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X19-R-D-C-X23-X24-X25-X26-F-R-V-X30-X31-X32-X33-D-K-A-X37-F-X39-X40-X41-W-Y-X44-X45-A-K-X48-D-P-X51-G-
X53-F-L-X56-D-N-X59-X60-A-E-F-S-X65-D-E-X68-X69-X70-X71-X72-A-T-A-K-G-R-X79-X80-X81-L-N-N-X85-X86-V-C-
X89-X90-X91-V-X93-T-F-T-D-T-X99-D-X101-X102-K-F-K-X106-X107-X108-W-G-V-A-X113-F-L-X116-K-X118-X119-D-
D-H-X123-1-X125-X126-T-X128-X129-X130-X131-X132-A-X134-Q-X136-S-C-X139-L-X141-N-X143-X144-G-T-C-A-D-S-
Y-X152-F-X154-F-X156-X157-X158-X159-X160-X161-L-X163-X164-X165-X166-X167-K-X169-X170-R-Q-X173-Q-X175-
X176-X177-C-L-A-X181-X182-Y-X184-L-X186-X187-X188-X189-X190-Y-C-X193-G,

7] 4 1604

X19= E =& QolaL;

X232 R, G & Pola;
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Mol aL;

X256+ S H Nojat;
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X262 S EE Go)aL;
X302K, E & Ro|AL;
X312 E, Q & Vol
X32% N & DojaL;
X33 F L& LojaL;
X372 R & HolaL;
X39& S EE Polal;
X402 G

X412 T

X44+= A, S e Volar,
X45+ M

X482 K

X512 E, K & Volaz;
X532 L T Volar;
X562 Q T RojaL;
X659+ 1 E& Lojat;
X602 V

X65+ V

X682 T

X69= G, C, D T+ SolaL;
X702 Q

X712 M

X72& S, 1 L& Rojar;
X79€ V EE Go)aL;

X802 R T Holal;

X812 L T Volal;

X85 W E& RolaL;

X862 D, H & Volar;
X89+% A W To]aL;

X90& D ¥ Ao]al;

X91& M ¥ Io]aL;

X93& G ¥ SolaL;

X99+ E ¥+ KolaL;
X101 P, H, L ¥+ So]aL;

X102%& A, S & VolaL;

—

K

X106 M H& Lo
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X107
X108
X113
X116
X118+
X191
X123
X125+
X126
X128
X129+
X130
X131
X132+
X134+
X136
X139+
X141
X143
X144+=
X152+
X154+
X156
X157
X158
X159+
X160
X161
X163
X164+
X165+
X166
X167
X169+
X170

X173

K & Eolal;

Y =& Colal;

S T Fola,;

Q HE+= Helaz;

G =& Eolal;

N & [o]al;

W, C =& RolaL;
V = [o]a;
D, H =& NoJaL;
D & Nojal;

Y = Colal;

D ¥+ Neja;
T, K =& Mo]aL;
Y, F =& NoJaL;
V, E, L T Mol
Y & Sola;

R HE+= Hola;

L =& QolaL;

L =& Folal;

D, H =& Nojat;
S T Fola;

V, L =& MoJaL;
S, A =& Folar;
R, G =& WolaL;
D, E =& YolaL;

I, F, L, M, T =& Vol]i;
V, A, G, [ B Loja;

R, Q = Wela;
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X19-R-D-C-X23-X24-X25-X26-F-R-V-X30-X31-X32-X33-D-K-A-X37-F-X39-X40-X41-W-Y-X44-X45-A-K-X48-D-P-X51-G-
X53-F-L-X56-D-N-X59-X60-A-E-F-S-X65-D-E-X68-X69-X70-X71-X72-A-T-A-K-G-R-X79-X80-X81-L-N-N-X85-X86-V-C-
X89-X90-X91-V-X93-T-F-T-D-T-X99-D-X101-X102-K-F-K-X106-X107-X108-W-G-V-A-X113-F-L-X116-K-X118-X119-D-
D-H-X123-1-X125-X126-T-X128-X129-X130-X131-X132-A-X134-Q-X136-S-C-X139-L-X141-N-X143-X144-G-T-C-A-D-5-
Y-X152-F-X154-F-X156-X157-X158-X159-X160-X161-L-X163-X164-X165-X166-X167-K-X169-X170-R-Q-X173-Q-X175-
X176-X177-C-L-A-X181-X182-Y-X184-L-X186-X187-X188-X189-X190-Y-C-X193-G-X195,

