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2HO HA Title of Invention

ANLEH Tl dM EJIME OlSS =ots &Y The method of inducing adipose tissue originated adult
stem cell movement.

R Abstract

2232 NI sl AMSIIMES ME 0lS(cell The invention relates to the new use in which the

migration) S0 28t 222, L= XAHGHHE XIYXEX £ adipose tissue originated adult stem cell in which the a

ail o Jdl ZEI)ME O|9| EX 2H|20|, E5], EX H 23t2 dipose tissue originated adult stem cell and more detail

clel Xgxd s &M SIMEIE

ed its specific secretion are pre-processed to especiall

Ct &= OE bl LH s 222 0|SHl o=, Xe =J] My, the specific chemokine or the growth factor as the ¢
o Al EX 0 &8t 2 0ICH ell migration capability of the adipose tissue originated
adult stem cell more effectively moves to the internal d
2 230 OE Ngsch 4 SIIME £= EE AZIH2 &£ isease part of the adipose stem cell The adipose tissue
= dEeNZE dXeld NEEE K dX SIIME &% £ originated adult stem cell containing composition pre-pr
HE22 dM S0 9 2HHe LHOl 2o, ZIIME2 22 ocessed to the fat originated adult stem cell according
29| el E (targetting)S RTE += U222 MEXZH to the present invention, the specific chemokine, or th
MO 820 7E0tC. e growth factor is useful in the application as the cell t
herapy product the targeting (targetting) to the diseas
e part of the stem cell can be induced with the simple
method including the intravenous administration etc.
0l ¥ & ¥ (Representative drawing)
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19 HHA Scope of Claims

P18 Claim 1:

Ng=H s M SIIME & 012 28l= S 6tLt 014= The composition for the adipose stem cell induction of

FEHECE gRote N EIIME 0ls REE =42, movement containing the adipose tissue originated adul
t stem cell and one or greater among its secretion as a
ctive ingredient.

&3 28 Claim 2:

HI1E0ll UM, NSEEA K S SOIMEE HZ2IHe &
= dF¥UN =EXHE BHO L&
EFO' C= ¥ =EHE X8

g=.

Hi1gtol A0A,

S S(Fetal bovine serum)&
FE O gRrot= A

F
2 5l =H2.

M1g = MAgH ANM, &1 A2t = dFH =
28l A (Rantes), MCP-1(Monocyte chemoattractant pro
tein-1), MIP-3B(Monocyte inflammatory protein-33), S
DF-1a(Stromal cell-derived factor-1a), BCA-1(B cell at
tracting chemokine-1), CXCL16(Chemokine C-X-C moti
f ligand 16), EGF(Endothelial growth factor), b-FGF (b
asic Fibroblast Growth Factor), HGF(Hepatocyte growt
h factor), TGF-B1(Transforming growth factor beta
1), IGF-1(Insulin-like growth factor 1), PDGF-AB(Platel

As for claim 1, the composition, wherein the adipose
tissue originated adult stem cell comprises its secretion
is the chemokine or the growth factor receptor the che
mokine or the growth factor receptor is expressed in su
rface.

Claim 3:

As for claim 1, the composition called the secretion of
the adipose tissue originated adult stem cell is the adip
onectin or the leptin.

Claim 4:

As for claim 1, the composition in which the
composition additionally more contains the FBS (Fetal b
ovine serum).

Claim 5:

As for claim 1 or 4, the composition called selected at
least one kind in group comprised of the chemokine or t
he growth factor is the rantes, the MCP- 1 (Monocyte
chemoattractant protein-1), the MIP-3  (Monocyte inf
lammatory protein-3f), the SDF-1 a (Stromal cell-deriv
ed factor-1a), the BCA- 1 (B cell attracting chemokin
e-1), the CXCL 16 (Chemokine C-X-C motif ligand 16),
the EGF (Endothelial growth factor), the b-FGF (basic
Fibroblast Growth Factor), the HGF (Hepatocyte growt
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et Derived Growth Factor AB) 2 TNF-a(Tumor necrosi
s factor-a)Z & E 20N S8z 15 0|42 22 &

O 2 otz ZHE.

3+ 68!

HL1EO [AOAM, &I NEZE S X SIIME=E A2t
ol £= dZOITE &R6t= 2HH € (cocktail)2 & X el (prim
ing)el X2 SAL=Z ote 4=,

3 7e:

Me&ol A—AAHA, AD] 2tH 22 etH A (Rantes), MCP-1
(Monocyte chemoattractant protein-1), MIP-33(Mono
cyte inflammatory protein-33), SDF-1a(Stromal cell-d
erived factor-1a), BCA-1(B cell attracting chemokine-
1), CXCL16(Chemokine C-X-C motif ligand 16), EGF(En
dothelial growth factor), b-FGF (basic Fibroblast Grow
th Factor), HGF(Hepatocyte growth factor), TGF-B1(T
ransforming growth factor beta 1), IGF-1(Insulin-like g
rowth factor 1), PDGF-AB(Platelet Derived Growth Fac
tor AB) 2 TNF-a(Tumor necrosis factor-a)2 & & =
OIAM HdEHE 18 Olal OINEE g Rote S SE2X 6

Td=.

[

3+ 88!

M7Ed AN, &0] 2H L2 etH A (Rantes), SDF-1a
(Stromal cell-derived factor-1a), HGF(Hepatocyte gro
wth factor), TNF-a(Tumor necrosis factor-a), PDGF-A
B(Platelet Derived Growth Factor AB) 2 TGF-B1(Trans
forming growth factor beta 1)& 24 & ZUH A S8& 1

Z 0140 ANES BRGHE 22 SO ot ZHE.

3 o8

M1 AHA, &I NLEE Sl X SIIHEEsE 212t X
g & F S2HE EIIH E(Human adipose tissue-deriv
ed mesenchymal stem cell, ADMSCs)?! 22 SE 2 Z &t
= XH2.

P 10&:

M1 AAHAM, A XAHZE S0 X E2I)IHME=E1
107cells LXKl 1 x 1010cells 22 &840 Y=
2 ole =4 E.

x-l? 118t

(a) AYER Qi S S0 MZO A2 F= &R

£ s 25H= 24H 2 (cocktail) 2 & X 2l (priming)ats SHH;

(b) &0 dXecld NYEH sl &M =1 ME & 012 24|
=S g "ot RdA=S 28 R Y EEotN H= M

h factor), the TGF- B 1 (Transforming growth factor be
ta 1), the IGF- 1 (Insulin-like growth factor 1), the PD
GF- AB (Platelet Derived Growth Factor AB) and TNF- a
(Tumor necrosis factor-a).

Claim 6:

As for claim 1, the composition consisting of the
cocktail in which the adipose tissue originated adult ste
m cell contains the chemokine or the growth factor wit
h the preprocessing (priming).

Claim 7:

As for claim 6, the composition containing the factor
selected in group comprised of the cocktail is the rante
s, the MCP- 1 (Monocyte chemoattractant protein-1),
the MIP-3 B (Monocyte inflammatory protein-3p), the S
DF-1 a (Stromal cell-derived factor-1a), the BCA- 1 (B
cell attracting chemokine-1), the CXCL 16 (Chemokine
C-X-C motif ligand 16), the EGF (Endothelial growth fac
tor), the b-FGF (basic Fibroblast Growth Factor), the H
GF (Hepatocyte growth factor), the TGF- B 1 (Transfor
ming growth factor beta 1), the IGF- 1 (Insulin-like gro
wth factor 1), the PDGF- AB (Platelet Derived Growth F
actor AB) and TNF- a (Tumor necrosis factor-a) more t
han one kind.

Claim 8:

As for claim 7, the composition containing the factor
selected in group comprised of the cocktail is the rante
s, the SDF-1 a (Stromal cell-derived factor-1a), the HG
F (Hepatocyte growth factor), the TNF- a (Tumor necr
osis factor-a), the PDGF- AB (Platelet Derived Growth
Factor AB) and TGF- B 1 (Transforming growth factor b
eta 1) more than one kind.

Claim 9:

As for claim 1, the composition called the adipose
tissue originated adult stem cell is the human fat origin
of organization mesenchyme stem cell (Human adipose
tissue-derived mesenchymal stem cell, AMSCs).

Claim 10:

As for claim 1, the composition having with measure
the adipose tissue originated adult stem cell does to 1

x 10 7 cells to 1 x 10 19 cells number.

Claim 11:

(a) The adipose tissue originated adult stem cell
induction of movement method including the step admi
nistering the composition containing the adipose tissue
originated adult stem cell pre-processed with the ste

p:
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Lol CHE 22101 F0ote HHE Zgote, NEXA = &
HEINHNEOS =&Y
a3 128

M11go AAM, &1 (@)SH O M FBS(Fetal bovine
serum)E HM2Idt= HHE FIIE Zecte &Y.

P 138

M118H0ll AUAM, &1 2H Y 2 &t A (Rantes), SDF-1a
(Stromal cell-derived factor-1a), HGF(Hepatocyte gro
wth factor), TNF-a(Tumor necrosis factor-a), PDGF-A
B(Platelet Derived Growth Factor AB) ¥ TGF-B1(Trans
forming growth factor beta 1)& & & Z0AN & 1

— T
T 0l QANESE ERote s SEY2=2 ot YH.

(b) the above of being done by the cocktail containing

the chemokine or the growth factor in the adipose tiss

ue originated adult stem cell with the preprocessing (pr
iming) and its secretion to the other site within the dire
ct organism which does not contact with the disease p
art.

Claim 12:

As for claim 11, the method further comprising the step
of processing the FBS (Fetal bovine serum) in (a) step.

Claim 13:

As for claim 11, the method of containing the selected
factor more than one kind in group comprised of the co
cktail is the rantes, the SDF-1 a (Stromal cell-derived f
actor-1a), the HGF (Hepatocyte growth factor), the T
NF- a (Tumor necrosis factor-a), the PDGF- AB (Platele
t Derived Growth Factor AB) and TGF- B 1 (Transformin
g growth factor beta 1).

