tRAHEE URirket i@r Rer Of Rhel
Rhi zoma, an&j ar ks of Pheﬁggdé@ndrgn anur ense praﬁ%t%r){j?i(/ barég of
Phel | odendr¢E JISGSdWanak @xpﬂeamred)ﬁ/\m\heﬁthmr flsatoy andi ght of

hown f%%@éf“"?%e VQSTS%ta%d 5% Bl Pl OB b s BBl t ne

rude extractéoldnwvaster.ot ary evaporator (EYELA N-10005, 1000S-W at a pressure
of lower- than 1 atmand a tenperature of 60 C, and passing through a

condensi ng ,}%?e supplied with cold water. 5 Table 1: Fraction No: Raw |
materidls 1 1256 78 Seeds of GIyC|ne max (L.) Merr. (% 100 70 53 80

0 80 90 80[ Seeds of Sesamum idrcum (A —0-20—26—0-6-20—0—16—Seeds—9f
Phaseol us dadiatus L. (% 0 0 17 20 0 0}0 0 dry Frictiond¥oof Rheum pal mat um
L. 055 0]0 0 10 1Rawmmateyiatshi zomes of—Rhei—Rhi-zoma (% dry barks|of

Phel | odendfon anurense 1121314516l 718

Seeds of Glycine max (L.) Merr. (%) |100] 70 { 53 [ 80 | 0 | 80 | 90 | 80

Seeds of Phaseolus radiatus L. (%) | 0 | 0 | 17|20 0] 0} 00

dry rhizomes of Rheum palmatum L.

or dry rhizomes of Rhei Rhizoma (%)

dry barks of Phellodendron amurense
Rupr. or dry barks of Phellodendri | 0 | S | 5] 00| 0] 0] 0

- The result of the HPLC for 50 uL of Fraction 1 was shown in FIG. 1.

'The HPLC was preformed through Waters SphersorbTM-OD S2 column with

an inner diameter (1.D.) of 4.6 mm, a length (L) of 250 mm and a particle

size of 5 um where the mobile phase at 0 to 5 minutes was 95 % H,0/5 %

10 CH;CN; at 5 to 30 minutes was 95 % H,0/5 % CH,CN in gradient, at 30 to
80 minutes was 75 % H,0/25 % CH;CN in gradient; at 80 to 100 minutes

was 0 % H,0/100 % CH;CN in gradient; at 100 to 101 minutes was 0 %

- H;0/100 % CH3CN in gradient; and at 101 minute was 95 % H,0/5 %
CH;CN and the flow rate was 1 mL/min. The HPLC was conducted with



:.'H'-%OIS

Rupr. or dry barks of Phellodendri 0 55 00000 Cortex (% Solution

Distilled water (% 98 98 98 98 100 98 100 100 Ethanol (%9 22 2 20200
The result of the HPLC for 50 gL of Frdldtion 1 was shown in FIG 1. The
HPLC was preforned through Waters Sphersorbnt-0ODS2 colum with an inner
dianeter (I.D.) of 4.6 nun, a length (L) of 250 mmand a particle size of
5 m wher e t g fEbiAIBaRA@IPIRHD K &e@ﬁeu&sgrag@%va%ﬁal%ﬁﬁfaim%w 4G0BCN. at
5to 30 mnutes was 95 % H20/5 ¢ In gra at 30 80 mi nutes
was 75 % HZGﬁQHJ}OA)WHh@t@MdeMawz%toﬁﬂ@hownmntﬁm spﬁ}trdgrﬁmHZOI 1 00

% CH3CN |n ad| e o 101 was .0 % H20/ 100 %
gr adi ent ; Eg{)ﬂ Rge‘iﬁa‘é’e%s E?’ Soft Hgarieniien {igee Plfgﬁ @t e was 1
n/ mn. The Siﬂ@ MBSOE, AT, 875 Wihties With filleht 9&1%8%50% pand the

spectrogram was ‘taken from 190 to 400 nm ters oto ode rray 2996.
As shown in the spectrogram taken at 200 r| m there were sharp peaks at
t he ret%ention ti rheaesdlt of the HBLOOGyr JBuILT, Fractiond veissshawiuireBIWi 2.h the

B e Tt R

Spher sor bTMzEDR4 H% Q@; I engt h
(L) of 250 n’mang{;gi par?%ﬂtﬁ)(gqq%g%ﬁ{éjl ?%) 'EJEe rBﬂ{ % se at 0to5
m nutes was sife 8f 520 wiére Thi Gibikt plmstait I0tond mihewswoss 95 WOI-HZD)’BE%% CH3CN

in gradi ent qﬁt 30 {Ng tg 80, minutes was 75 % H2Q 25 % CH3CN i n gradi ent; at
80 to 100 ; afp 4o g0gmimitgs1vas B CedbiP/S Vo HaNrin; gradienb gt 3§ teo1

m nut e&) was g rﬂ‘imﬁ@?leag%SO/ /Cﬁ?’@ﬁﬁ % Qfl%%ﬁ% grg&fgnﬁtat%ltoml@b' rn?m‘ﬁ%% 95 %
was 0 % H,0/100 % CH;CN in gradient; at 100 to 101 minutes was 0 %
H,0/100 % CH3CN in gradient; and at 101 minute was 95 % H,0/5 %
CH;CN and the flow rate was 1 mL/min. The HPLC was conducted with
Waters Alliance 2795 HT, and the spectrogram was taken from 190 to 400

15 nm by Waters Photo Diode Array 2996. As shown in the spectrogram
taken at 200 nm, there were sharp peaks at the retention time of 2.896,
5.111, 12.944, and 46.603 minutes with the coefficient of variation of 8§ %.

Example 2: Preparation of Qintment

The ointments according to the invention were exemplified in Table

£ 20 2:
Table 2:
| Content (wt)
Fraction | 77 %
Borneol | 0.6 %
Stearic acid : 5%
Stearyl alcohol 4 %
Palmitic acid 4%




CH3CN and the flowrate was 1 nL/mn. The HPLC was conducted with Waters
Al liance 2795 HT, and the spectrogramwas taken from 190 to 400 15 nm by
Waters Photo Diode Array 2996. As shownl7i-n the spectrogram taken at 200
run, there were sharp peaks at the retention tine of 2.896, 5.111, 12.944,
and 46.603 mnutes wth the coefficient of variation of 8 % Exanple 2:
Preparati o of " Qnt men{é |'ge 0] nf ments accordirng—tothethnventton—yere
exenplified in Table S®Ybalephgl e 2: conteht (w) Fdaétion 77 % |Bor neol
0. 6 % St earfrc—acid—5%—Stearyt—atecohol—4%+Pal-mtie—aectd-4%-1+—Let yl

al cohol 5%|Beewax 2% PdBg@¥ax et hyl ene sorpitan nono2t%arate 2.4 % The

oi nt ment s gf—the--Aventi+on—can be prepared/in any conventi onal bt hods
commonl y ugeBolyoxy leilsylan¢ sorbitanmphenchtedehfceft s on Fuld 4¥hi ckness Skin Wounds
in Rabbits LTreatnent of Animals : 5 Five female adult New Zeal and| Wi te
rabbits weighting 2.9 to 3.1 Kg was taken as an ani mal nodel. Each rabbit
was caged al one ‘&hd dimieekntsvof the bmwensiod ot B¢ prepaged abbhy soneestional

anaest hetized with 25 to,40 of ketam ne HCI. The back of each rabbit

was t hor ougHIEhYs pmamontyusgdin this art.

Example 3: Effects on Full Thickness Skin Wounds in Rabbits

Treatment of Animals :

) 5 Five female adult New Zealand White rabbits weighting 2.9 to 3.1
- Kg was taken as an animal model. Each rabbit was caged alone and feed
with chow and water. The rabbits were anaesthetized with 25 to 40 mg/Kg

of ketamine HCI. The back of each rabbit was thoroughly clipped and six

areas of the full thickness skin (wherein each area is of 1.5 x 1.5 cm?) were

10 excised, wherein the full thickness skin comprised epidermis, dermis, and

panniculus carnosus.

Dosage and Frequency:

The six areas of the wound of each rabbits were treated twice a day

with the ointments comp'rising Fractions 1 to 6, respectively. The

N

15 ointments were topically applied on the wounds at an amount of 0.35 g per

sz .

Clinical Wound Evaluation:

The wounds were observed everyday and photographed with a
| referential scale three times a week under a uniform condition of light, a
20 focal length, and aperture to record the process of the wound healing.

~ Besides, the sizes of the wounds were also measured and given in Table 3.



areas of the full thickness skin (wherein each area is of 1.5 x 1.5 cnR)
were 10 excised, wherein the full thickness skin conprised epiderms,
derm s, and pannicul us carnosus. Dosabfe- and Frequency: The six areas of

t he wound of each rabbits were treated twice a day wth the ointnments
conprising Fractions 1 to 6, respectively. The 15 ointnments were topically
applied on Thgewunds at an anmount of 0.35 g per cn2. Cinical Wund

Eval uati on: ounds were observed everyday and phot ographed with a
referenti al WiiRBarch TRt Wiskhd ﬁaﬁ@te&h PisiieoP glibh Nb. gﬁ/& ight, a

20 focal | and aperture to recor € process he woun pal i ng.
Besi des, the sizgs ofy; the] wounds

1 nver e,al sg megsur d an§j gl ven rn Table 3.
18 Table 3: Day {Wund area tTeat ¢d \Math tthe oi nt nent conpyi sihg Fraction
No. (% 1[Z 1715 100 0010 0 10 0. 0575 103.1
103.8 105.1 1%0. g 1?99-@ 5 16805 1190904, i)QLQ)@ 4 13@‘% oléOJQz 80.0 72.9
78.3 75.3 9370960t 494474943912 54055 . {1 17.0
16.5 21.0 20.4 17 W3%56.p 403.19. 1 1§38 1c.710519 3 61209 4 114748 714 5.0
22 0.5 0.510-6-015 1705525 0.0 0.0 00300000
5 108.9 110.2 105.5 1004 134.4 130.0
8 80.0 72.9 783 | 753 93.0 - 96.0
11 49 4 47.1 494 | 392 54.0 55.1
Y 14 | 179 151 | 170 16.5 21.0 20.4
| 17 7.7 6.2 9.4 9.1 10.2 10.7
19 3.6 4.1 4.1 4.4 74 5.0
22 0.5 0.5 0.0 0.5 1.7 0.5
25 0.0 0.0 0.0 00 | 00 0.0

The result show that the wounds were all healed (as shown in FIG. 3).
‘The excipient according to the invention (ointment comprising Fraction 5)
also had an effect in treating full thickness skin wounds.