7] 4 2004

X19% E & Qola;
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X25& § EE NojiL;
X262 § =& GolaL;
X302K, E =& RolaL;
X31& E, Q =& Volar;
X32% N E+= Dojaz;

X332 F T Lojat;
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X372 R & Holat;
X39% S H&E Poli;
X402 G =& Eo]at;
X41& T =& o],
Xd4+= S ¥ Volar;
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X45+= M, I, L H+&= Tolar,
X482 K

X512 E, K & Volaz,
X632 L E& Volal,
X562 Q &= Rolat;

X59& [ = Lo]a;

X602 V, I ®& Loja;
X65% V HE Mol
X682 T H& Nojii;
X69% G, C, D & Solat;
X702 Q, E & Hola;
X712 M & o],

X72& S, 1 T+ Ro|aL;

X79% V & GoliL;
X80 R H& Holi;

X81& L Wi Volal;
X85% W ¥+ Ro]aL;
X86S D, H HE VolaL;
X89: A W To]aL;
X902 D = Ao]aL;
X912 M HEi= To]aL;
X93& G ¥ SolaL;
X99& E B KoliL;
X101& P, H, L %+ So|i;
X102 A, S ®& Volar;
X106 M ®3 Lo|ir;
X107& K %3 Eolit;
X108& Y ®¥ Colir;
X113& S ® Folir;
X116S Q %= [o]ir;

X118 G & EolaL;
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X404-V-X406-E-X408-X409-N-X411-X412-K-X414-N-C-E-L-X419-E-X421-1L-X423-X424-X425-X426-X427-Q-X429-X430-
X431-L-X433-X434-Y-T-K-K-V-X440-X441-X442-5-X444-X445-X446-L-V-E-X450-S-R-N-L-X455-X456-V-X458-X459-
X460-C-C-K-X464-X465-X466-A-K-X469-M-P-C-X473-E-X475-X476-L-S-X479-V-L-N-X483-X484-C-V-X487-X488-E-
X490-X491-X492-V-X494-X495-R-X497-T-K-C-C-X502-X503-5-L-X506-N-X508-X509-P-X511-F-5-A-L-E-X517,

&7 A 30lA

X404%= L, F E& PolaL;
X406 E, D, K & VolaL;
X408 P H&E So|aL;
X409% Q, K & LojaL;
X411 L HE& So|aL;
X412 1 ®& Lo|aL;
X414%= Q E& EolaL;
X419 F & Yolal;
X421 Q, K & Ro|AL;
X423 G E& Ro|AL;
X424 E & GolaL;
X425% Y =& Holal;
X426 K, E & Ro|aL;

X427 F L& Lo]al;



X429+
X430
X431
X433
X434+
X440
X441
X442+
X444+
X445+
X446-2
X450
X455+
X456
X458
X459+
X460
X464+
X465+
X466
X469+
X473
X475+
X476
X479+
X483
X484+
X487
X488
X490
X491
X492+
X494+=
X495+
X497

X502=

T

Qo= QO = 3 U3 = &£ v o= =
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X503& E, D &+ Ko]az;
X506 V, A = Moja;

)

Kl

X5082 R HE& So]

X509% R E= Qo]

)

Kl

X511 C EE= Yol
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P-X135-X136-X137-X138-X139-X140-R-P-X143-X144-X145-X146-X147-C-X149-X150-F-X152-X153-X154-E-X156-X157-
F-L-K-K-Y-L-X164-E-1-A-R-R-X170-X171-Y-F-X174-X175-X176-X177-L-X179-X180-X181-A-X183-X184-X185-K-X187-
X188-F-X190-X191-C-C-X194-X195-A-X197-K-X199-X200-X201-L-L-P-X205-X206-X207-E-X209-X210-X211-X212-

X213-K-X215-X216-5-X218,
&7 A 40 A

X135% N HE& Dot
X136 L H& VolaL;
X137 P & So|aL;
X1382 R, G, P =& Qo]at;
X139% L & FolaL;
X140 V, L & Mo|aL;
X143 E & Ko|aL;
X144%= V E& Lo|aL;

X145% D, E & VolaL;