Claim 14:

As for claim 11, the method in which administration is
intravenous administration.

Technical Field

B3 148

M1180l AN, &I FHE R F0{Ql HE SY2=2 6f
=gy,

=2 0F

= 2E2 NXA 2H dMSIIMES AZE 0l S (cell
migration) & S3 0 28 A2, S XNAGHI= XX
A =cdl dH SIOIME R 012 E8 2HI=2 28 2R0A
L= ANDIHe E= dFXe =M IS0l 28, Y
S NEL AR EE; 0t IIsE 2 S2HRE =
2 o= As LE 28 01T

BH 201 =

The invention relates to method of more efficiently,
enhancing the new use of the adipose stem cell about
the function of receptor of adipose tissue originated ad
ult stem cell more detailed as the cell migration inducti
on capability of the adipose tissue originated adult ste
m cell and the chemokine revealed in the disease part
of its specific secretion or the growth factor and such
function.

Background Art

ZJ|MZ(stem cell)2 XD SM SES JHAHAM S O 0l &
O MEZ=z 23lote s¥8 = MEE LotH, 2ts EJIME
(totipotent stem cell), 8 23ts =] Al Z(pluripotent st
em cell), Ct23ts SIIME(multipotent stem cel)E 2

=& 5+ UL

Ots ZJ| Nl E (totipotent stem cell)= oFLE2] 2 & & O A
2 UM U2 2 Us U2 SES IIE NEZ A2
X2l =& 0l= 8MEIINXIL MED Ol 422 JHKIN
Ol NEZE Z2Iot0 U300 01AIGHH StLESl XS M= 2
Mo Lt 5= JUCH 23S ZI| M Z (pluripotent stem cel
= A, SHIEY, WHHS S |l CHE MEZet ZXeZ
LS > QA= MEZEA, =8 4-52 = LIEILI= BiEHE (bla
stocyst) 2 SHEZ 0l ?IXIE LA Z LD (inner cell mass)UIA =

The stem cell refers to the cell having the capability
specializing to two or more cells while having the self c
opy ability. And it can classify into the pluripotent stem
cell (totipotent stem cell), the pluripotent stem cell, an
d the Multipotent stem cell.

The pluripotent stem cell (totipotent stem cell) has the
property thereafter that the cell to 8 cell group is like t
hat with the correction of one complete entity the cell

having the property of the pluripotent which can be ge
nerated the ovum and correct letter. And if this cell is

separated and it transplants to the womb it can be gen
erated as one complete entity. The pluripotent stem ce
Il is that the new life it is derived from the positioned in
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W50, OIZ2 HHOF 0| MIEeh 5t Crest 42 x= Jzg  ner cell mass it is this specialized to various other histi
SSC X0 22 MAETZ s MstKls 260 Ciesls = ocytes is formed in the inside of the blastocyst which i
J1 Ml Z (multipotent stem cell)= 0l MZJF T Q= s the cell which can be ggnerated by the ectpde.rm, th
A g j|4,|-0“ S0|M0l JZ20F 2518t & 9= =)| 4 z= © mesoderm, and the various cells and organization of t
A, EHOFDI, AAHOFD| 2 HRDIQ 2t & U XDJ|o A& he endoderm layer originated and shows up after the c
BOe 22 MI| XX O SAIN X9 XRRAA Al IS o orrection 4~5. The fetal life, and the regeneration in th
Col= D=0l Z06lD YOH == S0|X® bsd JEZSS e maintenance of homeostasis of the adult tissue as w
Zx5t0] A =J|ME2t 8+CF. ell as the growth of each organization of the new-born

baby and adult phase and long-term and development

and tissue injury it is the stem cell specializing in the c
ell specific for the organization containing the Multipote
nt stem cell is this cell and boiler may be referred to th
e adult stem cell while engaging in the function of indu
cing tissue specific pluripotent cells are called collectiv

ely.
X 2IIME= eXel 2E &I10 0101 ZMdt= MEZE M There can be the specialized characteristic as the
FH, BIIMEE 2HAR RS2 ST X208 23t = £  specific tissue the stem cell is developed the cell in whi
20| QL DLt 220l= 84X SIIMEE 012, 2tHIEZ S  ch the adult stem cell already exists in all kinds of the |
AT el 22 23AD = 480l 852 A5 U0 = ong-terms of the human body is picked. But recently, t

SE L he adult stem cell is used. The experiment let differenti
ate as all kinds of different organization including the in
terstitial cell etc. gets the success and the experiment
is watched.
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Particularly, as to regeneration medical called the
therapy which actively utilizes the cell for the regenera
tion of the biological tissue falling into malfunction by b
ottle or accident or the incompatibility and long-term a
nd function recovery and performed, the method for in
cluding the step of collecting the stem cell from the pa
[t tient oneself, and the blood originated monocyte or the
J|=9 D bone marrow originated monocyte, and the step of indu
=, £ Atgl | cing the tube culture the cell proliferation and/or the di
f5t 2102 HiR= NE, =X HHXI 2 fferentiation and step of introducing to the condition of
2 S 202 (=202 N, SONES 225 ¢S the patient oneself with the implantation the pulverizati
OFXI I € 240ICH. on (the stgm ceII_and/or thg precursor cell) and(or thg
selected differentiated cell is very much used. Like thi
s, it is predicted to be replaced with the cell which wit
h being fine changes the classical drug treatment or th
e cell, in which the treatment of iliness through the sur
gical method is damaged the organization, and the lon
g-term, and the organization substitution value cure. |
n that way the availability of the stem cell is more enh
anced.

0

ol
A og
[=)
[
>
Z
2

He
021
|
Lo
>
0F
§o
U 1o
B b

= fon
40

>

i

|
0f AAIGHE XIBY
| EIIHE, e 2

A, AIS

ol

J2 oz Jmor

=
02
|0
HU
x
- HI I

0

r

=
H

4o 4>
10
&
m-
Jo
x I

4 M

~N
R

~
HR
rr
o rr

for

o M M
=
Hel

T
ke Ol Ti0
yo =
~

~
R
H rir
opr , m F
= I
He -
rz
o0
i &
=
HI
ol
~
A
o

2 0

HC
tol
¢ i
= 4
0z
=2
10
%
o
P
paal
et
10

| |:||.|:|
2
1
©
on
rr
o

1o o
2

2
°

HY 10 HE 1 &2 48 HY 4> 4T 00 JX Jin
BT
pal

WetM, 8l S0IHIZS) Chst J1s0l A2 10 J= 4 F0l Therefore, presently, the various functions of the stem
04, E5l, SIINES S8 2e|etd, 0|28 AZ2 & cell is studied. And especially, the various researches i
A %’%‘ 2@ U 25t =& NE=Z2 23 Y S0l 2 ncluding the efficient separation method of the stem ¢
CHst 1D 012 X120 QUCH H2IHe! Helol 2t 24 | ell, the differentiation method to maintenance to the u
e SIIMIEL HE OIS0 et 2= O &0t A 2L ndivided condition and propagating method and desired
(Adriana Lopez Ponte et al., Stem Cells, 25:1737-174 histiocyte etc. is made. The report about the cell migra
5, 2007; Marek Honczarenko et al., Stem Cells, 24:10 tion of the marrow derived stem cell by the chemokine
31-1041, 2006; Sordi V et al., Blood, 106:419-427, 20 processing may be the actual condition in which it has
05; Fiedler J et al., J Cell Biochem, 87:305-312, 2002; with the multiple presence (Adriana Lopez Ponte et al.,
Forte G et al., Stem Cells, 24:23-33, 2006; Wright DE Stem Cells, 25:1737-1745, 2007: Marek Honczarenko e
et al., Blood, 87:4100-4108, 1996; Son BR et al., Ste t al., Stem Cells, 24:1031-1041, 2006: Sordi V et al., Bl
m Cells, 24:1254-1264, 2006), X2 ZJ|HIEZ2| NIZ 0|S ood, 106:419-427, 2005: Fiedler J et al., J Cell Bioche
M e BED= MR6 AAQ|CY. m, 87:305-312, 2002: Forte G et al., Stem Cells, 24:2
3-33, 2006: Wright DE et al., Blood, 87:4100-4108, 19
96: Son BR et al., Stem Cells, 24:1254-1264, 2006) an
d but the report toward the cell mobility of the adipose
stem cell is unprecedented.

|'_|
>
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ool =2 ggse, NY g s ZX
(cell migration) s&2 EJJSPIJ_, LtOLoF C

-r-

Thus, the inventors discovered the cell migration
capability of the fat mesenchyme stem cell itself. Furth
ermore it confirmed the various chemokines and metho
d that increases the chemokine or the growth factor re
ceptor expression capacity of the fat mesenchyme ste
m cell the growth factor is the preprocessing (Primimg)
and it completed the invention.