5 . Hair Growth Evaluation:

; oo
N

The length of new hair was measured. -Hairs of the all wounds
treated with the ointments comprising Fractions 1 to 6 were of about 1.76

cm long in average (as shown in FIG. 4), and those of the areas without

treatment were average 0.1 to 0.2 cm.

10 | The result showed that the vapor fraction according to the inventioﬁ
had an ability to repair hair follicle defect and stimulated hair growth.

Besides, the excipient according to the invention was effective to enhance
hair growth, too.



The result show that the wounds were all healed (as shown in FIG 3). The
exci pi ent according to the invention (ointnent conprising Fraction 5) also
had an effiect in treating full thickne$-skin wounds. s Hair Growth

Eval uation: i The length of new hair was neasured. Hairs of the all wounds
treated with the ointnents conprising Fractions 1 to 6 were of about 1.76
cmlong in EX%& ﬂ§4(%§fq‘ ,}Pé_&he areas w t hout
treat ment’ ] ] =T €< strowed t hat the vapor
fraction accordlng to the invention had an ab|I|ty to repair hair follicle
def ect and sti mili@usdehoof Aginavitbh. Besi des, the excipient according to the
I nvention was effective to enhance hair gromﬂh too. -19- Exanple

Ef fects on Full ,Thickness Skin unds_jn Rats Treatnent of Anj :'

nmal e adult Spr ag D&@Eyaﬁé‘h gﬁﬁag%ﬁ@ﬁlggegaﬁ offere aBy 6‘1‘4/ Hp}ml
Center of t n a

wei ghting 3 gb gg gnvl\ﬁragrgﬁlgggt etl zgﬁio&%}] %C@%g; k}el?am ne
H|CI . The téa'l‘ﬁlwmi edhb ra&twm@ltmgm@fﬂd fSOgéWeﬁfﬁﬂa%sﬂsetrmdgmﬁhI%dbM(bal )
clipper. Eac a S cQq one. an eed wi chow _ an r eac
rat, the f @éﬂ%@dﬁ%& The ek oif eathsrat was, tbﬁ@u CLRB‘?‘g

V\/nerel nth I ant

panni cul usel(l:%]# osués]b%{b%a% gﬁapnnﬁg§WE+t%ﬁfssg%%fgmggl gen }}Eﬁhﬁ_ menbr ane
for the tisabwatgl éear ¢avh of, the rfoll shicBnesssskin QF%u2axed 6F- B84 2.5Hm? . Wang

et at Use of a Porcine Derms Tenplate to Enhance Wdely = Expanded Mesh
Aut ol ogus SPP$ expispdywdssciniths ful thickeesspkin qonmlaaﬁﬁaeplderrms dermis,

. 10 and panniculus carnosus (B. Hafemann ef al. Use of a collagen/elastin-

membrane for the tissue engineering of dermis. Burns. 1999;25:373-384;
H.-J. Wang et al. Use of a Porcine Dermis Template to Enhance Widely
Expanded Mesh Autologus Split-Thickness Skin Graft Growth. J Trauma.
1997 Feb;42(2):177-182).

15 Dosage and Freqguency:

Two-experiment group of rats were treated with the ointments
comprising Fractions 7 and 8 as given in Example 2 and each group
contained three rats. The pharmaceutical compositions were topically

- applied on the wounds at an amount of 0.35 g per cm” and 0.1 to 0.2 cm
) height. All the wounds were dressed by sterile gauze and elastic bandage,
| and the dressing was changed everyday.

The evaluation methods analogous to those in Example 3 were used

and the sizes of the wounds were measured and given in Table 4.

' Table 4:

Day |Wound area treated with the ointment comprising Fraction No. (%)

7 8

0 100 100




1997 Feb; 42(2):177-182). 15 Dosage and Frequency: Two-experi nent group of

rats were t
i n Exanpl e

reated with the ointnents conprising Fractions 7 and 8
2 and each group contained20ohree rats. The pharnmaceutic

as given
al

conpositions were topically applied on the wounds at an anount of 0.35 g

15

Iising an electrical clipper at a predicted wound area in the middle of the
back. Each rat was caged alone and feed with chow and water. Burn
wounds of the rats were produced by using the method as described by
Walker and Mason (Z-R. Gao et al. Porcine dermal collagen as a wound
dressing for skin donor sites and deep partial skin thickness burns. Burns.
1992;18(6):492-496), in which the dorsal skin surface was exposed to
water at 75 °C for 15 seconds through a template designed to produce a

| " deep partial skin thickness burn with the area of 4 x 4 cm”.

per cnZ and 0.1 to 0.2 cm 20 height. Al the wounds were dressed by sterile
gauze and giasticybandage;, —and the dressijig was (,'ndn%ed gveryday. |The
eval uati on |methods anal ogou58§-§ those in Exanple 3 B-Used ~and tlhe sizes
of the wourfds—were—treastred—antd—g-vren—-a—Fable 4—Table—4—bBay—Wurd area
treated wi tlh the pintnent cob$pBi sing Fractjon No. (%714 8 0 100 100 - 20-
.2 85.3 1025 564.3-721.4..9 24 34 5 12 18 6 25 2 15 9. 3.13. 4 17 3.1 8.4
20 0.4 2.5]| 23 0.0 0.0 The winds treated with the oigggents conpriisi ng
Fractions 71 _and 8 were healed. Particularly, the wound area treatgd with
t he pharmadeujpcal conpositig@g conprising] Fraction 754ecreased norle-
qui ckly. Edanple b: Effects on Healing of Deep Partial Skin Thickngss Burn
15 9.3 13.4
17 3.1 8.4
20 0.4 2.5
23 0.0 - 0.0
5 7
The wounds.treated with the ointments comprising Fractions 7 and 8
were healed. Particularly, the wound area treated with the pharmaceutical
composition comprising Fraction 7 decreased more quickly.
Example 5: Effects on Healing of Deep Partial Skin Thickness Bumn
5 Wounds
Treatment of Animals:
The female adult Sprague-Dawley rats were purchased from
‘Laboratory Animal Center of the National Cheng Kung University in
Taiwan. Nine rats weighting 230 to 280 g were anaesthetized with 25 to 40
10 mg/Kg of ketamine HCl. The back of each rat was thoroughly clipped



5 Wunds Treatnent o Aninmals: The fenmale adult Sprague-Dawl ey rats were
purchased from Laboratory Animal Center of the National Cheng Kung
University in Taiwan. Nine rats weightlinng 230 to 280 g were anaestheti zed
with 25 to 40 10 ng/ Kg of ketam ne HCI. The back of each rat was thoroughly
clipped wusing an electrical clipper at a predicted wound area in the

m ddl e of the Jﬁr o ahF}; Lo DS caged al one and feed with chow and wat er.
Burn wounds of %@e—%ﬁd uced by using the nethod as described by
Wal ker and Mason (Z-R Gao et at Porcine dermal collagen as a wound is
dressing for skiThedexpuriracttegroapd Giesl pas wWasltremddwithi Phaesacentivsl Burns.
1992; 18(6):492-496), in which the dorsal skin surface was exposed to water
at 75 C f orcompesiiomgscording ignths inyenfion thajcomprises Ferahod sundar Yeep

partial ski | Clen ' = 20 - e and
Er cquency: RS Soeephdcdtibdt 000 BR6PuRbes. b i Blen fofiptBRAS:

Phar meceut iTidre werdesict cettralc gayud G 1Y coft hgtsi withodt aRatohait andpsdeses
Fraction 9 simlar to Fraction 3 except the content of alcohol being 3 %

as given i rPoEnpapiiee 2roup THade ofidits tieatedrifivla glwrpsul@diagine, dfig wi t hout

t r eat ment ' u I t ] | | ver

sul f adi azi ?@Gbggl;% Pm@m&ﬁdﬁw %)goﬁgc‘ﬁ%%ég tgf)%t ai ned
three rat gatsTHEheldngs: welrﬁopmail?vadﬂmieamﬂ tlROweEnds 4t aoameantbf 8r35amount  of
0.35 g per cn2 twice a day until hairs grew up. ,< > to dinical Wund

Eval uat i on:8 [etectay vieatd &3y witilhsdes grewl @igous to those in Exanple 3 were
used and the sizes of the wounds were neasured and given in Table 5.

; j 10 Clinical Wound Evaluc_ttion:

The evaluation methods analogous to those in Example 3 were used

and the sizes of the wounds were measured and given in Table 5.

Table 5:

Day G1 G2 ' G3

Wound | Changeof | Wound | Changeof|{ Wound | Change of
area (mm?°) | initial area | area (mm?) | initial area | arca (mm?) | initial area
(%) (%) (%)

1 1260.00 100.00 | 1140.67 | 100.00 | 1776.33 } 100.00

VA 5 | 93867 | 7450 | 105333 | 9234 | 74400 | 41.88

. 11 285.33 22.65 428.00 37.52 154.67 871

14 188.00 14.92 234.67 2057 34.67 1.95

18 0.00 0.00 141.33 12.39 0.00 0.00

24 0.00 0.00 .| 64.67 5.67 0.00 0.00
31 0.00 0.00 41.33 3.62 0.00 0.00

37 0.00 0.00 32.37 - 2.86 - 0.00 0.00

In the progress of the wound healing, the wounds treated with the



Table 5: Day Gl & G3 Wund Change of Wund Change of Wund Change of
area (€”MmR) initial area area (MR) initial area area (M) initial area (%
(%9 (%9 1 1260.00 100.00 1140.67 100.990-1776.33 100.00 5 938.67 74.50
1053. 33 92.34 744.00 41.88 11 285.33 22.65 428.00 37.52 154.67 8.71 14
188. 00 14.92 234.67 20.57 34.67 1.95 18 0.00 0.00 141.33 12.39 0.00 0.00
24 0.00 0.0Q , 64.67 5.67 0.Q0 0.00,. 31 0.00 0,00 41.33 3.6 .00.0.00 37
0.00 0.00 3ANENCHL &C5dBE 1 ts yCpHen gy eed gythapt %m&gﬁﬁsﬁgﬂb, t he
wounds trealqdr Wakhist i@ safife as HhIRALL AA6RLIENSCAR WhRe FOMRA bptheer e
cured wi thout scar and the skin color was as the sane as the normal.
However, scaosnds treafedr with sitvetr rss! fadtariveks dtuge ale ciddition, the weoursdsl 66di azi ne

drug. In addition, the unds, of he rats re cyred on Day 18.faster than
Chose wi t h BedBIVIRTS cyeed o 1 L8 Taten Ghan dhprowa & CORKENHNRL SHEE 2. 86 %

of area of %ﬁ% a [ b estimated and
record@d; e ?ew %‘%’ggﬁéh&?@gg%@ﬁ%% eﬁ@?%ﬁﬁmﬁﬁf "-2"
referring to no new hair growh with sone eschar and erythema; "-1"
referring to no Mew hear growthoscobheswivete slsomstmptdvean} recvtdedf dheingdy t o no
new hair growh with 10 nor nal in, "#1" referring to some new.hair

