1/28

WO 2022/244851
[B1]
By BE {eHS
1 IGFBP-4 L Z2U L BHEETRAESY
2 TIMP-1 xmm Oy - siasEs
3 TIMPZ  ASOUDTAF-PESHEEN
4 IGFBP-6 4 UL EBRERTHSESR
5 IGFBR2 A RUVEBRERTEASSE
& VEGF HEHNERISHRF
7 HGF  FHEiusiemr
8  TNFRI EESNRTFSEEL
g MCP-1 b HENRERT
10 TNFRHI BESRFEFSSGHI
1 orG ARFATOFFUL - WEER
: fﬁﬁ:}i@ﬁﬂ!?
12 IGFRP-3 L RUSERERTRAZAY
TEHL  THIE - BEK . TIER
=
13 RANTES % - FRRSERT
14 AR PO LU IGBET
15 INFb HEETRF
16 EGFR LRAEETERK
17 -6 REHERA RhA
18 FGF-7 5% )Y MEEFETFKGE
- 04?&‘%4 bj}'f«’ ;Z}:? 3&%
19 IL-8 e
20 Eotaxin  EDA - FRINGE
21 PIGF BRBidRET
22 GDF-15 HESEERFIS
23 MCSF  wondrp-sins-EBREY
24 -1 B BOAONK/TIRESREET
25  SCFR  HUREFISK
26 SCF BHIREF
27 NT-4  Ta-0bh07y 0 iEERT
28 H-lra W-ISSH 7T ZRE
29 MIP-db SERA L RIOT7-NE
30 EG-VEGF DEMRERIESTET
31 I-la REEYA BAA L .
. %;tﬁw b S IL-BOEIEE
33 VEGFRZ BIBARARISERTEEE
34 BDNF  BHEHRHERTF
3% I-16 SEHA L CDA+THREE
36 GDNF  JUTHRSmEmEREls

2 2 7 7 7 7

Z

MM

Z

7

NN\

N\

N

..

NN\

PCT/JP2022/020880

Y
.
A
XX\

N

N\

NN\

-
SHLHTEETTRIRY
SHHEEEEMMAMEIN
SN
SO
NN\
SN
N\
M.

N\

-

10

10°

10 10*

BIE (pg/mbL)

T
z

107

10°



2/28

WO 2022/244851 PCT/JP2022/020880

[&42]

BIIEE (B-2#8% . 109 FCSKMDMEM)

\
70% 070k

e G 10mL BIMBEDMEM 2E

« 10mL 8iEDMEMGRIYARL)
REBIL. BIMERICER

Y
37°C. 728, COxf v Fan—R3h THE
C |3 15000rpm3 %
3
B LiF

0.22 mm PVDF 21L& —

l

hSHED-CM




3/28

WO 2022/244851 PCT/JP2022/020880

[43]

<E=RRRHEHR>

BE7LA

A EhSHED-CM

BRICTI~2BRA s Fa~—h

EFFodaintknhoTi

BRICTI~2BMAFa—t

AN TrFEDY

ERICOHRA o~

i

T F LD

l

TSR




4/28

WO 2022/244851 PCT/JP2022/020880

[a4]

<TEVERIFEIRART >

7L A

— ARILIEhSHED-CM

e AR RABE A NI D AT I

Y
ERICTI~ 28 A F a2 _—h

EXFAESEREDHITIL

ERICTI~2B R o F a2 —}

CySEEBAMN TrTEDY

BRICTUIEHA»Fas—k

l

AX v TSHEHEUSHT




5/28

WO 2022/244851 PCT/JP2022/020880

[&45]

<RADORNAT LA IOl >

F10mLO R FEALhSHED-CM

l‘— ExoQuick-TCTRE LT/ — L4

TSI —L

|

miRNeasy Mini Kit| 2 &k AmiRNAD #li

|

MIRNA+h—5JLRNA

Affimetrix Gene Chip miRNA Array

IR




6/28

WO 2022/244851 PCT/JP2022/020880

[26]

RNAS -+
5 , 3

- ATP, RUAR AS—H
15312 Fa_—h

l RYAFA I
RUAF—ILTFERNA /

5 m 3

-«  Flash Tag Ligation Mix

-~ UH—g

\
b e R e N

'

EAFARERNA

S

TTTT NNNN En

7 4 Single Feature on Affimetrix
@

<L // Gene Ghip miRNA Array




7/28

PCT/JP2022/020880

WO 2022/244851

[E47]

(GI1<HY LETIPEU—O D) B35 B

00} 08 09 ov oc 0
i zZ o\ -1
I \\\ c-dIAIN
Y \ Hy dNLS
I \\ \ “. C@@Oﬁwz
Y \:<&
T m uisdayied
) \ S_ Zaieg
I \ 2&&&

wmn

\m;a
\ m.q& n

WO YN &

\ m dOW
\ " -unaiodoifuy
\ 248491

i, 4OH
\ Z-dilL
UM, WRD910:d0ISO
. \ O1-dIAlN
U \ c:_mmo_mc{



8/28

PCT/JP2022/020880

WO 2022/244851

(48]

4

0

0

b

(GL<AZ LTI —DO

08

08

S0 BB MR B

oy

0z 0

\\\\ o 91
\\\\ 27494
\.\...\ -dWlL

o, «&Gm

e 40:2
\ 0dD
.............. \ Q 493A

RO PN I

%\\\\\\\\\\\M b~ m0§
i w 10308} 19i9ield
&dﬁ_

@dmmwm
m 493
Py
mimw
P40
UIXEIOY
s, 393N

. 14 INLS

Wy



9/28

PCT/JP2022/020880

WO 2022/244851

[49]

(

(

a

)

0

)