Summary of Invention

R
2 HYOINE M2l (Primimg)dt A2, S 2 o
ZOIXHOl oI5t Z0| ME OIS0l & X5l REGl= XS Los
D, XY B2 EINMES AP E= AFOIR 2/ &
BSes B 4 s UHES 0I5 = LS 2L
EIQUAC.
2HO UE
ol Z5t DA Gt= WA
= 2o SH2 N4 K 8 SIIME € 012 262
S 954202 #R5lE NY BINE 01S RE8 X4
g RIBsH=0l UALH
2 9go| (12 SHS NYEE QU S £J| ME Za
29129 0lSYYS MBsH=0l ALk

Aoz =

= 22 A Ngsd dH 2JIME E 012 2HI=0] HE
ool = HdHeA +=EXHE LEot= Vs & EX0 2t A
Oz, &) SHE €40l ?IotH, XN Kl EH SIIME
H/E=E 012 2HI=ZE REEE2Z gRote AL SJIME
Ols R=8 Xd== MS&tt

A XY =l &M SIINE 2HIS2 HE S0, A

(Rantes), MCP-1(Monocyte chemoattractant protein-
1), MIP-3B(Monocyte inflammatory protein-3f), SDF-
la(Stromal cell-derived factor-1a), BCA-1(B cell
attracting chemokine-1), CXCL16(Chemokine C-X-C
motif ligand 16), EGF(Endothelial growth factor), b-
FGF (basic Fibroblast Growth Factor), HGF
(Hepatocyte growth factor), TGF-B1(Transforming
growth factor beta 1), IGF-1(Insulin-like growth
factor 1), PDGF-AB(Platelet Derived Growth Factor
AB), TNF-a(Tumor necrosis factor-a) OtC|ZEl, SEl
&£ = Procollagen S0| {1, S5l Bt&E&6HH = OCI Y El
/L= HES SRAIZ = ACH &0 XY sl & =01M

I Y/EE=0/2 BHIE2 A2 A & R X =0 M
E ST 422 R0t= IR0 BHZAIZ] =, BHKIE =01
U8 NE HE2lA(debris)E MAHGHD &8 EZ A (broth)
Ol #34#012F XY =& Sl Sx SIIHIE HH 2 S#34#2)
SEHZ AIZ2E 5= UL

T A4) ZAH4=22 FBSE FII2 O 88 £+ =, Sl
ot 30% FBSE A &0dt= 20| B & BHCE.

A Ng=ch &M SJIME 2 012 2HI=2 Sl
(Rantes), MCP-1(Monocyte chemoattractant protein-
1), MIP-3B(Monocyte inflammatory protein-3p), SDF-
la(Stromal cell-derived factor-1a), BCA-1(B cell

Problem to be solved

The composition for the adipose stem cell induction of
movement containing this Purpose of the invention is
the adipose tissue originated adult stem cell and its
secretion as an active ingredient are to be provided.

It is another object of the present invention to provide
the transfer method to the disease part of the adipose
tissue originated adult stem cell.

Means to solve the problem

The invention relates to the function and the use in
which the fat originated adult stem cell and its
secretion express the chemokine or the growth factor
receptor, providing the composition for the adipose
stem cell induction of movement containing to
accomplish the above objects, the fat originated adult
stem cell and/or its secretion as an active ingredient.

For example, the rantes, the MCP- 1 (Monocyte
chemoattractant protein-1), the MIP-3 3 (Monocyte
inflammatory protein-3f), the SDF-1 a (Stromal cell-
derived factor-1a), the BCA- 1 (B cell attracting
chemokine-1), the CXCL 16 (Chemokine C-X-C motif
ligand 16), the EGF (Endothelial growth factor), the b-
FGF (basic Fibroblast Growth Factor), the HGF
(Hepatocyte growth factor), the TGF- 1
(Transforming growth factor beta 1), the IGF- 1
(Insulin-like growth factor 1), the PDGF- AB (Platelet
Derived Growth Factor AB), the TNF- a (Tumor
necrosis factor-a) adiponectin, leptin or the
Procollagen etc. have the fat originated adult stem cell
secretion. The adiponectin and/or the leptin can be
included rather than the preferably. It can use in the
form of the " human fat origin of organization adult
stem cell culture material " called the broth the fat
originated adult stem cell and/or its secretion cultures
the human fat origin of organization adult stem cell in
the culture medium containing the specific component
after taking away the culture medium.

Moreover, the composition is FBS may be referred to
especially, the be desirable to use about 30% FBS it
additionally more can contain.

In group comprised of the fat originated adult stem cell
and its secretion is the rantes, the MCP- 1 (Monocyte
chemoattractant protein-1), the MIP-3 3 (Monocyte
inflammatory protein-3f), the SDF-1 a (Stromal cell-

Page 6 of 22



attracting chemokine-1), CXCL16(Chemokine C-X-C
motif ligand 16), EGF(Endothelial growth factor), b-
FGF (basic Fibroblast Growth Factor), HGF
(Hepatocyte growth factor), TGF-B1(Transforming
growth factor beta 1), IGF-1(Insulin-like growth
factor 1), PDGF-AB(Platelet Derived Growth Factor
AB) & TNF-a(Tumor necrosis factor-a)& & & Z 0l A
HEE = 135 0|40 AL £= 4T =SHE 2 e

CZM, Olaiet ARDIQ = d&F X0 8+S5t 0l S0t
=L

Ol M, &0 X =i dXl SIIME= HHE 2o =,
=ch, 0= BHEAGHH 212t Fefe = U, HE S

AN & qel 5208 ZI1ME(Human adipose tissue-
derived mesenchymal stem cell, AMSCs)2 == QUCt.

IRF
ol 2t

[y )

ch &M SIMEE AZDIY L= &F

cocktail) 2 & X2l (priming)& 212

AD| 2Hl 22 2tHl A (Rantes), MCP-1(Monocyte
chemoattractant protein-1), MIP-3B(Monocyte
inflammatory protein-33), SDF-1a(Stromal cell-derived
factor-1a), BCA-1(B cell attracting chemokine-1),
CXCL16(Chemokine C-X-C motif ligand 16), EGF
(Endothelial growth factor), b-FGF (basic Fibroblast
Growth Factor), HGF(Hepatocyte growth factor),
TGF-B1(Transforming growth factor beta 1), IGF-1
(Insulin-like growth factor 1), PDGF-AB(Platelet
Derived Growth Factor AB) 2 TNF-a(Tumor necrosis
factor-a)Z2 #4& Z0AN H8E 15 0|42 QIIES &=
g = =0, £0l, eH A (Rantes), SDF-1a(Stromal
cell-derived factor-1a), HGF(Hepatocyte growth
factor), TNF-a(Tumor necrosis factor-a), PDGF-AB
(Platelet Derived Growth Factor AB) ¥ TGF-B1
(Transforming growth factor beta 1) 2?4 & Z0lA &
BHE 18 0|49 QXSS &Ra6t= A0l = HHE AGHCY.

1 x 107 cells WX
FRIGHD, 261 x
= 210l = Br& & GHCk.

A Q12 7l AMl SOIMES SRS
1 x 1010¢cells?| 2 &t g = =
108cells ~ 1 x 10° cells2 &

LA FH M 2SI MEN AZI L= SFIX

St 2ote 2HH Y (cocktail) 2 & X 2l (priming)dt= SHAI;

(b) &0 &xXcle NEEX S dH 271 ME & 0]2 24]
ES gRots XHEE 28 PR HNE EotAl = 4A

derived factor-1a), the BCA- 1 (B cell attracting
chemokine-1), the CXCL 16 (Chemokine C-X-C motif
ligand 16), the EGF (Endothelial growth factor), the b-
FGF (basic Fibroblast Growth Factor), the HGF
(Hepatocyte growth factor), the TGF- B 1
(Transforming growth factor beta 1), the IGF- 1
(Insulin-like growth factor 1), the PDGF- AB (Platelet
Derived Growth Factor AB) and TNF- a (Tumor necrosis
factor-a), the chemokine called selected at least one
kind or the growth factor receptor is expressed. In that
way it reacts to this chemokine or the growth factor
and it moves.

At this time, preferably the preferably the fat
originated adult stem cell can be more the human origin
with mammal origin. It may be for example, the human
fat origin of organization mesenchyme stem cell
(Human adipose tissue-derived mesenchymal stem cell,
AdMSCs).

Particularly, the adipose tissue originated adult stem
cell is the chemokine or the growth factor may be

referred to the be desirable it uses to consist of the
cocktail contained with the preprocessing (priming).

The factor selected in group comprised of the cocktail
is the rantes, the MCP- 1 (Monocyte chemoattractant
protein-1), the MIP-3 B (Monocyte inflammatory
protein-3B), the SDF-1 a (Stromal cell-derived factor-
1a), the BCA- 1 (B cell attracting chemokine-1), the
CXCL 16 (Chemokine C-X-C motif ligand 16), the EGF
(Endothelial growth factor), the b-FGF (basic Fibroblast
Growth Factor), the HGF (Hepatocyte growth factor),
the TGF- B 1 (Transforming growth factor beta 1), the
IGF- 1 (Insulin-like growth factor 1), the PDGF- AB
(Platelet Derived Growth Factor AB) and TNF- a (Tumor
necrosis factor-a) than more than one kind may be
referred to more, the be desirable the factor selected
in group comprised of especially, the rantes, the SDF-1
a (Stromal cell-derived factor-1a), the HGF
(Hepatocyte growth factor), the TNF- a (Tumor
necrosis factor-a), the PDGF- AB (Platelet Derived
Growth Factor AB) and TGF- B 1 (Transforming growth
factor beta 1) it can contain than more than one kind
is contained.

The content of the human origin adult stem cell may be
the measure is more, the be desirable it is done by the
White heat x 10 8 cells ~ 1 x 10 2 cells it as to the
measure, is the be desirable it is done by the number

of 1 x 10 7 cells to 1 x 10 10 cellses.

Moreover, the invention, to accomplish the above
objects

(a) The step of the preprocessing (priming) being done
by the cocktail which contains the chemokine in the
adipose tissue originated adult stem cell or the growth
factor.

(b) The adipose tissue originated adult stem cell
induction of movement method including the step
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administering the composition containing the pre-
processed adipose tissue originated adult stem cell as
described above and its secretion to the other site
within the direct organism which does not contact with
the disease part is provided. At this time, particularly,
the vein should be most, the be desirable it
administers.

Effects of the Invention

The invention relates to the cell migration induction
capability according to the fat originated adult stem
cell and its specific secretion. And particularly, it does
the disease part requiring the transplant of the stem
cell through the simple method including the
intravenous administration etc. with for oneself
targeting (targetting) and the fat originated adult stem
cell and its specific secretion pre-processed to the
specific chemokine or the growth factor can be moved.
Therefore, it is very useful as the cell therapy product
which is safe the adult stem cell moves in the disease
part and exhibits the therapeutic effect without the
complex procedure.