Gr ot | andiadt BrOWRY afarengvars detiiins foTpt he bR LIRE Lo fi BFY 8% of ¢ he
wound ar ea. grbih NG bhc JERNRD ABOERThNREL <L 1S tefliAg 18PhE fw hair

growth with some erythema; “0” referring to no new hair growth with

10 normal skin; “+1” referring to some new hair growth; and “+2” referring to

' ) | new hair growth of approximately 50% of the wound area.
The new hair growth scores were listed in Table 6:

Table 6

Day Score
Gl G2 G3
15 2 2 0
18 2 2 1
o 21 -1 a4 1
SN 24 -1 | -1 1
27 | -1 -1 1
30 -1 -1 1
33 -l -1 1
35 1 -1 1

As shown in Table 6, the ointment according to the invention was
15 ‘more effective in new hair growth than the conventional silver sulfadiazine

drug. New hair growth was observed when treating Pharmaceutical



Tabl e 6 Day Score
27 -1 -11 30-1-11 33-1-11 35-1-121 As shown in Table 6, the

oi nt ment according to the invention wa2315 nore effective in new hair
grow h than the conventional silver sulfadiazine drug. New hair growh was
observed when treating Pharnmaceutical -23- conposition according to the

oventi on BuBNsikibn ARG Ie fhe NEVERRN ond5 MR RS SPOSCOY Bl ORiPaY 3

i nvention o

G &&E 15-2-20 18-2-21 21 -1-11 24 -1-11

ar “Wwas ft1oun treated W

Phar maceut i gadwthompoebsdroad andmuyds figNedtheherytheiie bt escharovevieand iwt  hai r
bserved when treati nﬂ the 5 conventional drug. Hi stol ogical

growt h was
Eval uati on

~ tissues of gaehibal HRKSy

qunds afreated; pat

agRipticad orAINRestign naceosdingt #e thkin

exam nation using the eva%rggﬁgoﬁlﬁgnﬁqﬁg‘g@t\ggg i?zeoggrrvifegregmﬁ%t %!e‘aﬂ;iﬁcg%nn et

(Bs Haf esrventiehabdruglO0 Use of a col | agen/ el astin-nenbrane for the
ti ssue engineering of derms. Burns. 1999; 25:373-384.). The sanples were

al .

t aken and stor ed}f
bl ock, and thin

"\__,/:

10

15

20

25

f(_)rr}%d hyde. Each speci nen was enbedded in a paraffin

i .
istological Evaluation of Skin:

After the wounds were completely healed, the skin tissues of each rat
were taken and anaesthetized for histological examination using the

evaluation methods as described by B. Hafemann ez /. (B. Hafemann et al

‘Use of a collagen/clastin-membrane for the tissue engineering of dermis.

Burns.  1999;25:373-384.). The samples were taken and stored in

formaldehyde. Each specimen was embedded in a paraffin block, and thin

- sections were prepared, and stained by using the hematoxylin-eosin method.

The specimens were observed under an optical microscope, and a

transmission electron microscope.

The results of the histological examination showed that the thickness
of epithelium tissues of the rats without treatment (as shown in FIG. 5) was
not even, and the granular layer was thickened. The fiber layer was
observed in the deep dermal. In the group of rats treated with the

conventional silver sulfadiazine drug (as shown in FIG. 6) were also shown

1o have uneven thickness of epithelium tissues. The fiber layer was

observed in the deep dermal, and the fair follicles were destroyed. On the
other hand, the wounds (as shown in FIG. 7) treated with the ointment
according to the invention appeared to be normal, and a large number of

hair follicles were regenerated. The fiber layer was observed in the surface

“area of dermal.

EXample 6: Effects on Large Area Full Thickness Skin Wound_s in Rats

Treatment of Animals :




sections were prepared, and stained by using the hematoxylin-eosin nethod.
The speci nens were observed under an optical mcroscope, and a 15
transm ssion el ectron m croscope. The-2&sults of the histol ogical

. exam nation showed that the thickness of epitheliumtissues of the rats
W thout treatnent (as shown in FIG 5) was not even, and the granular

layer was thickened. T GURRT dAYEHCYHRIODSEVTC hRngleep dgpyel - I

the group of rats treated w convent 1 on Si | I'azi ne drug

(as shown iImbdréior$) Ananel dates bdwhe Nuthae Cligige Kunpi tUdiessitef in
epitheliumtissues., The fiber |ayer was_observed in the d_%ﬁg dernmal, and
the fair folaivanesiheras eaighined00de I werhanagsthetized nathddfatd as shown

in FIG 7) ] . | nt. C hg.  t ' ' pear ed
~to be nor rrarb,é}%%?a%%&g%g%ﬁ%erﬂg%ﬁgﬁhog%g%o?"fti‘gfl;e@?%éﬂéﬁ&eggﬁ%%gt ed. The
fiber 4 ayersings anhdectviedl thppdre Bacl atewagcagedaloferamd feelsaitRlchoty Ef fects
on Large Area Full Thickness Skin Wunds in Rats Treatnment of Aninpls :

-24- The mand watar: Iy eashaabdhe &yl thiokngey skipat encared of s bBmt or y

Ani mal Cen : ' . Kun niversity in..Tal.wa e rats
wei ghti ng §’g%s ? %cégﬁg%fregﬂyﬁ%ﬁgﬁ E@{C@S% %{@hcgépél%eszﬁ? Id?%[}l?(’ga%?g]lgm am ne
HC1. The bmlﬂpa‘luﬁaﬂhsmindm, t horoughly clipped 5 using an el ectrical
clipper. Each rat was caged al one and feed with chow and water. For each
rat, the full thickness skin at an area of 4.0 x 4.0 cnZ was exci sed,
wherein the ful IDesagegskEraguencysonpri ses epidernis, dernis, and

panni cul us carnosus. Dosage and Frequency: 10 The experinment group of rats

\vlvas t{pated wt H‘Hé’eex(ﬂe%ﬁ@mt group of rats was treated with the ointment
comprising Fraction 9 as given in Example 5. One comparative group (G2)
of rats treated with a silver sulfadiazine drug (SWISS
PHARMACEUTICAL CO., LTD.) was also provided. Each group

contained five rats. The ointments were topically applied on the wounds at

15 an amount of 0.75 g per cm” and 0.1 to 0.2 cm height. All the wounds were
dressed by sterile gauze and elastic bandage, and the dressing was changed

everyday.

The evaluation methods analogous to those in Example 3 were used

and the sizes of the wounds were measured and given in Table 7.

") 20 Table7:

Day silver sulfadiazine drﬁg Ointment comprising Fraction 3
- Wound area | Change of initial | Woundarea | Change ofinitial
o) | area (%) Y area (%)
1 1977.60 100.00 1957.60 100.00
3 1763.20 89.16 -'1784.80 91.17
5 1444.80 73.06 1506.40 76.95
7 990.40 5008 1265.60 64.65




conprising Fraction 9 as given in Exanple 5. One conparative group (&) of
rats treated with a silver sulfadiazine drug (SWSS PHARVACEUTI CAL CO. ,
LTD.) was al so provided. Each group cofitained five rats. The ointnents
were topically applied on the wounds at 15 an anount of 0.75 g per cnR and
0.1 to 0.2 cmheight. Al the wounds were dressed by sterile gauze and

el astic banda e, and-the dressing_ was thanged —everygay—Theevatuati on
met hods andl ogous t2%MHbse|in Ex&dpl e 3| wer €688 ahd t W37 zes pf the
wounds wer ¢-freasgured—and UI ver—i-A—Fabler+~—TF20Table7 n°" sHver
sul f adi azi ne ldr yg @296fent |conp?1.d2ng Ffact i466.8 Wolnd %33 Change of
initial Wuynd-ajea Change of initial (plln?2) area (Y9 (MM area (% 1
1977.60 100. Q9 1.958.6@(30.00 00 PBR.6363.20 8913868 60784. BO 91149170 S 1444. 80
73.06 1506[40 76.95 7 990J40 50,08 _1265. 60 64. 65 2b- 9 556.00 2B.11
768. 80 39.271511 42@368H 21|72 4?@ gO 2313 gg 3 18 %52€85. 60 19.70
15 283.20 14.321299.20 15.28 1 3 8. 80 6 80 .1 9 16K. 00 8. 39
238. 40 1.2. ,-8172-- 1%8%6 b2 161'10 §8 8. 23 253%']8% 00 pb. 02 lZl22_i5020 6l 29

19 166.00 8.39 238.40 12.18

21 131.00 6.62 161.60 8.26

23 | 119.00 6.02 123.20 6.29

L) 25 | 87.00 4.40 £8.00 4.50

27 45.00 ' 2.28 76.00 3.88

29 40.00 2.02 56.00 2.86

31 35.00 1.77 ' 34.40 1.76

35 18.00 0.91 20.00 1.02

33 16.00 0.81 8.00 0.41

37 0.00 0.00 0.00 0.00

In the progress of the wound healing, the wounds treated with the

3 s
Ry

-ointment according to the invention were cured without allergy. However,

~ scars were formed on the wounds treated with silver sulfadiazine drug. In
additidn, severe allergy was observed in the wounds treated with silver

s sulfadiazine drug. The healing rate of the rats treated with the
pharmaceutical composition according to the invention (about 25 to 31 days)

was faster than that with the silver sulfadiazine drug (about 37 days).