X147 M, 1 & To|aL;
X149 T, A & I9]aL;
X150 A, D, S & To]aL;
X152% H & Rolal;
X153 D & Eolal;

X154= N & Solal;
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X156 E, A E& Go]aL;
X157 T H& KolaL;
X164= Y, C & Holat;
X170 H %= Ro|AL;
X171 P & Lolal;

X174 Y =+ Dol aL;

X175% A & Dol
X176 P W& Lo|aL;

X177& E T+ Kol L;
X179& L ¥+ Ro|i;
X180& F, L, S &&= Yo|aL;

X181& F =+ Yol a;

X183 K & I0]3L;
X184+ R, M T Tolat;
X185 Y, C T Nojar;
X187 A, D T+ So|ar;
X188 A, D T Volar;
X190& T, 1 T+ So|at;
X191& E =& GolaL;
X194 G =& LolaL;
X195 A =& TolaL;
X197 D, G =& Yolar;
X199 A =& GolaL;
X200 A =& Volal;
X201& C ®=& FolaL;

X205% K HE& Ro|AL;
X206 L W& FolaL;
X207 D, E, N & VolaL;
X209% L & Holar;
X210 R, Q T Wolat;
X211 D, V & Yo|aL;
X212% E & Kolal;
X213 G E& EolaL;
X215% A, T & VolaL;

X216 S =& Loja; ¥
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E-X156-X157-F-L-K-K-Y-L-X164-E-1-A-R-R-X170-X171-Y-F-X174-X175-X176-X177-L-X179-X180-X181-A-X183-X184~
X185-K-X187-X188-F-X190-X191-C-C-X194-X195-A-X197-K-X199-X200-X201-L-L-P-X205-X206-X207-E-X209-X210-
X211-X212-X213-K-X215-X216-5-X218,
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X132 D T+ Eola;
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o

X1382 R, G, P =& Qo]t;
X139% L & FolaL;
X140 V, L & Mo|aL;
X143 E & Ko|aL;
X144%= V E& Lo|aL;

X145+

=
=
t#
i
-
o
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X146V

X147 M, 1 & To|aL;
X149+ T

X150 A, D, S & To|aL;
X152% H & RolaL;
X153 D & Eolal;
X154= N & Solal;
X156 E, A &= GolaL;
X157 T & Ko|aL;

X164% Y, C & HolaL;
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X170
X171
X174+
X175+
X176
X177&
X179+
X180
X181
X183
X184+
X185+
X187
X188
X190
X191
X194+
X195+
X197
X199+
X200
X201
X205=
X206
X207
X209+
X210
X211
X212+
X213
X215+
X216

X218

iy

H %+ Rela;

P & Lolal;

Y & Dolal;

A X Dolal;

P & Lolal;

E =+ Kolaz,

L & Rolal;

F, L, S & YoluL
F & Yolal;

K B+ Io]a;
R, M =& To]aL;
Y, C =& NojaL;
A, D =& SolaL;
A, D =& VolaL;
T, I =& SolaL;
E &+ Gola;

G & Lolal;

A = Tolal;

D, G =& YolaL;
A == GolaL;

A & Volar;

C =& Folal;

K T+ RolaL;

L T+ FolaL;

D, E, N &=+ Volxr
L =& HelaL;
R, Q & Wolaz;
D, V I Yolar;
E L& Kolaz;

G E+ Eola;

A, T T& Volar;
S &&= Lojar; ¥
A = Goltt.

_14_

SIHS31 10-2023-0051415



10-2023-0051415

[}

=

=

|

el
=)

o glofA,
o glojA,

i
ks

S,
1

[e]

12
AT 14

Al 1l

ol

wir
o
w
)
o

;OD
B

o

122 %

A2 Adds 7 WA

Hl &
h

7l &%

A}

A3 16
AT 17

B

A zstE @Al

=
=

A

A3 18

K

B

A7 19

B

A3 20

1

Y
i

AT 21

!