Description of Embodiments
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Differently, technical scientific terminologieses which
defined are used in this specification has the meaning i
t is understood in the technical field in which the inven
tion belongs with the unskilled expert of being identical.
Generally, in the experimental method in the glossology
used in this specification and less than is this technical
field, it is well known and generally it is used.

The stem cell refers to the cell having the capability
specializing to two or more cells while having the self c
opy ability.

The adult stem cell has the blastogenesis (multipotent)
specializing in the cell specific for the organization and
boiler in the step that each long-term of the embryo bu
d it is progressed it is formed or the stem cell showing
up in the adult step. As the stem cell in which the ste
m cell (multipotent stem cell) having this tissue specific
blastogenesis can specialize in the cell specific for the
organization containing this cell and boiler, it engages i
n the function of inducing regeneration in the fetal life,
and the maintenance of homeostasis of the adult tissu
e as well as the growth of each organization of the ne
w-born baby and adult phase and long-term and develo
pment and tissue injury.

In the present invention, the adult stem cell, and the
adult stem cell which preferably is obtained in the epith
elial tissue including the adipose tissue or the hair follicl
e - amnion etc. can be used. More preferably, the adi
pose tissue originated adult stem cell is used. The mes
enchyme stem cell (mesenchymal stem cells, MSCs) ca
n be used. It may be especially, the adipose tissue orig
inated mesenchyme stem cell (Adipose tissue-derived
mesenchymal stem cell, ADMSCs).
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The fat or the epithelial tissue may be more, the be

desirable it is among them the human origin what is the
mammal origin is the be desirable. In a preferred embodi
ment of the present invention, the human adipose tissu
e originated mesenchyme stem cell (Human adipose tiss
ue-derived mesenchymal stem cell, AMSCs) was used.

As the " adipose tissue originated adult stem cell " or
the divided adult stem cell which the " adipose tissue o
riginated mesenchyme stem cell " separates from the a
dipose tissue, it reduces in this specification and it nam
es as the " fat originated adult stem cell " or the " adip
ose stem cell ". It can obtain through the normal metho
d in which this is known in the relevant industry.

In the relevant industry as the culture medium used in

the acquisition of the adipose stem cell water, the kno
wn because of being suitable for the stem cell cultivati
on conventional culture medium can be used. For exam
ple, the DMEM (Dulbecco modified Eagle medium) etc. ¢
an be used.

While the adipose stem cell culture badge promotes the
proliferation of the divided expression type of the adipo
se stem cell it can be supplemented as the additive whi
ch the differentiation controls. Moreover, generally the
culture medium can contain the neutral buffer agent (f
or example, the phosphate and/or the high concentrati
on bicarbonate) among the iso-osmotic solution and pr
otein nutrient (for example, the blood serum, for examp
le, FBS, the serum replacement, and the albumin or the
essential amino acid and non essentional amino acid, fo
r example, glutamine). Furthermore, etc component (m
ember of a party called for example, insulin or the trans
ferrin, the nucleoside or the nucleotide, the pyruvate,
and the arbitrary ionic shape or salt, for example, the g
lucose, selenium, glucocorticoid, for example, the hydro
cortisone and/or the reducing agent, for example, the
beta-mercaptoethanol) discovered in the most of cons
ervative solution culture media of this kind and lipid (th
e fatty acid, cholesterol, and HDL or the LDL extract of
the blood serum) can be contained.

Moreover, the culture medium can be profitable to
include the purpose, the cell being thick and loud or bei
ng thick and loud in the container wall or of preventing
to so form the large bunch. The anti-caking agent (ant
i-clumping agent), and the Invitrogen sells for example
the field (Cat # 0010057AE).

Among them, it can be advantageous to use the
additional additive more than below 1 :

The other activator of the other ligand dimerizing
stem cell factor (SCF, and the Steel factor), and the
c- kit or the signal transmission path such as antibody.

The growth factor (Platelet-Derived Growth Factor:
PDGF), induced with the other tyrosine kinase related r
eceptor, for example, platelet - the macrophage colony
stimulating factor, and the ligand for the receptor of th
e FIt-3 ligand and blood vessel epidermal growth factor
(Vascular Endothelial Growth Factor: VEGF).
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The factor that increases - circular AMP
concentration, for example, the forskolin.

The factor, inducing
Oncostatin-M.

- gpl30 for example, LIF or the

- hematopoiesis young rice plant growth factor, for
example, the thrombopoietin (TPO)

- deformability growth factor, for example, the TGF-
beta.

- other growth factor, for example, the epidermal
growth factor (EGF)

- neurotrophin, for example, CNTF.
- N-acetyl-L-cysteine (NAC)
- Hydrocortisone

- Ascrobic Acid

Particularly, it is the be desirable that the culture
medium for obtaining the adipose stem cell used in one
embodiment of the present invention contains the NAC,
ascorbic acid, calcium, insulin and head computerized a
xial tomography. More preferably, the FBS, NAC, ascorb
ic acid, calcium, REGF, insulin and head computerized a
xial tomography can be contained.

The invention relates to the active ingredient the fat
originated adult stem cell secretion. And it may include.

This secretion includes the various, the cytokine, the
amino acid, the growth factor etc, where it for example
can be the material including the TGF, the bFGF, the IG
F-1, KGF, HGF, the fibronectin, VEGF, the adiponectin,
the leptin or the Procollagen etc. Their receptor can co
ntain. Particularly, as the adiponectin among this fat or
iginated adult stem cell secretions or the leptin is the a
dipose tissue originated specific secretion, the large co
ntribution is in the cell migration induction function of t
he present invention.

It can use in the form of the " adipose tissue originated
adult stem cell culture material " called the broth the a
dipose tissue originated adult stem cell and/or its secre
tion cultures the adipose tissue originated adult stem ¢
ell in the culture medium containing the specific compo
nent after taking away the culture medium. Each comp
onent is extracted and or it independently together ca
n use.

That is, it separates only the form, including the

adipose stem cell and secretion, and the medium comp
onent the form including only the secretion and medium
component, and the secretion and or the independentl
y can do all to use as the form used with the adipose s
tem cell or the form which administers only the adipose
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stem cell and creating the secretion in vivo.

In consistency. And the invention relates to the use in
which the adipose tissue originated adult stem cell an
d/or its secretion induces the movement of the corresp
onding stem cell itself. It is about the new use that it d
isplays the function of the receptor of more detailed ad
ipose tissue originated adult stem cell and the chemoki
ne in which its specific secretion is revealed in the dise
ase part or the growth factor.

In the present invention, thing with the capability it is
the receptor in which the adipose tissue originated adul
t stem cell specifically binds with the specific chemokin
e or the growth factor at the cell surface with the expr
ession (expressing) to display the ' chemokine or the gr
owth factor receptor function do with 39 or which or ¢
an be the case of altogether calling the case of the se
cretion is the receptor or containing the receptor and i
n which the adipose stem cell can react to the specific
chemokine or the growth factor are called collectively
and it means.

The polypeptide in which the growth factor promotes
all kinds of the cell divisions or the outgrowth and differ
entiation is called collectively. The cell is known that it
engages in the signal transduction pathway of the cell
and the cell has. The majority classifies into family from
the structural similarity. And it acts as the mode includi
ng the magnetism secretion, the lateral secretion, the
endocrine etc. on the target cell. In that case having t
he growth factor receptor is the activity of the tyrosin
e kinase in the intercellular domain is many. And while t
he pTyr of the receptor oneself or the intercellular prot
ein becomes phosphorylation if the ligand-receptor com
bines the cell proliferation or the differentiation occurs.

The small cytokine group which controls supplement of
the leukocyte the chemokine is generated in the inflam
matory generation is organized. This chemokine selecti
vely can cause the component, including the leukocyte
formed among blood (except for the red blood cell) for
example, the neutrophil, monocyte, macrophage, eosin
ocyte, basophil, mast cell and lymphocyte, for exampl
e, the Thymusdependentlymphocyte and B immortalizat
ion of cell anger. The chemotaxis is stimulated. It temp
oraries of the glass calcium ion (Ca (sup)2+(/sup)) con
centration the formation and respiratory emission of th
e increase, granule exocytosis, integrin upregulation, th
e vitality lipid (for example, the leukotriene) can be sel
ectively induced within the responding cell associated
with the white blood cell activation with the chemokine
within the other change, for example, the change of th
e shape of cell, and the cell. Therefore, the chemokine
causes the inflammation at its early stage. The inflamm
atory mediator emission is raised in the infection or the
inflammation. The chemotaxis and extravasation are ca
used.

Generally, it has the contingency in that it multiple
chemokine receptors can combine with one chemokine
and one chemokine receptor reversely can interact wit
h several chemokines. The multiple sides about the sele
ctivity about this chemokine receptor signal transducti
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owth factor), b-FGF (basic Fibroblast Growth Factor),
HGF(Hepatocyte growth factor), TGF-B1(Transforming
growth factor beta 1), IGF-1(Insulin-like growth facto
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on and ligand are not yet grasped.

The invention relates to for oneself disease part it
reacts to the specific chemokine revealed in the infecti
on or the inflammation, in other words, the disease par
t based on the new fact of discovery that the fat origi
nated adult stem cell and its specific secretion exhibit
such chemokine receptor function. And the function of
move (it is called the ' targeting (targetting) movement
' this)ing tries to be used. In the present invention, the
reactivity about not only the chemokine but also the s
pecific growth factor together considered. Particularly,
reactivity to the chemokine or the growth factor includi
ng the rantes, the MCP- 1 (Monocyte chemoattractant
protein-1), the MIP-3 B (Monocyte inflammatory protei
n-3B), the SDF-1 a (Stromal cell-derived factor-1a), th
e BCA- 1 (B cell attracting chemokine-1), the CXCL 16
(Chemokine C-X-C motif ligand 16), the EGF (Endotheli
al growth factor), the b-FGF (basic Fibroblast Growth F
actor), the HGF (Hepatocyte growth factor), the TGF-
B 1 (Transforming growth factor beta 1), the IGF- 1 (In
sulin-like growth factor 1), the PDGF- AB (Platelet Deri
ved Growth Factor AB) and TNF- a (Tumor necrosis fac
tor-a) etc. of the fat originated adult stem cell is excell
ent.