- Histological Evaluation of Skin:

The method for histological evaluation was as described in Example
10 3. |



25 87.00 4.40 88.00 4.50 27 45.00 2.28 76.00 3.88 29 40.00 2.02 56.00
2.86 31 35.00 1.77 34.40 1.76 35 18.00 0.91 20.00 1.02 33 16.00 0.81
8.00 0.41 37 0.00 0.00 0.00 0.00 In t¥e- progress of the wound healing, the
wounds treated with the ointnment according to the invention were cured
wi thout allergy. However, scars were fornmed on the wounds treated with

i | | f adi dr i 1 b in th
vounds ¢ reated drerest oar i oifohal xaRIR ke REIR A ARG (N
rats tr eat Qiatiiohybiils EOREIWGGHUC b aiORE] §ilaR SARREISINIdAE Woe

invention (about 25 to 31 days) was faster than that with the silver
sul f adi azi @s@r\wg t@atm@tth@ﬁhmlayer iHi the sleop |dcanaEv&owt¢mﬂlebum<mﬂs The

met hod. f or on as _d ed in 10 5. -26-
The resurt it af % Boe At Soh&Rhis BniRaietRh e ritonp BaRE AR Chat e
woundss t r eag¢ WhthNoYseevaPiy &Y denadl. ssl:,ﬂ@;r ﬁﬁé&‘ ﬁl@glﬁﬁn@ﬁ 015 Ushn VB £/

observed to have the fiber layer in the deep dermal. Sone epitheliumcells
died and fdremtthe waninidus. Chronic i nflammtion and eosi nophils infiltration
s were both observed in the derrral Sone fiber also formed 0.5 cm away

fromthe wound. .l n,the ou r.at r W|thth oi ntyent, agcording to
the invention, I’E’httlil g%ﬁ’é’rr?@e R ﬁﬁ?‘ﬁ?ﬁn‘mﬁé tg\?eﬂmnﬁ‘ﬁﬂ S8t ggatl‘?oﬁhet of hair
follicles Wﬁﬁ&tﬂﬁﬂ%@tnﬁﬁvb&ﬁ' éj)lthélfdn‘i’ vadever, s large amount of hair

follicles were generated. Only little fiber formed.

£ 10 The results of the histological examination taken on Day 95 showed
that the wounds treated with the conventional silver sulfadiazine drug were
~ observed to have the uneven epithelium layer (as shown in FIG. 8). Fiber
layer was form in the deep dermal. A small amount of hair follicles was

generated.

15 In the group of rats treated with the ointment according to the
invention, the newborn epithelium was even, and a large amount of hair

follicles were generated (as shown in FIG. 9).

Exzimple 7: Effects on Local Electron Irradiation Skin Injuries

Treatment of Animals:

W

20 The female adult Sprague-Dawley rats were purchased from
Laboratory Animal Center of the National Cheng Kung University in
Taiwan. The rats weighting 250 to 300g were caged alone and feed with

- chow and water.

The irradiation of the rats were performed by using the methods

25 analogous to that as described by John E. Moulder and James J. Fischer
(RADIATION REACTION OF RAT SKIN: The role of the Number of
Fractions and the Overall Treatment Time. Cancer June 1976;37(6):2762-



o The results of the histol ogical exam nation taken on Day 95 showed that
the wounds treated with the conventional silver sulfadiazine drug were
observed to have the uneven epitheliunpyayer (as shown in FIG 8). Fiber

| ayer was formin the deep dermal. A small amount of hair follicles was
generated. is In the group of rats treated with the ointnent according to

the i ti t wb i theli. d g, f hai
Fol 11 cl es ver&gendeatin as Sisareren gt b, Ak pere B\ *Local
El ectron | réqfhdl §00(BELTORN) Riraplitsidi®y b&tbim@ligtion.. SKen Werfemal e

adul t Sprague-Daw ey rats were ‘purchased from Laboratory Aninmal Center of
t he Nat i onatheGHuteys koergwanishavest eqmpietelyaindethe amteeof the slegised diagors0 to

300 d d feed Wt h ter. The irradiati f th
Fats vere poh 26 mbanty Vi matkabondencedt s34 el s Dol lindtidiotes or  bea
by Johp E. B | SKI' N:
T%e ?o?e ofﬂpﬁ‘gfé%rﬁgggeaéﬁngér%(w%gﬁg% @E@R@}aﬁra Iﬁ@ggk %ﬁg% Cancer
June 1976; 3N &jarR AGRociatés, BicG TA, mt@.ﬁ.)lmsva?@ﬁearfaﬁ'ﬁﬂt&itimﬁd with 40 to 50
ng/ Kg pentobarbital sodiumsalt (TC.TOKYO intraperitoneally before

‘irradiation. Skin over . the gluteus area s shaved conpl ete and. the area
of the desired r awﬂnanfgﬁm&dgsmr 1atipay w@ae(s?ﬁt%me Pi%gﬁu%?é | ef t

| ut eus bef 1y i Al k 4 uced b
g l.i near ac@gﬁ%éétgqrgghﬁ%\;gﬁ vgﬁrezgshsb g%ﬁg@ é@gdﬁﬁgm%@ r‘@.ﬁﬁ?é%&%ggl i ed fgr
i rradi ati onarea$r ditte pathhtiom dvai aygplizddnsizgecvery addekt fans werks, tndtthe. | n

fractional -
10 total dose was 37.5 Gy on each area.

Dosage and Freqguency:

The irradiation injuries in the fractional irradiation were treated with
the ointment comprising Fraction 9 (G1) as given in Example 5 after the
irradiation once a day at the dosage of 0.25 g/cm®, and the irradiation

15 : injuries in the single dosage irradiation were treated twice a day. The rats
without treatment were used as a control (G2). One blank group (G3) of

rats without receiving radiation was as a blank.

Clinical Evaluation:

The skin reaction scores (Yoshinao Abe and Muneyasu Urano,

20 " Fraction side—dependént Acute Skin Reaction of Mice afier Muitiple
Twice-A-Day  Doses. Int. J Radiation Oncblogy Biol, Phys.1990
Feb;18(2):359-364; Yu-Jen Chen et al. The Effect of Tetrandrine and
Extracts of Centella asiatica on Acute Radiation Dermatitis in Rats. Biol.
Pharm. Bull. 1999 July;22(7):703-706) had been evaluated and recorded

25 for 30 days after irradiation. The skin reaction scores were defined as
follows: “0” indicating. normal skin; “0.5” indicating slight epilation
occurring at less than 50% of the radiated area, or discoloration of hair;

“1.0” indicating epilation occurring at about 50% of the radiated area;



irradiation, three rats were subject to irradiation on the right and |eft
gluteus areas. The radiation was applied twi ce every week for 5 weeks, and
the io total dose was 37.5 Gy on each28rea. Dosage and Frequency: The
irradiation injuries in the fractional irradiation were treated with the
oi ntment conprising Fraction 9 (A) as given in Exanple 5 after the

i rradiati on«preeng;Gae 3é(¥)1faﬂ%nmﬁg,‘?n§fat Mdre tﬂéﬁ %% gq]t'lé l?&dl'afédaglleﬁt' on 15
injuries in the single dosage irradiation were treated twce

rats withoandtsogw: apihatioemathuseeidskin; éf2c(b’nhrdm¢at(r@00m@e& bpﬂaﬂiomrzmdp (GB)
of rats WIthOLé%ﬁI’ECEI ving radjation was as_a bl ank. . inical Eyal yation:

The skin re9BY [dSRAARAQN OHURINg 8t &% AR Mracolaths adistsd aroms E2Act i on

si de- depend

boses. |t oAt 8Pl e, hoELAMM 0B, & ek,

Yu- Jen sChenasa; &8.0Thiedicatiag tsonfe meist alkdquaraation ocduetings 3. 50finGivatiak| a

asiatica on Acut Radi at.i on Dermatl tis in Rats. BioL Pharm Bull. 1999

July; 22(7): mpIstARSAUARAtinR ghmoshel thectreand recorded 25 for 30 days after

irradiation. The skin reaction scores were defined as follows: "0"

i ndi cating.. nor THo¥-14 ccurrl ng at

| ess than 50% oﬁ?ﬁgkwgﬁg?%lgs%drrgg orbgiglé%t) orat@gﬁhgﬁqﬁg}eﬁ

| ndi cating epilation occurring at about 50% of the radiated ar ea - 28-
"1.5" indi c&“ﬂbl@gﬂ ‘epi | atl on occurring at nore than 50% of the radi ated area

and sone eprtattonpwtti—+ed—ski-A—" 26— ndi-ecati+ng—-corptete-—eptlat+on and
dry desquarfat L8 otcurri ng at less iskinrea0tionfscotes r adi at ed ar ea; 2% 5"
~-i.ndi cating |dry desguamation occurring-at nore than 50%of the radiated 5
"',;‘&r ea; "3.07 i no_li cating sod noi st desquanmaRon occyrring; ¢38.5" indjcating
0 0.00 0.00 0.00
3 0.00 0.50 0.00
6 0.00 0.50 0.00
9 000 - 0.83 0.00
12 0.00 . 6.83 0.00
15 0.00 0.83 | 0.00
18 0.00 083 | 0.00
5 21 | o0 083 0.00
24 0.00 | 0.83 ‘ 0.00
29 0.00 1.00 l0.00

In G1, tear early and little hair damage were found in the wounds,

10 - and the skin showed no allergy.

The results were similar to those of the fractional irradiation test.

Histological Evaluation of Skin:




noi st desquamati on at nost of the area. The skin reaction scores were

eval uated and given in Table 8. Table 8: Day skin reaction scores G & G3
0 0.00 0.00 0.00 3 0.00 0.50 0.00 6460 0.50 0.00 9 0.00 0.83 0.00 12
0.00 0.83 0.00 15 0.00 0.83 0.00 18 0.00 0.83 0:00 21 0.10 0.83 0.00 24
0.00 0.83 0.00 29 0.00 1.00 0.00 In @Gl, tear early and little hair danmage

were found in thHehe\ouSiod ﬁlmst%I‘gf%ﬁ‘{grtrég@%q“%ﬁh@@%ﬂ;ﬁfﬁi esults

were simlar to those of the fraction lation te Hi st ol ogi cal
Eval uation o Skin: -29- The eval uation nethods anal ogous to those in
Exanpl e 5 were ud8dd! (a3 shapin (mEIGhH0h thaepidermabyellst Wereefpiuddtomoverl | s wer e

found to co : Lyl ed epi.t heliumcells. A.larg unt of _hair
follicles v%‘ﬁg“garyé%éd Pﬁ%@%&}‘ﬁt‘%&f& 5fl\|1ﬁf&%a?’89ﬂ%ﬂ8\lkﬁlfi foliicies wers alsh v snal |
amount of h@igéné@tddi,'cl es were observed. In G3 (as shown in FIG 12), the
ti ssues. were taken as control.

5 In G2 (as shown in FIG. 11), only small amount of hair follicles were

observed.
In G3 (as shown in FIG. 12), the tissues were taken as control.

The tissues of the wounds with treatment were dense but those

) | without treatmerit were loosing.

10 Example 8: Effects on Dermatitis on Rabbit Ears

Dermatitis on rabbit ear was found to have symptoms of redness,

swell, inflammation, ulcer and bleeding as shown in FIG. 13.

| The wounds were applied with the ointment accbrding to the
- invention that comprises Fraction 10 similar to Fraction 3 except the

15 - content of alcohol being 0 % as given in Example 2 for 3 days.

On Day 1, the ulcer disappeared and the redness was alleviated. The
hair follicles appeared as shown in FIG. 14.