10/28

WO 2022/244851 PCT/JP2022/020880
[E10]
(A)
LUl by
“
Day 0O 2 3 4 5 8 ~ 14

(B) - N 4 100pHES
%ﬁ?%%“g/ B
©)
1205 -0 DMEM
é -~ hSHED-CM

SN -A- bFGF

Wound area (%)
n E o3 < oo g
e ¢ ¢ ¢ 9 <

Days after reperfusion



11/28

WO 2022/244851 PCT/JP2022/020880

[Bg11]

(A)

hSHED-CM

NEEIERE

uu-.u~u..uun.nuuunuuuunuuuu.uumm’h
0 2 3 4 8 ~ 14

Day
®  joounes 10001525
ﬁ%*g \ TTIRE
(©) 120+ -0- DMEM

o] g - hSHED-CM

(o]
<
i

Wound area (%)
o
el

0 5 10 15
Days after reperfusion



WO 2022/244851

[Bd12]

jojuod

(A)

12/28

A\

PCT/JP2022/020880

A

WO-Q3HSU  jonauo)

(B

WO-J3HSY

B dn B



13/28

WO 2022/244851 PCT/JP2022/020880
[E213]

(A)

%%sfﬁwg QW?%%
(B)
“
(C)

ﬁ%ﬁ%“k@}mﬁ




14/28

WO 2022/244851 PCT/JP2022/020880

[E414]

(A) BEMBBEMROB%T (B)

BARAE

PRERBR 4L
!

................

B
&@%&

L]

™

(C)

B ERAR

RILTY



15/28

WO 2022/244851 PCT/JP2022/020880

[E15]

R

o
G Ol SHEDCM
¥R

Posaitive mren 1% ield
- :
5

o




16/28

WO 2022/244851 PCT/JP2022/020880

[E216]
(A)

miERss

(B)
TRODE il
.
g ; N |
= 100D v _
g
N :
*
& SonNe
S
& -
ol saeh

cil | Ol SHED-CM
VR




17/28

WO 2022/244851 PCT/JP2022/020880
[B417]
(A) VR
contegl ontid SHEDOM

oS

(B)
R
JINROO
o
g
R
QQM«
&
B
?
S P
&. E
Q k3 ¥




18/28
WO 2022/244851 PCT/JP2022/020880
[E218]
(A)

hSHED-CM

SRR ARE

——————

Day 0 1 ~6 7 8 9 10 11 12 13 14

(B)
 S0UHSS
= P
e ~iBE
(©)

120_. "G‘ DMEM
-~ hSHED-CM

Wound area (%)

Days after reperfusion



22222222222222222222222222222




20/28

WO 2022/244851
[Eg20]
(A)
FUA/ProG

L&Dy EEER

PCT/JP2022/020880

P
g
3

s
SR DIRRI ] F

- IGFBP-4

* VEGF

* HGF

control Ab

a-IGF4:
a-VEGF;
a-HGF;

Ny

ZZ2z L 2L
7o oH

o AN
'

B OV

L

[SS RN



WO 2022/244851

[Bg21]

(A)

(B)

(C)

(D)

Wound area (%]}

Wound area (%

Wound area (%)

Wound area (%)

120+
100+
80+
804

404

21/28

PCT/JP2022/020880

-0~ DMEM
3+ SHED-CM
- control Ab

-0~ DMEM
= SRED-CM

120+~
100+
80+
60+
A0

20+

140+
120+
100+

0O~ DMEM
~F+ SHED-CM
~ a-VEGF

~0- DMEM
T+ hSHED-CM
- a-HGF

Days after reperfusion



22/28

WO 2022/244851 PCT/JP2022/020880

[B122]

NIH3T30D{ERR-BRR(ILICLDROSELERS

$88 €%

SR i\sg\g_
ooy Change
4 8~F2 h Meadium

B H

0% Oy~ A%, A% 00 peppaT
: % AN\ i i
NIH3T 38 & — BRI ;




23/28

PCT/JP2022/020880

WO 2022/244851

qQy [043U0T 4

Gy |OI0T 4+




24/28

PCT/JP2022/020880

WO 2022/244851

[£924]

P2
=
s T
¥ ¥ » n
g i 2 2 A
g 2 2 g
& bid 2

@Dmﬁ\f muxﬁMNLu,COO

S A

AT
P
4y (o.3u0s
WR-QIHE

A

<3

)

A4HBL

1% 0,



25/28

WO 2022/244851

[52925]
(A)

N

NIH3T3# &

¥ 1.5pg/mi
(B)
mXBP-1

ROk gk
18

Fold
o N o» @ o m
*

™

TM+50%SHED-CML I

TMOY 271 i)

PCT/JP2022/020880

RNAMH
S

quR

B [

mGRP78

5k %

i

DMEM DMEM SHED-CM

Tunicamycin
{1.5ug/ml)

mCHOP

DMEM DMEM SHED-CM
Tunicamycin
{1.5ug/mb)

k & &

&
3

Fold
P4 - N &
1 3 L

233
R

% % %

& |

DMEM DMEM SHED-CM

Tunicamycin
{1.5u0/ml)



26/28

WO 2022/244851 PCT/JP2022/020880

[E426]

RSHED-CM

Day 1 2 3 4 5 6 7 O 1 ~ 14

‘ L J
Y

RELLE  #EREFE

100u1IES :‘-'{O\J?mapi&“%



27/28

WO 2022/244851 PCT/JP2022/020880

[g27]

(A) Control SHED-CM

S00 um 500 ym

B) * % %

®
4004 ,I.
D
200

Cutaneous thicknessn{pm)

Control SHED-CM



28/28

WO 2022/244851 PCT/JP2022/020880

[E428]

(A}

120+
# DREW

100- e 0 SHEDCM

Wournd area (%}