At this time, the cell mobility according to the reaction
of the chemokine or the growth factor and their recept
or may be referred to especially, the be desirable to us
e about 30% FBS the composition additionally more can
contain FBS it enhances. Of course, the composition di
d not contain FBS. Still when the composition was admi
nistered within the sieve FBS existing in the internal ca
n be utilized.

In the meantime, the receptor expression rate of the
adipose tissue originated adult stem cell and/or its secr
etion may be referred to the be desirable the preproces
sing (priming) is done by the cocktail in which the adip
ose tissue originated adult stem cell contains the chem
okine or the growth factor it enhances or reactivity is
heightened.

Particularly, the factor selected in group comprised of
the cocktail is the rantes, the MCP- 1 (Monocyte chem
oattractant protein-1), the MIP-3 B (Monocyte inflamm
atory protein-3p), the SDF-1 a (Stromal cell-derived fa
ctor-1a), the BCA- 1 (B cell attracting chemokine-1), t
he CXCL 16 (Chemokine C-X-C motif ligand 16), the EG
F (Endothelial growth factor), the b-FGF (basic Fibrobla
st Growth Factor), the HGF (Hepatocyte growth facto
r), the TGF- B 1 (Transforming growth factor beta 1), t
he IGF- 1 (Insulin-like growth factor), the PDGF- AB (PI
atelet Derived Growth Factor AB) and TNF- a (Tumor n
ecrosis factor-a) than more than one kind may be refer
red to more, the be desirable the factor selected in gro
up comprised of the rantes, the SDF-1 a (Stromal cell-
derived factor-1a), the HGF (Hepatocyte growth facto
r), the TNF- a (Tumor necrosis factor-a), the PDGF- A
B (Platelet Derived Growth Factor AB) and TGF- B 1 (Tr
ansforming growth factor beta 1) it contains than more
than one kind is contained.

As shown in it can know at the embodiment 5 of this
specification the effect of the cell mobility about the c
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AD| 2Hl 22 28l A (Rantes), MCP-1(Monocyte
chemoattractant protein-1), MIP-3B(Monocyte inflam
matory protein-3f), SDF-1a(Stromal cell-derived facto
r-1a), BCA-1(B cell attracting chemokine-1), CXCL16
(Chemokine C-X-C motif ligand 16), EGF(Endothelial gr
owth factor), b-FGF (basic Fibroblast Growth Factor),
HGF(Hepatocyte growth factor), TGF-B1(Transforming
growth factor beta 1), IGF-1(Insulin-like growth facto
r 1), PDGF-AB(Platelet Derived Growth Factor AB) ¥ T
NF-a(Tumor necrosis factor-a)E & & UM S8& 1
S 0l&e oIXtE2 gRol= A0l HHE A 6t, 2tH A (Rante
s), SDF-1a(Stromal cell-derived factor-1a), HGF(Hepa
tocyte growth factor), TNF-a(Tumor necrosis factor-
a), PDGF-AB(Platelet Derived Growth Factor AB) 2 TG
F-B1(Transforming growth factor beta 1)& & & 0l

AN HEHE 1S 0l&e QIES gRotsE 20| OIS Hig Aot
Ct.

a1 (b) EHOA AtZ2ots 8XclE XN sl X SI1Al
I Y/E= 012 2HI=E2, dXcle dEie X SIIAZ2t
ZH =2, HANLEZS 25 Leot=s SHHZ AIS, 242 £ tH
AN&2Cs Leol=s SEHZ AE, £= dHdeleE X =I1Al
OIS MHE S ALEE20I S28 Met2 8t

Jdell, &) #39#2 8 £ 28 =0tk #= MH e
CHE 2210l SO#39#ct 2 g 2201 2& 0lAldts &
Y= Mo, HHE 0122 2A0NAM 2| MEZ2 HO: B2

orresponding chemokine or the growth factor remarkabl
y increases in case of the adipose tissue originated adu
It stem cell and/or its secretion pre-processing the spe
cific chemokine or the growth factor.

Therefore, in the invention is the other point of view

(a) The step of the preprocessing (priming) being done
by the cocktail which contains the chemokine in the ad
ipose tissue originated adult stem cell or the growth fa
ctor.

(b) The adipose tissue originated adult stem cell
induction of movement method including the step admi
nistering the composition containing the pre-processed
adipose tissue originated adult stem cell as described a
bove and/or its secretion to the other site within the di
rect organism which does not contact with the disease
part is provided.

At this time, in (a) step, it can be done in the method
for the preprocessing (priming) to the cocktail containi
ng the chemokine or the growth factor including the ch
emokine or the growth factors in the culture medium of
the adipose stem cell and cultivating. Preferably it perf
orms for about 20~50 hours. In one embodiment of the
present invention, the preprocessing was performed for
about 24 hours. Moreover, among the cocktail is the ad
ipose stem cell cultivation former, and cultivation, it ca
n pre-process to or after cultivation. It pre-processes
to the preferably after cultivation.

The factor selected in group comprised of the cocktail
is the rantes, the MCP- 1 (Monocyte chemoattractant
protein-1), the MIP-3 B (Monocyte inflammatory protei
n-3B), the SDF-1 a (Stromal cell-derived factor-1a), th
e BCA- 1 (B cell attracting chemokine-1), the CXCL 16
(Chemokine C-X-C motif ligand 16), the EGF (Endotheli
al growth factor), the b-FGF (basic Fibroblast Growth F
actor), the HGF (Hepatocyte growth factor), the TGF-
B 1 (Transforming growth factor beta 1), the IGF- 1 (In
sulin-like growth factor 1), the PDGF- AB (Platelet Deri
ved Growth Factor AB) and TNF- a (Tumor necrosis fac
tor-a) than more than one kind may be referred to mor
e, the be desirable the factor selected in group compris
ed of the rantes, the SDF-1 a (Stromal cell-derived fac
tor-1a), the HGF (Hepatocyte growth factor), the TN
F- a (Tumor necrosis factor-a), the PDGF- AB (Platelet
Derived Growth Factor AB) and TGF- 8 1 (Transforming
growth factor beta 1) it contains than more than one k
ind is contained.

The special limit is not in the use sun including the use
etc. to the form including to the form including the adip
ose stem cell and secretion of the state pre-processe
d, and the medium component only the use, and the se
cretion and medium component only the use or the pr
e-processed adipose stem cell.

And the direct method for transplanting is excluded
from the lesion region with the ' disease part to says to
be the administration ' in the other site within the direc
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Ol 2AZE SUGH=E HHOILF ZR20 2ol I MIZZ O t organism which does not contact. The of causing at |
A HEXIAID = 212 KIEISHDH, MIEZO Ao A2 0:|X-I east partial localization of the stem cell in the site exce
ol MZEDJIsst Ao R6te /AXZE MELH 6t 22|99 #  pt the lesion route names to dispose the stem cell with
HEH 20 Q5 EGE 2 ALt AD| #34#E 0#34#= #3 the method or the route in the object. The proper rout
A#E QA H34#, HIA#HT SH34#, #34#HI XI#34# S £0f e in which it makes delivered to the desired position of
Ot AHS IS IS AI2E 2 QICH UAMENAIN 2= = the object enabling still to survive can administer again
O ZAHIQ 22 SEHO HIZ R £0f =9 weo0| Jtsstny, St- Itis interchangeable the ™ administration ™ can be u
= OO0 A, MO EALOY OB S0{JF JFR HH2RIBHCY sed with the term including the " introduction ", the " tr

ansmission ", the " arrangement " etc. The method incl

uding the parenteral administration of the form like the

muscle in the clinical medication or the venous injectio

n agent etc is made possible. And in the present invent
ion, the administration by the intravenous injection is m
ost, the be desirable.

MetM, & Z2Y2 A2t = J&8XE MHelE KYE Therefore, the invention relates to the adipose tissue
X Qo AH EI| ME Y/E= 019 2HIE2S etS8ol= X4 originated adult stem cell induction of movement metho
N

|
2SS MW E0{5l= HHE ZTEst=, NEXEE Sef Ax =2| d comprising the step of vein-medicating the compositi
NE QS e 28 240|CF. on which contains the adipose tissue originated adult s
tem cell and/or its secretion pre-processed to the che
mokine or the growth factor.
2 2H2 L O 2E0AM, ALz X EJIHIMEI Et2E The invention relates to and, the method of curing the
Ols REE 0185t0 2&=2</0 C‘:*/\Iﬁ e RfIE XI8 appropriate part it reaches to the disease part using th
ot= 2Ol 28 X0ICH Metd, X sl AX gJIHIE 2 e targeting induction of movement of the fat originated
0|2 2HIESE SE&4222 s8dte HII XNEH £= 02  adult stem cell in the other point of view. Therefore, it
0l2ot= XIS 2t 240ICt. is about the cell therapy product containing the fat ori
ginated adult stem cell and its secretion as an active in
gredient or the treatment method using the same.
#39# X 2 ol=#39#0| &t EXH =, €2l HSE X 2= 8, &  The term is not differently mentioned with 39. It cures
, L= AD| 28 = 28 with ' at least one symptom of the disease in which the

J 20 HE8EH= 28 = 2
otLl Ol &9 =AM S HAEMAIFI AL, Al ) X4 term corresponds or the disease or the disease or the
SAMBIHLE, = oletsls A2 20|80 220A Al2  disease is reversed or it relieves or the progressing is ¢
HEQF 20|, #39#X| 2#39#2F 20| = #39#4#% 25t=#39 ontrolled or or it means to prevent. As shown in it is us
#0| ADJ|QF 20| HO|E [} X2 5t= orstCt, metA, €din the present application the term refers the action
e =20 °'01/\-| XISHO| #3A#T| DH34H L= #3447 2 which it cures with ' cured when being defined with 39
to the ' treatment '. Therefore, the " treatment " of the

Moo Lo

QLEH3AH 2 oLt Ol &2 LEHEHCE: _ .
PRIl siL Ola s } disease as to the mammal or the " therapy " comprises

below one or greater :

(1) oie Zeto 4&= Molle, &, 2 2=e= MAAZ (1) The growth of the corresponding disease is
hindered. In other words, the development is blocked.