N

- On Day 2, the skin tissue was recovered and only slightly redness

was observed. The hair follicles were obviously as shown in FIG. 15.

20 _‘ On Day 3, the skin tissue and color were normal. The hair grew on
the hair follicles as shown in FIG. 16.

Example 9: Effects on Diabetes Mellitus Wounds

A 68-year-old male had been suffered with diabetes mellitus for 20
years. His toes of left foot were performed with amputation. The wounds
25 showed severe gangrene change as shown in FIG. 17. All toes on his right



The tissues of the wounds with treatnent were dense but those w thout
treatnent were |loosing. to Exanple 8: Effects on Dermatitis on Rabbit Ears
Dermatitis on rabbit ear was found to-Rfve synptons of redness, swell,

i nfl anmati on, ul cer and bl eeding as shown in FIG 13. The wounds were
applied with the ointnent according to the invention that conprises
Fraction 10fsdtryérakputhlciChintome IvEMiERLalt aéﬁoﬁ%&ﬁ&ﬁé skéwalig pig! being 0
% as given in Exanple 2 for 3 days. On Day 1, the ul cer disappeared and the
redness wasl8l | eviated. The hair follicles appeared as shown in FIG 14.
On Day 2, the skin tissue was recovered and only slightly redness was
observed. The hady f i wer e obvi ously as sh in.FIG 15..20 On Day
S the skin &1 sobhe Sl SomiRisdnd BHQIR 9 naS ARpRe el ymsroni® 2.7
follicles a8 thhewmdan FI G 16. Exanple 9: Effects on Diabetes Mellitus
Wunds A 68-year-old nmal e had been suffered wth diabetes nellitus for 20
years. His toes of left foot were performed with anputati on. The wounds 25

 showedSsevere gaftficetee tieatigentael theolaft foot o2 mpnthy (astshesvmin KIG. ri ght

-30- foot t he wound healin s_not .good as, shown in
Foe g0 TROR SRRt Hatih sRie B SR AL IR sRInRER ERERnas 2 o
3 tines a dhgalirg withent fldge he@akigent of the left foot for 2 nonths (as

shown in FIG 19), some granulation tissues were noted, and the wound was

started to healing without nore necrosis. After the treatnent of the left
foot for 5 nont héftgggh% tsatnent of the left foot for 5 months (as shown in FIG.

. 20), the wound was completely healed without scar. The right foot (as
. . ,
10 . shown in FIG. 21) was also completely healed without scar.

Example 10: Effects on Chronic Stasis Ulcer

Bilateral lower legs of an 80-year-old male had been suffered with

- hyperpigmentation and stasis ulcer for 20 years as shown in FIG. 22.

The ointment comprising Fraction 9 was applied on the wounds 2 to

15 3 times a day.

After the treatment of the feet for 2 weeks (as' shown in FIG. 23), the
wound was started to healing.

RN

After the treatment of the feet for 4 weeks (as shown in FIG. 24), the

wound was completely healed without scar.

o200 . Exémple 11: Effects on Ecchymosis

A female patient had ecchymosis caused by an accident (as shown in
FIG. 25).

The wounds were pretreated with a cold compress once a day for
three days, and then applied with the ointment comprising Fraction 9 2 to 3

25 times a day.



20), the wound was conpletely healed wi thout scar. The right foot (as 10
showmn in FIG 21) was al so conpletely heal ed without scar. Exanple 10:

Ef fects on Chronic Stasis Ucer Bilatesh} |ower |egs of an 80-year-old nale
had been suffered with hyperpignmentation and stasis ulcer for 20 years as
shown in FIG 22. The ointnent conpri si ng Fraction 9 was applied on the

\(Aggngﬁoﬁmt?n Fl G’?h%%&@@[ﬂoggydls@ e%g%&% ed toﬂﬁegﬁ&ﬁgﬁeaﬁ e { 2 neeks

treat ment othitchday @est freatndenteskshovas is PFI@H 260 Fh&.cold) of tHEGSCadrOt%ﬁﬂ was
conpl etely heal ﬁ_de(ri\nthout scar 20 Exanple 11: Effects on Ecch nosis A
feral e pat i WAS aHSA0%PEGSFRORSIOTG theiay 3591d§ﬁt wes plsorflattengd smdvlightaned) G 25) .

The wounds t . ss once a day for three days,
and then app %Igtcri&[vb ﬁ’?r?g‘?%wé? &fgggrrpFrfrérsTrﬁzg Fraction 9 2 to 3 25 tines a
day. -31- The ecchynosis drsappeared and the wounds were heal ed on the
third slay pbsampleh?:nEffectsos Abrasiom FI G 26. The col or of the scar that
was al r eady present before the car accident was also flattened and

| i ght ened afte for as shown jn FIG 27). 5 Exanple 12:
Effects on Abrasi ﬂ@ﬁtab%%‘ﬁoglﬂaﬁs%b&@cﬁ?%%%é‘é HPpwIh

acci dent asmsfbmvnzg | n FI G 28 The oi nt ment conprising Fraction 9 was
applied on the wounds 2 to 3 times a day.

The ointment comprising Fraction 9 was applied on the wounds 2 to
3 times a day.

0 The wounds were healed after the treatment for 7 days (as shown in
FIG. 29). '

Example 13: Effects on Suture Wounds

- A male patient had serious laceration wounds on the philtrum with 3

_ cm break and 20—Stitchcs suture, nose beﬁm with 0.8 cm and 4-stitches

15 sutare and upper lip with 1 cm break and 6-stitches suture and 1.5 cm break
- and &-stitches suture.

_ The ointment comprising Fraction 9 was applied on the wounds 2 to
ST '3 times a day.

_ ~ The wounds were healed completelj' without scar (as shown in FIG.
20  30).

Example 14: Effects on Atopic Dermatitis

A 4.5-year-old female had chronic atopic dermatitis. The skin of the
neck and upper thorax was itchy, redness, swelling, crackling, weeping,

crusting and scaling after long-term topical corticosteroid therapy as shown
25 inFIG.31. |



10 The wounds were heal ed after the treatnent for 7 days (as shown in FIG
29). Exanple 13: Effects on Suture Wwunds A mal e patient had serious

| acerati on wounds on the philtrumwith32- cm break and 20-stitches suture,
nose beamwi th 0.8 cmand 4-stitches 15 suture and upper lip with 1 cm
break and 6-stitches suture and 1.5 cm break and 8-stitches suture. The
oi nt ment conpri si i j jnmes a
day. The wounds vq\glrQ eﬁﬁg%ﬂégag%ﬁryﬁ% g%yt%%?ﬁgﬁ? 5 gg%l\r{\é)d(‘lglg?%%‘é\;v?ﬁnfigzg)e 20
30). Exanpl 8 times BEfdagcts on Atopic Dermatitis A 4.5-year-old fenmal e had
chronic atopic dermatitis. The skin of the neck and upper thorax was

i tchy, redness, | 1in rackl.i ng, epi ng, crusting and scaling after

| ong-term topi ca?‘ﬁ%r%%‘&?&@?ﬁ &% e‘f"é\%y?%‘ss AR %-?ﬁ)ﬂt@ tghing, 32- The
oi ntment  copdddesk NSwEll [ | i I inmes a

day. After the treat rre%%t’ fcgébk%%e@g’ s?ﬁgsvt\n% trzliﬁﬁl égiﬂggf‘wgﬁehgedlut%%ﬂl ng,

‘redness, swehdlidegireasedcki ng, weepi ng, crusting, and scaling were reduced 5

and dectreased. After the treatnment for 4 weeks (as shown in FIG 33), the
skin |esions were, al posi subsided., After the treatnment for 6 weeks (as
shown in FILG 34)A,Ei‘telrhtéles{l'?‘?fmqn£§1%5n% ‘V@T‘é‘ é?én%*%l“}/ g 33). iherskid r ebound
ef fect | at elagiddl Whid Anf¥Postisi@y s of the present invention have been
illustrated

After the treatment for 6 weeks (as shown in FIG. 34), the skin

lesions were completely healed with no rebound effect later.

10 While embodiments of the present invention have been illustrated
and described, various modifications and improvements can be made by
persons skilled in the art. The embodiments of the present invention are
therefore described in an illustrative but not restrictive sense. It is intended
that the present invention is not limited to the particular forms as illustrated,

15 and that all the modifications not departing from the spirit and scope of the

present invention are within the scope as defined in the appended claims.



and described, various nodifications and i nprovenents can be made by
persons skilled in the art. The enbodi nents of the present invention are

theref-ore described in an illustrative3but not restrictive sense. It is
intended that the present inventionis not limted to the particular forns
as illustrated, is and that all the nodifications not departing fromthe

spirit and wﬂgqgg@i@gl it invention are within the scope as defined
in the appended cl ai ns. I\%W%AT IS CLAIMED ISt 1. A vapor fraction from

seeds of d@ycine max (L.) Merr., which vapor fraction is prepared by the
process conpri silg th‘évgpepﬁaoﬁon(fa)mlsccﬂﬂ@ﬁﬁgzcmerm (Ex)X Meeet., whidhhe seeds

I n an al cohgl q.lm %3 % g al cohol at, t tﬁ concentration | ower
than about Y3%; cmgrlslpﬁep% v.the REPGess compusing the SIgps Alude extract at a
baronmetric pressure |ower than about 1 atmand at a tenperature |ower than

about 110 C to fjai broviding aPRIde] EAFAI VY hDsetIR!iR dh AR SHRAIAM of 1 he

50 pL of vapor fraction taken at nm t hrough a hi gh performance liquid
chr oma$ ogr agmfainiarg_ajcohel iy thV\éQoelcsnfﬁmimr $ower tRB2abmituby %iwh @mini nner

di aneter (I, DB% of,4.6 M a length (L) of 250 nmand a particle size of 5
gm conpri sef LR at a retention tine of 2.910, 5.190, 13.190, and 50. 815
mnutes with the 15 coefficient of variation of 8 % where nobile phase is

at 0 to 5 minut gb)l S vaBbrifinig2Bé rulle k5N at AlbaPorh@urROprisiute aswes it % H20/ 5
% CH3CN in gra ient, at 30 to 80 mnutes is 75 % 2%/25 % CH3CN 1 n

gradi ent; aabogd 1 atin o0l At Ademperatue %Wmmﬁmlﬂmml-ﬂ(ﬂ\f’@rtogmlﬂdlmﬂte at 100
to 101 m Sas,.0 %H2O 100 % CH3CN in gradient; and at 101 mnute is 95
%&%&@e& on

OAj/o 20 H20/ hd a flowrate is 1 ni/mn.

10 wherein a spectrogram of the 50 pl. of vapor fraction taken at 200
nm through a high perfonnance liquid chromatography (HPLC) using
Waters SphersorbTL_i—ODSZ column with an inner diameter (I.D.) of 4.6 mm,

~a length (L) of 250 mm and a particlé size of 5 pm comprises peaks at a
 retention time of 2.910, 5.190, 13.190, and 50.815 minutes with the

15 coefficient of variation of 8 %, where mobile phase is at 0 to 5 minutes is
95 % H20/5 % CH3CN; at 5 to 30 minutes is 95 % H,0/5 % CH;CN in
gradient, at 30 to 80 minutes is 75 % H,0/25 % CH;CN in gradient; at 80
to 100 minutes is 0 % H,0/100 % CH;CN in gradient; at 100 to 101

| minutes is 0 % H,0/100 % CH;CN in gradient; and at 101 minute is 95 %

20 Hy0/5% CH3CN and a flow rate is 1 mL/min.

2. The vapor fraction according to Claim 1, wherein the vapor
fraction is collected in a liquid form by chilling the vapor.

3. The vapor fraction according to Claim 1, wherein the

concentration of alcohol is lower than about 5 % wt

25 4.  The vapor fraction according to Cla1m 1, wherein the rude

fractlon in the step (a) is in water.

5.  The vapor fraction according to Claim 1, wherein the



2. The vapor fraction according to Claim1l1, wherein the vapor fraction is
collected in aliquid formby chilling the vapor. 3. The vapor fraction
according to Caim1, wherein the conéédntration of alcohol is |ower than
about 5 %w. 25 4. The vapor fraction according to Claim1, wherein the
rude fraction in the step (a) is in water. 5. The vapor fraction according
to daiml, tehpéiciretinghe 3tk \ 0 )1 1 es from about
60 C to about glo C. 6. Thepv(ggor e?gtt{rﬁgﬁﬂgfcﬁ%r%}tﬁgb(%@ lcﬁog?%] 1, which has
effects of treating skin injuries, treating dernmatol ogi cal disorders,
stimul ating cel | 0- r egthevappofraction ascondingta Glpitmal rwhiohvitds. effects o

conposition I §):n0: & vapor. fraction.accqrding. to Clajm11. 8 The
conposi ti on“%g@%é dslﬁér%g lglilﬁ‘%saﬁﬁqaﬂngv\ﬁ%ﬁatlogog}gagdg\% eF%eStHHHli"G‘F‘&F@Je of a
pharmaceut i ﬁ@ée&mﬁﬁﬁiahﬂ@,ﬁmlﬁaﬁ@micg?oﬁﬂﬂp%i tion or a skin cleaning
conposition. 10 9. The conposition according to Caim7, which is for use

in treating skip injuries or dermatol ogical disorders. 10. The conposition
accordifng to O a¥m 9, Ansemppsitiohe cemprisingnjthe ivapoo frattionaactordingako

di sorders a ek ect ed fromthe group consisting of buminjury, sunburns,
irradiationtnjury, acute and chronic trauma, is ecchynosis, dermatitis,
macul e, papul e, nodule, vesicle, bulla, pustule, wheal, plaque, cyst,

scal es, crust, f8ssurEhe cbepositRa gcoXdibgdsrOhim ﬂ%ﬂi&ﬁ%tdsgﬂifolkttﬁcg’ _
allergic dermatitis, exanthemm, gangrene, chronic stasis ulcer, abrasion,

at opi ¢ der niapifactuce of 2 phomosrsuticel eompesition) 4 cosmetiwconippsitiancorhai r
f\ ol licle defighlicaning composition. |
i /' ) '

10 9.  The composition according to Claim 7, which is for use in

treating skin injuries or dermatological disorders.

10. The composition according to Claim 9, wherein the skin
injuries or dermatological disorders are selected from the group consisting
of burn injury, sunburns, irradiation injury, acute and chronic trauma, |

1 5 ecchymosis, dermatitis, macule, papule, nodule, vesicle, bulla, pustule,

wheal, plaque, cyst, scales, crust, fissure, ulcer, acne, xeroderma,

desquamation, itch, allergic dermatitis, exanthema, gangrene, chronic stasis

- ulcer, abrasion, atopic dermatitis, suture wounds, diabetes mellitus wounds,
and hair follicle defect.

R
N

20 11. The composition according to Claim 9, wherein the skin
injuries or dermatological disorders are selected from the group consisting
of burn injury, irradiation injury, acute and chrenic trauma, dermatitis,
gangrene, chronic stasis ulcer, abrasion, atdpic dermatitis, suturé wounds,
diabetes mellitus wounds, and hair follicle defect.

25 . 12. The composition according to Claim 7 further comprising an
antimicrobial agent.

13. The composition according to Claim 7 further comprising



20 11. The conposition according to aim9, wherein the skin injuries or
der mat ol ogi cal disorders are selected fromthe group consisting of burn
injury, irradiation injury, acute and chronic trauma, dermatitis,

gangrene, chronic stasis ulcer, abrasion, atopic dernmatitis, suture wounds,
di abetes nellitus wounds, and hair féblicle defect. 25 12. The conposition
according to Claim7 further conprising an antimcrobial agent. 13. The
conposition according to Claim?7 further conprising 35 borneol, stearic
acid, stearyl alcohol, palmtic acid, cetyl alcohol, beewax and pol yoxy

et hyl ene sor bbvmeoksinant acid, atearyl dtohdispalnftictaoie, catyhakshdl| bsevasemddi ng t o
Caim7 in the manuf a nedicanent for use in treating skin

t f
injuries, treQPVW%@ﬁ?F’%[%r@EP%”OB}e@Wﬂers, stinul ating cell

regeneration, and stinulating hair growh. 15. A vapor fraction fromthe

raw material s conpt4.si Wge se®edSoMpoSRivttadDrdiners Giaim 7 NBRd mafi@cte d@ASt one
materi al selected fromthe group consisting of seeds of Sesamum indi cum

seeds of Phasﬁlﬁ’pi‘}@m?_ﬁ‘dﬁ"a‘f%" Ireatingcskivinjuries itreting devoatolagical ¢iberdersi s pr epar ed
py the processuGaiiig h ihehbuc, SR8 BhwiatihdhaPb@ulili ng @ rude extract of
I an S on

the raw materials 1 cohol" "sol"uti on i'nrng al cohol at the
concentration | ower than about 15 %w. or in water; and (b) vaporizing
the rude extract atd.a Bamperdtaciion froedseirssy inatseals ichaprisipsdeds ofiGcired at a

t enper ature | guer an abo 110 Cto optain the vapor fraction; wherein a
spect r ogr am of 3¢ Iqei ﬁrrp"l‘_"dc#ﬁ‘??ﬁ gre Ppteda ????CEWWQPWW'SPW #u§RI% hi gh

performance | blOSesdnh PaRIAHRES YT PlkdeblsYSdifs Mrﬁrﬁtim%?t?ﬁ?l% [ M ODS2
colum with an inner dianeter (I1.D.) of 4.6 nm a length (L) o 250 mm and
a particle siwbichis Bepared byiheipsesssp ealoprising thersegpsiof:i on tinme of 2. 910,

{a)  providing a rude extract of the raw materials in an alcohol solution

containing alcohol at the concentration lower than about 15 % wt. or in water; and

(b)  vaporizing the rude extract at a barometric pressure lower than

about 1 atm and at a temperature lower than about 110 °C to obtain the vapor

fraction;

wherein a spectrogram of the 50 pL of vapor fraction taken at 200 nm
through a high performance liquid chromatography (HPLC) using Waters
Sphersorb™-0DS2 column with an inner diameter (1.D.) of 4.6 mm, a length (L) of
250 mm and a particle size of 5 ym comprises peaks at a retention time of 2.910,
5.190, 13.190, and 50.815 minutes with the coefficient of variation of 8 %, where
mobile phase is at 0 to 5 minutes is 25 95 % H,0/5 % CH,CN; at 5 to 30 minutes
is 95 % Hy0/5 % CH;CN in gradient, at 30 to 80 minutes is 75 % H,0/25 %
CHacN in gradient; at 80 to 100 minutes is 0 % HZQI100 % CH:CN in gradient; at
100 to 101 minutes is 0 % H,0/100 % CH4CN in gradient; and at 101 minute is 95
% H,0/5 % CH,CN and a flow rate is 1 mL/min. |



5.190, 13.190, and 50.815 mnutes with the coefficient of variation of 8 %
where nobile phase is at O to 5 mnutes is 25 95 % H20/5 % CH3CN, at 5 to
30 mnutes is 95 % H20/5 % CH3CN in gdadient, at 30 to 80 minutes is 75 %
H20/25 % CH3CN in gradient; at 80 to 100 mnutes is 0 % H2O 100 % CH3CN in
gradient; at 100 to 101 mnutes is 0 % H2O' 100 % CH3CN i n gradi ent; and at

101 minute is 9516 % HA @?Og—lﬁg&lgﬁd GP% @t Eldith 4 TUPHRrein3the 16. The

vapor fraction according to Caim eln the antinm’cro herbal is .
sel ected frautimicroliadhprtzdns isekectegl ﬁblrdﬂy: giuwommrslstlﬂgelfrxirgaihmees L., dry

hi f Rhi b od d
dry bar ks oRSHEl POBARPI oy (85 thizom %%eﬁﬂ%&@”‘éﬁﬁgﬁd&g o
d ai m 15, vméﬁwwdﬂs? @g&mﬂwﬁ&pﬁ' énd?ﬁ SR PfodihdrCBAgYl 100 % of

seeds of dyclne max Dto out seeds of Sesanum
indicum O to about 50 % of seeds of Phaseol us radiatus L. and O to about
30 % of anti mi crbbi alTheevbpor. figstion raeconding Ibr@tain'nohs,awdnereihrtbetmm ai m 15,
wherein the_v to fractio cqllected in.a li ' formb hjilling

t he vapor. ?rﬁ{%cgw&sefaﬁ)&lﬁh a%%&ﬁ ﬁ At%fﬁﬁeélﬁ fgbfcm?e n&tL
~concentrat | Bierpl 0abomt So%d oM Eeds s Tndftifn. 030 abt abBG?SUaPOBf”aC“O”
~according to daim 15, Wnerelnt eru raction I ht

wat er. 15 2seed¥ MR}wpemluﬁ radioionl aamb0 do aboto3 (IP/aofmiiﬁmonbbnaé harhalhe
tenperature in the step (b) ranges from about 60 C to about 110 C. 22. The

vapor fraction g aim 15 1ch has .ef reati ng skin
injuries, ‘treat | g‘t}f?aY %ﬁ%o%ﬁg‘iﬂr Higsto @4%? Sreé%lt$e vapor =
egengg at i Oﬂact%}ijlssédlf&{e%{mr}ﬂh@ﬁﬂrfo%% itz ﬁfé-vaﬁoﬁonpos' tion conprising

-.t)he vapor fraction according t

19. The vapor fraction according to Claim 15, wherein the

concentration of alcohol is lower than about 5 % wt

20.  The vapor fraction according to Claim 15, wherein the rude

fraction in the step (a) is in water.