(2) 2o =ats olEE, =, M0IE olgE, (2) The diffusion of the disease is prevented. In other
words, the transition is prevented.

(3) 2= LA, &, 2o &= 0IAIZ, (3) The disease is reduced. In other words, the
degeneration of the cancer is caused.

(4) 2o Hgs oge, ¢ (4) The recurrence of the disease is prevented.

(5) Z&to S&t= Sstet(palliating) (5) The symptom of the disease is relieved

EIINEZE ZERAZ2 0lsAMH oY RRIE XIZ5H| 2, In order that the stem cell is moved to the disease

2 YYHo 422 AN Ra¥re S0 S part and the appropriate part is cured the composition

of the present invention is administered to the therape
utically effective amount.

H39# UL ST A ?sz% therapeutically effective amount) It means to to some extent reduce the symptom of
#39#2 S0 = S22 0| XISol= &0 6tLF £=  one or more of the failure which the amount of the com
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1 FlO

AOIl 2] Bt

oA, HP%’&'%MI_ Hank <4, Ringer 8, £
ae|stHoz = HIHE MEE
fIohA, SUE il ool HE st bl
b Jest HIE2ELHES A

o T o

g 4> I

11}

= HRE Ao

o =24dC

HIZRE0WE A&t M=

M, SH S0l ZSECH Hi=d=H, SQ%HIE“ Z=2z3

=clZ(Propylene glycol), Z2I0Ed 22I2, 22lE 2

2 ASH IS, HESHUoEA 22 —’F—M =8t ol AH
ol

ASE 2= QUCH

,Hi=dEH, &5

onm

Il

ANEO He HEIIZHO SM4=0l £0z2 10%~1010

cells/body, HH& =5t = 106~108 cells/body, 13 &=

2312 LI5S0 S0 2 UL S5, 2 2HO THS2 1 x
108cells/body WXl 1 x 10%cells/body ©! 210] Hi &t =5} C}.
O, B4 S22 MM SoiZS X2 2E, S0 22,
BXol ¢y, HY U HE, L ZEO E5E SO o o
OIRHOIl HIZ=0] ZE T 0{0F ot= 2O 2 OIGH S 010F ot0H, [et
AN, &) E0ES st Bz 2 &yol HE st ol
= 240| OFLICH.

0I3t, AAINE SotH = 2892 U= &HS| &30+ &t
Ch. OIS AAIGlE QX = 2HS GlAIGH] SI8t 2o A,
2 Yo HLRIL 0l= AAIUO0 2ol MetEl= X222 o4& g
AeE e e 9 SHUM SA2 XIAS JHE XU [ A
g A0ICH

015 & AIBH A A |01|01|/\-| AHEEH 2HE B X L AI2FS] Qi H =
501 EO JITHE Hiet 2CH

pound in which the ' therapeutically effective amount '
is injected cures. Therefore, it reverses the progress s
peed of (1) disease (2) or it means amount having the
effect that means to to some extent forbid and to som
e extent plays the symptom of one or more associated
with (3) disease the reduction (preferably, the remova
1) the progressing described in the above of the diseas
e.

The composition (cell therapy product) of the present
invention may be more preferably, the administration b
y the intravenous injection the parenteral administratio
n of the form like the muscle or the venous injection ag
ent etc. are possible in the clinical medication.

Can be preferably formed for injection to the buffer
fitting due to the Hank-HEPES, and the pharmacologica
| such as the Ringer solution and saline solution buffer.
The impervious agent which is suitable for the barrier p
assing for the mucous membrane penetration administr
ation may be used in the formulation. As the generally
that impervious agents are known in the relevant indus

try.

The agent for the parenteral administration includes
the sterilized aqueous solution, the non-aqueous solve
nt, the suspension agent, the emulsion etc. The propyl
ene glycol, the polyethylene glycol, the vegetable oil lik
e the olive oil, the ester like the ethyl oleate etc. can
be used as the non-aqueous solvent, and the suspensi
on solvent it can scan.

In case of human, preferably it divides into 10 6_108
cells / body, 1 time or the several occasions and the c
onventional amount of administration of the cell therap

y product can administer with 10 4 — 10 19 cells / bod
y. Particularly, the composition of the present inventio

n may be the be desirable it is 1 x 10 8 cells / body to
1 x 10 2 cells / body.

But it has to be understood that the disease, the
administration route, the age of the patient , and sex,
weight and severe disease of the disease which the ac
tual dose of the active ingredient cures light to the diff
erent related element of the etc. and the different rela
ted element has to be determined. And therefore the a
mount of administration does not limit the scope of the
present invention through any method.

Hereinafter, the invention tries to be more particularly
explained through the embodiment. These embodiments
only exemplify the invention. Therefore it has to a pers
on skilled in the art and it will be obvious in the relevan
t industry not to be interpreted that the scope of the
present invention is limited by these embodiments.

Hereinafter, the place of acquisition of all kinds of the
culture mediums and the reagent used in the embodime
nt performed are same as those of as described in the
diagram below.
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= EaRcipS| Item The purchase wife
Ascorbic acid Sigma USA Ascorbic acid Sigma USA
CaCl, Sigma USA CacCl, Sigma USA
Collagenase type I Gibco USA Collagenase type I Gibco USA
DMEM Gibco USA DMEM Gibco USA
DPBS Welgene Korea DPBS Welgene Korea
EGF Gibco USA EGF Gibco USA
FBS Gibco USA FBS Gibco USA
Hydrocortisone Sigma USA Hydrocortisone Sigma USA
Insulin Gibco USA Insulin Gibco USA
K-SFM Gibco USA K-SFM Gibco USA
NAC Sigma USA NAC Sigma USA
SO0l Cish 2tes 49 Brief explanation of the drawing
T 12 NYZH Qo U2sls 2" SIIHMZ0 U5t CF Figure 1 is graph the cell migration is induced to the
2ot HI2Ioe = 4EXNZE ME OlsS 758 23 dell chemokine or the growth factor being various about th
ZO|CH e adipose tissue originated multipotent mesenchyme st
em cell.
T o= NEXEH el Oh2ets 208 SIIME0 il 0ls
= S&st E 80lHdoz 2HSH AFROICE. Figure 2 is a photograph taking a picture of the microsc

9_9+0| T AXOINEZ MA2 S XXX
2 JIHIJ-LOH CH3H 10% FBSZ M Ol

2 M8t XgXx=E
O @HEI‘RHE" e ol
01Z At&IOICt.

S NYEX R CHEshs £ SIIHE U A
O T= HFOIK +SH LHOH

ZJIHZ0l Chst CreF
=ZH mRNA LHEHNHFE =0l
7A2 2t BHE = 2t2¢ 1: CCR1 (3
80bp), 2: CCR2 (474bp) 3: CCR7 (461bp), 4: CXCR4
(489bp), 5: CXCR5 (494bp), 6: CXCR6 (517bp), 7: GA
PDH (362bp). & 7B2l 2 Y& = 22} M: Marker, 1: EGFR
(419bp), 2: TGFBR2 (498bp), 3: PDGFRA (187bp), 4: P
DGFRB (508bp), 5: IGF1R (299bp), 6: c-MET (201bp),
7: TNFRSF1A (218bp), 8: FGFR1 (250bp), 9: GAPDH (3
62bp)S LIEFHCE.

82 OtlIZHE SR MXele ANYXEA Rl OEsts &2
& =JIAZ0l tHote 1, 10, 100ng/ml =<2 OICIZHEIL
Z HNE 0SS 7xe 20 = X 013 MAOICH

T o= NEXA Rl U2sts S2E SIIAIZ0 & OPEI

23 1, 22 mRNA 2SS E =015t RT-PCR 21t
ALEI©Z, 2+ BHE 1: ADIPOR1(337bp), 2: ADIPOR2(538b
p), 3: GAPDH (362bp)E LIEHHCE.

J_LL-HE‘_|

ope after inducing the movement about the adipose tis
sue originated multipotent mesenchyme stem cell.

Figure 3 is graph the cell migration is induced to 10% F
BS about the adipose tissue originated multipotent mes
enchyme stem cell pre-processed to the chemokine or
the growth factor being various.

Figure 4 is graph the cell migration is induced to the va
rious chemokines or the growth factor about the adipos
e tissue originated multipotent mesenchyme stem cell p
re-processing the tumor necrosis factor alpha.

Figure 5 is graph and microphotography the cell migrati
on is induced to the corresponding factor pre-processe
d about the adipose tissue originated multipotent mese
nchyme stem cell pre-processed to the chemokine or t
he growth factor being various.

Figure 6 is a FACS result graph confirming the chemokin
e or the growth factor receptor expression whether or
not being various about the adipose tissue originated m
ultipotent mesenchyme stem cell and A549 cell.

Each band of the RT-PCR result photo, in which fig. 7 ¢
onfirms the various chemokines about the adipose tissu
e originated multipotent mesenchyme stem cell or the g
rowth factor receptor mRNA expression whether or not
the drawing 7A, respectively 1: CCR1 (380bp) 2: CCR2
(474bp) 3: CCR7 (461bp) 4: CXCR4 (489bp) 5: CXCR5
(494bp) 6: CXCR6 (517bp) 7: each band of the GAPDH
(362bp). drawing 7B exhibits the respective M: Marker,
1: EGFR (419bp), 2: TGFBR2 (498bp), 3: PDGFRA (187b
p), 4: PDGFRB (508bp), 5: IGF1R (299bp), 6: c-MET (2
01bp), 7: TNFRSF1A (218bp), 8: FGFR1 (250bp), and
9: GAPDH (362bp).