15 21. The vapor fraction according to Claim 15, wherein the

temperature in the step (b) ranges from about 60 °C to about 110 °C.

22.  The vapor fraction according to Claim 15, which has effects of

treating skin injuries, treating dermatological disorders, stimulating cell

(‘
" regeneration, and stimulating hair growth.
20 : 23. A composition comprisin-g the vapor fraction according to
Claim 15.

24.  The composition according to Claim 23, which is used for the
manufacture of a pharmaceutical composition, a cosmetic composition or a

“skin cleaning composition.

2% ' - 25. The composition according to Claim 23, for use in treating

skin injuries, tféating dermatological disorders, stimulating cell



Claim15. 24. The conposition according to Claim23, which is used for the
manuf acture of a pharnaceutical conposition, a cosnetic conposition or a
skin cl eani ng conposition. 25 .25. The conposition according to C aim 23,
for use in treating skin injuries, treating dermatol ogi cal disorders,
stinmulating cell 37 regeneration, and stinulating hair growh. 26. The
conposition according to Cl aim25, wherein the skin injuries or

der mat ol ogi cal disorders are selected fromthe group consisting of burn
injury, sunburns, ‘irradiation injury, acute and chronic traum, 5
ecchynosi s, dermatitis macul e, papul e, nodul e, vesicle, bulla, pustule,
wheal , pl aquerfggég%sr?ﬁonsgg(ﬂ & ,Mﬁtl‘r[%%,’ OeWhsure, ulcer, acne, xeroderm,
desquamation, itch, allergic dermatitis, exanthema, gangrene, chronic
stasi s ul cer, abr8siThe, contpmpition detorinigt foSClaiw t25) evherim s skih afjetesor

mel |itus woupds, ?nd h?,rﬁ;ol l'icle defect. 27. The conposition according to
d ai m 25, vwfgﬁf@ﬁw q9E! diserdersjate iselectsr rora rthe (5o Pensisting < ryer dive

sel ected T OfinblihsOIrRIRIERTTLS! bflo Hnaiihié Batthd, 5 dobhRURY IddHndileUr V.
acute and chronic trauma, dérnatitis, gangrene, chronic stasis ulcer,

abr asi on, atmpéule,d@ppie nodde, esicle; bulln pudiije, dvhabke pleguerdyst, tsaslesyomragls, and

hair folliclg defect. 28 Th ition ac ' to Caim23 furth
comr i 91 ng ARIEn TR 2P0 R e S AR, i Bl FEmaylie SR NE R O ai m

23 further cpimgfdnsi agoRiesRBRRuicer AP alpicderhb@®R! ¥ty vanak, diftsdhéd tic
acid, cetyl alcohol, beewax and pol yoxy ethylene sorbitan nonostearate.

30. Use of tmellitysimeynds apd haietodiclti deflecto C ai m 23 in the manufacture of a
medi canment for use in treating skin injuries, treating dermatol ogi cal

di sorders, 27. The composition according to Claim 25, wherein the skin injuries or
dermatological disorders are selected from the group consisting of burn injury,
irradiation injury, acute and chronic trauma, dermatitis, gangrene, chronic stasis

. uicer, abrasion, atopic dermatitis, suture wounds, diabetes mellitus wounds, and
hair follicle defect.
28. The composition according to Claim 23 further comprising an
antimicrobial agent.
29. The composition according to Claim 23 further comprising borneol,

stearic acid, stearyl alcohol, palmitic acid, cetyl alcohol, beewax and polyoxy

ethylene sorbitan monostearate.

30. Useofthe composition according to Claim 23 in the manufacture of a
medicament for use in treating skin injuries, treating dermatological disorders,

stimulating cell regeneration, and stimulating hair growth.

31.  Use of a composition compriéing a vapor fraction from the raw
materials comprising about 70 % of seeds of G!yciné max {L.) Merr., about 20 % of

seeds of



stinmulating cell regeneration, and stinulating hair growth. 31. Use of a
conposition conprising a vapor fraction fromthe raw materials conprising
about 70 % of seeds of dAycine max (L.) Merr., about 20 % of seeds of 38
Sesamum i ndi cum about 5 % of dry rhizonmes of Rheum pal matum L. or dry

rhi zonmes of Rhei Rhizoma, and about 53 % of dry barks of Phell odendron
amurense Rupr. or dry barks of Phellodendri Cortex in the manufacture of a
medi canment for use in treating skin injuries, treating dermatol ogi cal

di sorders, stinulating cell regeneration, and stinulating hair grow h;
wherein the b on. S =pge iy Si he steps
ther el L1 X809hun At Ock® SPICHR SRl EAREF B RARE o)

al cohol ; andrr(ztm)nesapbﬁhzi Ririzohea, rande aleott r 2% @ft dg  barke Nt Phéﬂorlér&saure | ower
than about atm ar]guﬁﬁt ate ower than about 110 C to _obtain the

vapor fracti B’Ff”re”§% eOnin r & ggrh&"%”% @rigrnn dhe mputasiye (o

conposi tion pRkicamaht tr GREmh 't%%ﬁné)%kl'ﬂeﬂjur|e§tt?éé'ilh§ d%ﬁh%oloéfcgla&%rdéﬂscom'
palmtic acid, cetyl alcohol, beewax or polyoxy ethylene sorbitan

nmonost ear at estirgdating V%lbm'gehel@tbom oand rstmulatieg haiv grawty, i ieseio dhpryapong about
53 % of seeds of .G 20_.% of seeds of Sesanum
i ndi cum ab%ﬁ?ﬂoﬁs %B’?regggg'ée %?C%ﬁggg'gf'ﬂgg E‘&&#‘%ﬂs&é L., about 5 %of dry

rhi zomes of Rheum palmatum L. or dry rhizomes of Rhei " Rhi zoma, and about 5
% of dry barks of(aPhel prosdieimgr o nuderexiess of Rupraw ofateHiays aakeut of % of
Phel | odendri Cortex, at a sufficient amount effective for treating skin
injuries, tredf?holaldr mat ol ogi cal disorders, stinulating cell

regeneration, and stimulating hair grow h; wherein the vapor fraction is
pr epar ed by t he pr(im)ces/apcmznnrth@'rumg dxtract st @ paroafetric fEsquidondr thagn abswtde
extract of tlp%traw rials in ab

[0)
m and a a emperature lower Hgn azboé% P‘{O °C to obtain the vapor fraction.
32. The method according to Claim 31, wherein the composition

optionally comprises borneol, stearic acid, stearyl alcohol, palmitic acid,

cetyl alcohol, beewax or polyoxy ethylene sorbitan monostearate.

33. A vapor fraction from the raw materials comprising about 53 % of
seeds of Glycine max (L.) Merr., about 20 % of seeds of Sesamum indicum,
about 17 % of seeds of Phaseolus radiatus L., about 5 % of dry rhizomes of
Rheum palmatum L. or dry rhizomes of Rhei Rhizoma, and about 5 % of dry
barks of Phellodendron amurense Rupr. or dry barks of Phellodendri Cortex, at a
sufficient amount effective for treating skin injuries, treating dermatological
disorders, stimulating cell regeneration, and stimulating hair growth; wherein the

vapor fraction is prepared by the process comprising the steps of:

{a) providing a rude extract of the raw materials in about 2 % of
alcohol; and

{b) vaporizing the rude extract at a barometric pressure lower than

about 1 atm and at a temperature lower than about 110 °C to obtain the



) . .
et - minutes is 0 % H,0/100 % CH;CN in gradient; and at 101 minute is 95 %

al cohol ; and (b) vaporizing the rude extract at a baronetric pressure |ower
than about 1 atmand at a tenperature | ower than about 110 C to obtain the
-39- vapor fraction; wherein a spectrogam of the 50 L of vapor fraction
taken at 200 nmthrough a high performance |iquid chromatography (HPLC)
using Waters Sphersorb-0DS2 colum wth aninner dianmeter (1.D.) of 4.6
mn, 5 a | emwgpbr fragtiod; 250 mm and a particle size of 5 mconprises peaks at
retention tine of 2.896, 5.111, 12.944, and 46.603 minutes with the
coefficient of variation of 8 % where nobile phase is at 0 to 5 mnutes is
95 % H2Q' 5 % CHawhergn aspesigramne e 3G 15 Ohvdpor Sration3ahen at 20 adi ent

at 30 to 80.m i % H2P/ 25 % C: i radi ent ; 10 to 100
mnutes is EH%%)%% @Wﬁ@%%%ﬁy cﬁqo%iqjgggaghiogﬁP ubgBgis 0 %
H2O/ 100 % CRg&idks Splgsrackte M ODBXelmtOWithidiihfed diafRedf (113907 4% MO and a

flowrate is | nL/mn. 34. A conposition conprising t%/e vagor fract’i on
accor ding t 8 leugdi (h)sef 209 gan dfidea quarficlsi dizof a5 gt dongprises Geakmag4, whi ch
is used for _the. nuf ac f arpgceutical conposjtion, a cosnetic
conposi tion” Pgtéog‘;[kfpﬁ 8%2%&9&@ fbﬁgoé%fl&n.m%%ﬁ% awimyees With thecor di ng
to O ai m 34coutficidhtioT vaiatibnEof 8 %! ' i A Qi AL tol ogi cal
di sorders. 20 37. The cor?pos??ilrgnéhg@g%%ﬁ%éﬁlltéﬁasgil%aggio%gﬂ@ﬁ&t‘ e skin

i njuries or98SenHiQ5% €3H:CNs at detos3@neinaedseist 51 % HYO/SME CERON ¢onsi sting
of burn inj acute and chronic trauma,

[ un nNsS... rradi ati I njur [ C
occhymosi o Biadicri it 30 8 sgmiiites is, 79 o6 Thihith % CHeeR &, Sxsdrans; apdiet ur e,
0 to 160 minutes is 0 % H,0/100 % CH;CN in gradient; at 100 to 101

H,0/5 % CH;CN and a flow rate is 1 mL/min.

34. A composition comprising the vapor fraction according to
Claim 33. '

15 ' 35.  The composition according to Claim 34, which is used for the

manufacture of a pharmaceutical composition, a cosmetic composition or a

skin cleaning composition.

36. The composition according to Claim 34, which is for use in

treating skir_x injuries or dermatological disorders.

200 - 37. The composition according to Claim 36, wherein the skin
injuries or dermatological disorders are selected from the group consisting
~ of burn injury, sunburns, irradiation injury, acute and chronic trauma,
ecchymosis, dermatitis, macule, papule, nodule, vesicle, bulla, pustule,
wheal, plaque, cyst, scales, crust, fissure, ulcer, acne, xeroderma,
25 desquamation, itch, allergic dermatitis, exanthema, gangrene, chronic stasis
ulcer, abrasion, atopic dermatitis, suture wounds, diabetes mellitus wounds,

and hair follicle defect.

38. The composition according to Claim 36, wherein the skin



wheal , plaque, cyst, scales, crust, fissure, ulcer, acne, xeroderma, 25
desquamation, itch, allergic dermatitis, exanthema, gangrene, chronic
stasis ulcer, abrasion, atopic dermatitis, suture wounds, diabetes

mel litus wounds, and hair follicle defect. 38. The conposition according
to Claim36, wherein the skin 40 inj*ries or dermatol ogical disorders are
sel ected fromthe group consisting of burn injury, irradiation injury,
acute and chronic trauma, dermatitis, gangrene, chronic stasis ulcer,
abrasion, atopic dermatitis, suture wounds, diabetes nellitus wounds, and
hair follicl einiteieecr depatoligiat dispaists densasaed toRgiheagrShicBhsiding Wit her
conpri sing an antjnicrqﬂ%al,a%ent. 40. The conposition according to C aim
34 further coRPPi'UlRey Medmn invet aepiecant coronistteauma, derpelitisl gangsend, t i c

acid, cetyl attremel stabigewasr, afadiH Y¥s¥ic 8 e i arat e.
41. Use of the conposition accor di ng tg'cCI %ﬁ'}r{é@g |s§8[%g$%ﬁ‘g?§%§%t§§ of a
medi canent f onelitis wavngs.candihsdy fellidledefeptur i es, treating der mat ol ogi cal

di sorders, stimulating cell regeneration, and stinulating hair growh. 42.
Use of a conpositizan CoEEdSidaflioR a¥ahG: o fromihe.raw materials
conpri sing about .80 0/? of senZ%Is l(c))f acfogclf]ﬂféé rérgaid1?'3f')’r&%t5?}r’ms'ﬁsﬁr§ About 20 % of
seeds of 20 GegPbiel 398t at us L. in the manufacture of a nedicanent for

use in treating skin injuries, treating dermatol ogi cal disorders,

stimiating cell 40egreehRipbSiton aBshréihg WICHiNS4 Adier SbMMAIng BORES] N L he
S

vapor fraction is prepared by the process conprising th ps of! (a)
provi di ng a r{RAEIC3A: axteanyk alephol.r paliniligtasid, adetyl iatcohbip ieeRa®/mafl palyogpiol ;  and

(b) vapori zi %ﬁé}% sro'l‘ﬂ%n%&ﬁo@?etara%. a baronetric pressure |ower than

41. Use of the composition according to Claim 34 in the manufacture of a
medicament for use in treating skin injuries, treating dermatological disorders,

stimulating cell regeneration, and stimulating hair growth.

42. Use of a composition comprising a vapor fraction from the raw
materials comprising about 80 % of seeds of Glycine max (L..) Merr. and about 20
% of seeds of 20 Phaseolus radiatus L. in the manufacture of a medicament for
use in treating skin injuries, treating dermatological disorders, stimulating cell
regeneration, and stimulating hair growth; wherein 'the vapor fraction is prepared

by the process comprising the steps of:

(a) providing a rude extract of the raw materials in about 2 % of alcohol;
and

(b} 7 vaporizing the rude extract at a barometric pressure lower than
about 1 atm and at a temperature lower than about 110 °C to obtain the

vapor fraction. .



about 1 atmand at a tenperature | ower than about 110 C to obtain the
vapor fraction. 41 43. Use according to Caim42, wherein the conposition
optionally conprises borneol, stearic acid, stearyl alcohol, palmtic acid,
cetyl al cohol, beewax or polyoxy ethylene sorbitan nonostearate. 44. Use of
a conposition conprising a vapor fraddion fromraw nmaterials conprising
about 80 % of seeds of Aycine max (L.) Merr. and about 20 % of seeds of
Sesamum i ndi cumin the manufacture of a nedicament for use in treating
skin injuries, treating dermatol ogi cal disorders, stinulating cell

regeneration, and 43 i musatdcBedigits CRHiR eI hUBRNEL Bohhgidapor fraction is
prepared by the process conprising the steps of. ?‘3{& provi ding a rude

extract of t heptioagalneanenrises Soingoladlearic acidsstdaryg oholapalmitictz)kidyapor i zi ng t he
rude extract j ressure lower than about 1 atmand at a
t enperature | gé\})é'?a’%?’éﬁgg%‘%’f" PRYY ?@V'SB? SPRRmECPasie Al r acti on. 45. Use

according to Claim44, wherein the conposition optionally conprises boneol,

stearic acid, steadyl &seohalconpakitivh tempbin a 6830 Fract@nGRwlaw beewax or
pol yoxy et hy| egfﬁi For bi t an nostearate. 46. Use of a conposition conprising
a vapor fraclP5HPECHARE9 LR 80atof pegds of Glrsnesmay(Ladder. aud abpeif20seeds of

G yoine ex ool 61 S MAblum'9y%: M ket Ut 2 R oBlop RiEHID ol et ur L

or dry rhizomes of Rhei Rhizomain in the manufacture of a nedicanent for
use in treat \reRjingiekin injnjies, trestingt desmtiohgicabidisordés| stiphlatingdie or der s,

stinmulating Ll regeneration nd stinmulating hair growh; wherein the
| Generl &eﬁgged sﬁvhllaﬁrég piceewth; @’Bﬁ%‘v‘q teygrerfeaction isps of ., 42

vapor fracti oﬁ I'S
prepared by the process comprising the steps of:

(a) - providing a rude extract of the raw materials in about 2 % alcohol; and

(b)  vaporizing the rude extract at a barometric pressure lower than

about 1 atm and at a temperature lower than about 110 °C to obtain the vapor

fraction.

45.  Use according to Claim 44, wherein the composition
optionally comprises borneol, stearic acid, stearyl alcohol, palmitic acid, cetyl
alcohol, beewax or polyoxy ethylene sorbitan monostearate.

46. Use of a composition comprising a vapor fraction from the raw
materials comprising about 90 % of seeds of Glycine max (L.) Merr. and about
10 % of dry rhizomes of Rheum palmatum L. or dry rhizomes of Rhei Rhizomain
in the manufacture of a medicament for use in treating skin injuries, treating

' dermatoiogiba] disorders, stimulating cell regeneration, and stimulating hair

growth; wherein the vapor fraction is prepared by the process comprising the
steps of:



(a) providing a rude extract of the raw materials in about 2 % of al cohol;
and (b) vaporizing the rude extract at a baronetric pressure |ower than
about | atmand at a tenperature |ower than about 110 C to obtain the vapor

~fraction. 47. Use according to Caim46, wherein the conposition optionally

conprises boneol, stearic acid, steargl alcohol, palmtic acid, cetyl

al cohol , beewax or polyoxy ethyl ene sorbitan nonostearate. 48. Use of a
conposition conprising a vapor fraction fromthe raw nmaterials conprising
about 80 % of seeds of dycine max (L.) Merr., about 10 % of seeds of
Sesamwn i ndi cum and about 10 % of dry rhizonmes of Rheum palmatumL. or dry

rhi zomes of Rhei Rhl zoweoviding HrideRIEE T tHeGra@maeridEidiaBamEeny, Jfor use in
treating skin ’i qu).ri es, treating dernmatol ogi cal disorders, stinulating
cell regeneraf8M" @y stinmul ating hair growth; wherein the vapor fraction
is prepared by the process conprising the steps of: (a) providing a rude

extract of the rawbymat eapadizigithe AldRkirdct %t 8hafnfditOress P RwePihafi@ror i zi ng

the rude extract at a baronetric pressure |ower tkllar{esa out 1 atmand at a
t enper at ur e | BRWI 138 @nd BbaAtempEratere lowehthah abauid 10 30 or obthindlod vapor 49. Use
according to £ al,m 48, wherein the conposition optionally conprises boneol,
stearic acid, stearyl alcohol, palmtic acid, cetyl alcohol, beewax or

pol yoxy et hyl ene sorbitan nonostearate. ABSTRACT VAPOR FRACTI ON FROM

SEEDS OF GLYCI NE MEX ( Us abddoRfng to DIRInCab/RMRIdih P cbfaEbn
optionally comprises borneol, stearic acid, stearyl alcohol, palmitic acid, cetyl

alcohol, beewax or polyoxy ethylene sorbitan monostearate.

48. Useof a coi‘nposition comprising a vapor fraction from the raw
materials comprising about 80 % of seeds of Glycine max (L.) Merr., about 10 %
of seeds of Sesamwn indicum and about 10 % of dry rhizomes of Rheum
palmatum L. or dry rhizomes of Rhei Rhizoma in the manufacture of a
medicament for use in treating skin injuries, treating dermatological disorders,
stimulating cell regeneration, and stimulating hair growth; wherein the vapor

fraction is prepared by the process comprising the steps of:

{a) providing a rude extract of the raw materials in about 2 % of alcohol;

and

(b) vaporizing the rude extract at a barometric pressure lower than
about 1 atm and at a temperature lower than about 110 °C to obtain the vapor
fraction.

49.  Use according to Claim 48, wherein the composition
optionally comprises borneol, stearic acid, stearyl alcohol, palmitic acid, cetyl

alcohol, beewax or polyoxy ethylene sorbi_tan monostearate.



The present invention mainly relates to a vapor fraction fromseeds of
A ycine max (L.) Men. prepared by vaporizing a rude extract, and

phar maceuti cal comnposition thereof. Thé‘3pr esent invention also provides
the use of the vapor fraction in treating skin injuries, dermatol ogical
di sorders, stimulating cell regenera®B&TRAGD stinmul ati ng hair growth.

(FIG 1a) VAPOR FRACTION FROM SEEDS OF GLYCINE MAX (L.) MERR.
AND COMPOSITION THEREOF

The present invention mainly relates to a vapor fraction from seeds
of Glycine max (L.) Merr. prepared by vaporizing a rude extract, and
pharmaceutical composition thereof. The present invention also provides

5 -the use of the vapor fraction in treating skin injuries, deimatological

disorders, stimulating cell regeneration, and stimulating hair growth.

(FIG. 1la)