Figure 8 is graph and microphotography the cell migrati
on is induced to the adiponectin of 1 about the adipose
tissue originated multipotent mesenchyme stem cell, pr
e-processed to the adiponectin 10, 100ng / ml concent
ration.

Figure 9 is a RT-PCR result photo, confirming the mRNA
expression whether or not each band of the adipose tis
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sue originated multipotent mesenchyme stem cell the a
diponectin receptor 1, and 2 1: ADIPOR1(337bp) 2: ADI
POR2(538bp) 3: the GAPDH (362bp) is shown.

Al Al Ol Example(s)

A Fd S2AE SIAE 2 chemokine or the growth factor receptor mRNA
confirmation of the adipose stem cell.

>
W ro

XY E e =(Liposuction)tfl 2iof SRXNYZRH 2 It confirmed through the RT-PCR whether the obtained
2t XY X2 s 22|60 PBSZ MAGHILCH. =& S & X2  adipose tissue originated multipotent mesenchyme ste
= collagenase typel (1mg/ml)2 & J}8 DMEM mediaZ m cell revealed the mRNA of each chemokine or the gro
0l23H 37Z 0 Al 2A12+ S0t digestiondt L. PBSZ NIE & wth factor receptor in the embodiment 1 or not.
1000rpm0Ol M 522t A Z2| ot UL ASH2 suctiondt ]

HHEHO & 232 PBSZ MES = 1000rpm2 2 522 &

& Zclot Lt 1004m meshOll 2E &5t debrisE HHE =

PBSZ AMI&¢&t £, DMEM(10% FBS, 2mM NAC, 0.2mM as

corbic acid) BiXI0fl Bi a5t AL,

OIRY XN & 2K E2 MES2 PBSZ MAGHL, 5% After 0.25% trypsin / 1mM EDTA being processed and
FBS, 2mM NAC, 0.2mM ascorbic acid, 0.09mM calcium, separating the cell the adipose stem cell cultivated in t
5ng/ml rEGF, 5¢g/ml 21&2l 2 74ng/ml Hydrocortisone he T75 Flask was washed to PBS and it centrifuged in
£ g2 8t Keratinocyte-SFM mediaS 22 0tC+ BHISHHA 1,500 rpm for 5 minutes and the cell was collected. Th
HOHHH G XIS EE Qo ORsts =2tE =JIHEE 22/ e cell collected extracted the total RNA using the Total
ot ACt. RNA Extraction Kit (iNtRON Biotechnology).

g SIHES AEZOIS 75 The RNA 2ug the cDNA was synthesized to the maxime
RT Pre mix kit (iNtRON Biotechnology). In 95T 1X h-Taq
buffer, 0.2mM dNTP, 0.4pM Primer F, 0.4pM Primer R,
0.25U / /£ h-Taq DNA polymerase (Solgent) the cDNA 1
e, after DNA was degenerated for 20 second 40 the fir
st publication primer was heated in each temperature
(annealing temperature) of the lower part table 8. The
reaction extending for one minute PCR product in 72T t
he gene amplification was practiced to 40 cycle conditi
on. The receptor primer used in the experiment and he
ating temperature are the same as that of the next tab
le 8.

2-1: E 29 232 £ = dEXNZ MEOS &

n

ADJ] AAIC 10IA 228t NS Rf THESts S2t8 & In 110V using 2.0 % agarose gel and 1X TAE reagent

JIHIEES 2F 002 x 104 cells/2004 2 Ml‘é'(see Ing)ﬁf the SiZer DNA Markers -50 (INtRON) and PCR prOdUCt, t

O 0I5t ADItOl L= AROIKZ HEOIES ST5ACH o he imgge measurement was for 30 1 h_qur the minu_te af_

M IIERO2 FBS 30%= AF25H L ter doing the electrophoresis to the Fuji molecular imagi
ng software. GAPDH was used as the control gene. All
PCR products the base sequencing analysis were depen
ded on to the Solgent corp. and it confirmed that the b
ase sequence coincided with over 99%.

Consequently, as shown in figure 7, in the adipose
stem cell, it could confirm that the mRNA of the recept
or of each chemokine or the growth factor was reveale
d. Each band of the drawing 7A, respectively 1: CCR1
(380bp) 2: CCR2 (474bp) 3: CCR7 (461bp) 4: CXCR4 (4
89bp) 5: CXCR5 (494bp) 6: CXCR6 (517bp) 7: each ba
nd of the GAPDH (362bp). drawing 7B is the respective
M: Marker, 1: EGFR (419bp), 2: TGFBR2 (498bp), 3: PD
GFRA (187bp), 4: PDGFRB (508bp), 5: IGF1R (299bp: u
nder-expression), 6: c-MET (201bp), 7: TNFRSF1A (21
8bp), 8: FGFR1 (250bp), and 9: GAPDH (362bp) are sho
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wn. And GAPDH used as the positive control group.

O ZMNE T 10 SAIGHAULE. MediaZ R 58 NIZE S840 Therefore, in the adipose stem cell, the receptor was

XZOZ FBS 30%E RS MEE dHUXZ222 6101 8 confirmed that the mRNA of the receptor of the specifi
AINE2 MEZ 10002 619 S [ HES 2 J2= 2 LE} ¢ chemokine or the growth factor was revealed. The ta
LHQICH © 101 & & Q= HiQF 20|, AIYXEE S =2t rgeting movement to the internal disease can be induc

=2 T M o LT

=J| HIZ(AdMSCs) = FBS 30%% D}&EHDLKI 2, A 23tel £ ed using the reactivity of this receptor. The targeting
= AEOITIO K20 BI2510{ 0|S0| SH5I¥OH, =5 g8 Movement is suggestive through this, that the effectiv

=

HA, SDF 1a, HGF, TGF-B1, IGF—l PDGE-AB = TNE- © curing of the corresponding disease is possible.
a0l BHE5tH MIZ 010l 823dl RE UL

i

2: 0 29 AR F= 4FNE NEOS RE8 embodiment 8: the preprocessing of adiponectin
TS b= about the adipose stem cell and concentration ind
ucibility .

AD| AAIO 10lM 22I8t NI XZH 72 ChEsts 219 & 8- 1: the concentration inducibility confirmation of
JIMIZE 24A12tS 0 FBS free Media(= 2A) 2t TNF-a(%= 2 adiponectin .

B, 2C), chemotactic factor(= 2D)2 & X 2l5H0] HH & st

£ 0.25% trypsin /1mM EDTAE H2I6t0 NIZE 2218 T

= PBSZ MIE3HL 1,500 rpm0ilAl 52 S0t 2122l of
NIEZE 3/2=5tALCt.

=

1 %, Transwell Insert (Costar, 3422)E 0.1% After the adipose tissue originated multipotent
gelatin (sigma-aldrich)2 2AI2} S9 coating2 &8 mesenchyme stem cell separated from the embodi
A HWXE 2F& 24well platedll Z=3I2UCH 2 insert ment 1 was pre-processed to the adiponectin for 2
Ol CHH 5128t ILZ=IIMES 2 X 104 cells /2004 & 4 hours each chest processed the adiponectin as

seedingdt 0] 37#176#C, 5% CO,, incubator Ol Al 2 (1ng/ml, 10ng/ml, 100ng/ml) and the cell migrati

on was induced.
A2t SOt bl 2ol K CH. il Xl (Media) 2t Al 232l (chemo
klnE).LI‘ A &0l Xt (growth factor)E& 100 ng/ml =%
2 2F N2 24well0fl, seeding € Insertg 4 &=
8}“' Ch. 37#176#C, 5% CO,, incubator Ol Xl 24 Al 2+
Sol A0, 1 OS, Insertel 2 220l A= 015
OtXl &2 XNLEIHNE:E HE2LZ MAHGSID MA £ 7
0% HIEES= 1AI2 S DAEGHALC.

-

fel]

HI& % 0.5%b crystal violet E¢o g Mz A2 The result was shown in fig. 8. When being 10ng /

QL. O = MEE ot §0l3 0 A X100 & = ml it compared and it processed as 100ng / ml as t

&S WAL he concentration was high the cell migration induci
bility could confirm the highness according to the r
esult showing 2 doubling dose high shift.

=

1 230, = 2A-2D0f| LIEtL HEQF 201, 02X T HMelot 8- 2: adiponectin receptor expression of the
X g g SJIHIE( 2A, 2B)0ll HIGtH ® X2l A2l adipose stem cell.

NSEIJNMECE 2C,2D)2 0ISEO0l =0 HIEIJH =2
St LtEtE S EoIg 4= JAJALH

HEIH = dFAXNE XS XN EIIMES Ml The RT-PCR was performed using the primer

Z0l=s described in the method like the method of the em
bodiment 7 the table 8 and annealing temperature
and annealing temperature confirmed whether the
adiponectin receptor was revealed in the adipose s
tem cell or not.

Al 2AG 10M 228 NEXTH S ChEsts 28 Consequently, as shown in figure 9, the receptor 2
A EJIMEE 0|6 HRBIHQ T= HSFQAXZ 24AI28 @ Kind of the adiponectin (1: ADIPOR1(337bp) 2: it co
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el (priming) 8 £, 2+ 0L 2 x 10% cells/2004£ 2

M g (seeding)dt i 10% FBSZ MX 0ISS %Eo}%

u.30% FBSOl HIoH g8 s 2&25dde= &AL &
, 0128 8XclE otk &2 NEXEH Rl O=2 3}0

=T
"‘3*%‘ EINEZE S8 HWEZ22 SAUACH (OIA D).

O ZHME T 30 SAIGHACH. & 30 A & = A= HiER
201, 0 AZIe E£= oo’@I}Z I._*JHEI°F II“”U"
| 2 SJIHIE(AdMSCs) =0l M PDGF-AB &
TNF-a2 JHJE-IEI I AL 50| 109 FBSOI 28 HI®Z 0
AL

I
o
AN

S0l 240 R=HUASS 0ISet HESZ =01 '
A1, ol TNF-aZ dxXclet BRIt Mot 2ol &8
CHASE #lot ALt

TNF-a M H2IE X EIHIZO HZols
AAIO 30N £S8 A8 2E &1
10N 2218t NYXEX Qo st
TNF-aZ 24A12t @ X el (priming) & £
10% cells/2004£2 M € (seeding)dt 0
ISt Us Chest 31|D3}°I T= AE
=2 S5

A

1 ZUE & 40 SASHSC & 40H & =

Z0l, TNF-ag2 & Xelst II‘%*E’—‘! Scil 52t

(AdMSCs)= Rantes, SDF-1a, EGF, bFGF

PDGF-AB S0l 2ol A% 0Is0l §+m0| C’Eﬂ

OlS& MESZ Eolg = JARULH. S3l, A A0l 1_J %
1 Hlwdl 29, TNF—aEJ'HEI 220 0= &

18 £ =0, TNF-aZ dXelst 32 NE ols
ol & SHols = U/ULCE.

A= HE et
ZEIIN=E
TGF- |31

A A 10lH 228 NYER 2 O2sts 2

o EIHEE Oloh Z 500 ISt A2 L= H&0l
NEZ & 24A2 Al (priming) 8t &, 28 &0ICH 2 x
10 cells/2004 2 M 2 (seeding)dt, & X2l 0l AIS
EH 2240 SUS OIXE 0830 NZE 0lSS S50t
ALCH

1 B}% C 50 SAGHACH. BHEIE 6K &2 BLRE
OFQFAUCH OHEZ UEHUHA D, G AXZE X2 E &

nfirmed that the ADIPOR 2 (538bp) was revealed i
n the adipose stem cell. Therefore, it confirmed to
the incidence of the adiponectin receptor be enhan
ced due to the preprocessing of the adiponectin an
d could use the reactivity between them.

The content of the present invention was
particularly described to the or more. And the or m
ore has to a person skilled in the art of the relevan
t industry. It is the embodiment which this concret
e technology only does with desirable. And it will b
e clear the scope of the present invention is not li
mited by this. Therefore, it is defined with claims a
nd their equivalent in which the substantial range
of the present invention is attached.

Page 19 of 22



E 29l T2 UEHWATH. =
2 0], Rantes, MIP-3B, SDF-1a,
BCA-1, CXCL16 EGF, PDGF-AB S &J| 21Xtz & X

clst XY EIIHEI EXelstR 22 =20 diol M=
Ols40l HdE S &2l & = JAR/ULH £3l, Rantes, SD
F-1a, BCA-1, CXCL16 £ PDGF-AB2 2= H X 0l

S50l 8 Xol ZItotALt.

A SINEL AZIQ F= A =W L&

ALALOl 101IA
JIHI&&J} %‘

[lJI Ny L
104>
w Jin
0]

g EIHNEE T75 22230 M L8t £ 9096 2HE
ZAHANZ XA EAS M, 0.25% trypsin/1lmM EDTA
E xclotol MIZE 228 T8 PBSZ M Aol 1,500
rpomOlAl 52 St A Zel ot MNIXZE =86t L.
Zst HNZE 10% FBS EXUCZ 45 HE IO A 1AIZH

Olat NES & S MES otACH O 01F, & 79 EHME
45 HE DA 1LAIZH Ol A HHXSEH0] FACSE S&6HY

Ct.

208 T 60l SASIALH. HE2 40| 4 EZ 010,
d2 d2 x=28 EXS A0IC IGF-11dF HGFS =8
HMOr &olg Xl &0t &XMe JsS &2t <ok 1_1=||°*kll
IOl A549 cell lineg HNEZEF2# U A FL3HH Y &
E RNE2AHI|(FACS)E Sall &lolCt.

GOlA & &= A= diY 201, BAls NSEE Sl
=8s 52t EIINE= &8 A (Rantes;CCR1), MI
P-3B(CCR7), SDF-1a(CXCR1), BCA-1(CXCR5), CX
CL16, EGF, TGF, PDGF-AB, IGF-1, TNF-2 I}, FGF 0l
et +=EXME Lot UASS FACSZUE Sall &0l
g & UJULL.

am

AD| Z0H0l M, SE AR F= SFBOXY +EH
P NEXA 7 U2sts S48 SIHMZNA 23
Ol &l A Olcist =8XMe= g lI}OiI ol gtSot
O olcist g Xte MXclZ 2ol =2H 2 €SS0l
ZOtH A OlS2te BrE4 2 0l 80t XU 2SERA=Z29
EIAE Ols= R += UL, 015 Sofl ol g 2&9 &
HE XSt IIsES AIAP@ }

A SIHMZESL A2 E= dF AR =2 W MRNA
st0

[

A0 10N =5
JIMIEIE 220 A E
AS Z&5t=X o

T75 FlaskOl A B 28t AR EIJIHEE 0.25%
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trypsin/1mM EDTAE X2lotH MEE Ecl& O3 PB
SE HEGID 1,500 rpm0lA 52 S¢t fa2el 6t

NZE +=&otAL. =88 M E= Total RNA Extractio
n Kit (iNtRON Biotechnology)E 0| £t 0| total RNA

RNA 2#956#g2 maxime RT Pre mix kit (iNtRON
Biotechnology)Z cDNAZE & 46t Ct. 1X h-Taq buff
er, 0.2mM dNTP, 0.4pM Primer_F, 0.4pM Primer_
R, 0.25U/ £ h-Taq DNA polymerase (Solgent)i c
DNA 145 95TUI A 20= S92 DNAE B & A2l =, O
il 89 2 2= (08 2X)WA 402 primers
S AN, 72CHAM 122 PCRAUZEE MEFAII= Bt

82 40cycle 22 Z RAX "EZ AHSACH &S
Oil Mo._ ZMprimer2 g€ 2= 038 X 84 &
Ct.

SiZer DNA Markers -50 (iNtRON) 1l PCR &2 8 2.0
% OtJtZ2 A2 0 IX TAE AIZE 01 &6 110VOUHI A 1

A2 302 &2 dIJ|9 S & F Fuji molecular imagin
g softwareZ 0I0IX| E&E = oIAL. HEE RIEXNZ G
APDHE M&3IRUT. 2 E PCR &2 2 SolgentAtofl &

IINEEASS 2250 9990 0|4 HIIHLZ0l LXdtes

NE FOIGHAULH

=

O, & 70 LIEFLE HEQE 2201, X1 SOIMZENA 2
AL F= QXS +=EX mMRNAJL &8
S8 208 £+ UAJUL. & 7A9 2t HHE = 22F 1: CCR1
(380bp), 2: CCR2 (474bp), 3: CCR7 (461bp), 4: CX
CR4 (489bp), 5: CXCR5 (494bp), 6: CXCR6 (517b
pP), 7: GAPDH (362bp). & 7B2 2 HE= 22 M: Ma
rker, 1: EGFR (419bp), 2: TGFBR2 (498bp), 3: PDG
FRA (187bp), 4: PDGFRB (508bp), 5: IGF1R (299b
p; DI2&), 6: c-MET (201bp), 7: TNFRSF1A (218b
p), 8: FGFR1 (250bp), 9: GAPDH (362bp)S LIEF LA
0, GAPDH= 248 X222 ALE5HAL.

i )2
'“Qw

OlZM, NESIIMEUA S ADI T= 43R
o +=8H2 mRNAJL & EO0| LA, 0ldE =8
Hel ._2{5'2 OlS8st MU &2 HAE 0SS
g = AL, 02 Sl oY Z2&2 & A=t It

ol 0

X
W

JIAIZOl CHet OfCI Y E o MKl &

8-1: OICIZHEIS S8 REs =0
’JI A A0 101|/v| =clet NYxA Fd USsts &2
g EJNEE Ol ZYECZ 24AI SOt MXelst =

OtClZ 4 El E|° 2t =% (1ng/ml, 10ng/ml, 100ng/mI)
2 Xelstol ME 0lsSS R0t

O ZuE & 80 T AIGHRILH 10ng/m|°' ol Blskod
100ng/mi& I—IEIOP%E O, 28101 =2 ols¥2 ¥
ol 20l Met, sEJ =245 HZ 018 REs0 =
g #olg Nl%‘{l:}

DIO I'
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010

i_" gt &

e

8-2: XY EJIMES OICIZWE =

A0 72 2R 22 YY
Het HEE 252 MESH0
EJNMZOUA OLCIZWE =S
ol ot ALt

S E 80l JIME Zztol
RT-PCRE #3130 Xl
L= GHRE &

=

23, &= o0l LIEtY B2 201, OtCI 2 E o] =Xl
2EZ 5% (1:ADIPOR1(337bp), 2:ADIPOR2(538bp)J}
A SIHEUA 2HE S &0IoIATH. OIZ M, OFCIE

WElo MHel2 QI OCIZWE +8Xo LHEB0l &
OIHAM OIS2Cl BISHE 0188 4+ ASS HOGACH.

Ol&oZ 2 wol Y82 MMGI ISR, L

o S49 NAS T KA UAOA, 01248 THE J|

£2 SX HHEXE MASHY HOID, Ol0) A = 2

20| B9/} KIBHElS 20| OFdl He eig 240/Ch 0

SN 2 2o AN MY APE YRS 1N

SO SOI20) 250l MO0 B HOICH

B 24 OF L

= ZANE Sol € US| =28 882 Y USHA AAES 0/8o dEAJASULCH THetA
FEHOZ QY9 Itsd0l ULH, = SAE NAS & XS BHAJ0 st HA =S UHalol
= W22 0IEHHAM=E &t SUDH AIAE 2 HERAIDS SHEdM20 s 290 22 55,
CioIES =2 XS0 toto =32 8H2 HUS XX EsLIC 2 SEAE SGAS AlA S8
2l0] 280l gl= LBt == ?loll DB & AIAE0M HEBZO M, SALBIEE = SASS 2d
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