&

bRl Al 14

%

Aol AzE Y3, A 1

ok
o

B

_15_



10-2023-0051415

5

=

=

H

e
=)

e 4y
7l & & o

[0001]

w
)
)

Hl 4 7] &

I o
o
oF B

=

<

o
il

1y

o
o7 ¥ M= (pulmonary fibrosis)E

T

—

0

B
X
1:‘_ _EH

i
o

N

Jo W

9]
Jo

z24 9 Afrst(fibrosis)E 24

[0003]

B

[<)

o)

-
qul

ZAd

oy

~
ok

o

o]

=)

i
rJ
ey

o

izl

ske] Z2t 7]

oF

2]
A

N

[0004]

RER

ol dEld olxE =2

(stellate cells)9] A3 74

-
X

HPAEE B8 S AH A Fob

Fibel 44

°©

AT % 3
o] et

1
2

/\g 3

Y
X

e
=

h

[¢)
A5HolA #HElE 23 @A (Retinol Binding Protein, RBP)¥}

H 3 Al

3]

E

o

L

L

=

=

=3k A,

i=]
(hepatic stellate cell) HAlolA 2] BIEMT A 3AF

transdifferentiation)el] ¢

-
X

~

(myofibroblast)®

=1
FOoRFE Aozl nERl A(HEE)

(activation
Aol 1+ A4dA
o] £33}ttt RBP 48-%)¢1 STRA6

ST
X

[0005]

Aol kel A sleh,

H_Alo
w

Jaal

s SAshod

A

H_Alo
w

[0006]

1 0H(KR 10-1395394) .

PR

313

]

el

S RBP4(dElE Zg @A 4, Retinol-binding protein 4) RBP4

g

A=)
=

=

A

-

I oA,

k)

st

)

R

o/

g J§

[0008]
[0010]

iy
2l

I

—~
o

oy

[N

[0011]

Al

=

=

E]

)
il

L

L

et

ST
X

[0012]
[0013]
[0014]

JE

e etel=, 7] &9

(5
i
JE
My
el

I

i
o

[N

[0015]

_16_



[0016]

[0017]

[0019]

[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]

[0036]

SIHS31 10-2023-0051415

B ool ® e B4e, 4] §% wud, ) §% aude agst SUwIdedels, B Few
gulorol=g Edets MEE A6 Feols wAS Edets MgAne O EE AR PHS ATehs
Aol

®ogygel ® e BAe, ARAB oY Bt ARg A9 AZE A%, 37 §F 9N, P §F ©
WAL mgshs FelhIderls, 4] EdrFUorelsg EPsH: MHe] §EE AT Aol
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oFyiwl B whd (131H-218% o} :=AF)-RBP4 T (19¥1-194W ofw|x=al) 2 okiial [[7A &3 (404¥1-517WH
obu| oAb -2 3wl B W (134H-218H o}w| :=AF)-RBP4 ¢ (19WH-194W olu| Al o7 FAE Loz HE A
Bl = Aot

woagel e FAGRA, A7) RBP4 GRS d7le Ao HANE opvnil Ade EgeAY 1 Adm

X19-R-D-C-X23-X24-X25-X26-F-R-V-X30-X31-X32-X33-D-K-A-X37-F-X39-X40-X41-W-Y-X44-X45-A-K-X48-D-P-X51-G-
X53-F-L-X56-D-N-X59-X60-A-E-F-5-X65-D-E-X68-X69-X70-X71-X72-A-T-A-K-G-R-X79-X80-X81-L-N-N-X85-X86-V-C-
X89-X90-X91-V-X93-T-F-T-D-T-X99-D-X101-X102-K-F-K-X106-X107-X108-W-G-V-A-X113-F-L-X116-K-X118-X119-D-
D-H-X123-1-X125-X126-T-X128-X129-X130-X131-X132-A-X134-Q-X136-S-C-X139-L-X141-N-X143-X144-G-T-C-A-D-S-
Y-X152-F-X154-F-X156-X157-X158-X159-X160-X161-L-X163-X164-X165-X166-X167-K-X169-X170-R-Q-X173-Q-X175-
X176-X177-C-L-A-X181-X182-Y-X184-L-X186-X187-X188-X189-X190-Y-C-X193-G,

&7 A 1A

X19% E ®& Qola;

X232 R, G & Pola;
X24%= V, L & Mola;

X25% S H& Nojii;
X262 S & Goli;
X302K, E &= RolaL;
X312 E, Q = Volar,;
X32+= N E&= Dot

X332 F T Lojat;

_17_
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[0037] X372 R T HolaL;
[0038] X39& S EE Polal;
[0039] X402 G L& EolaL;
[0040] X41& T & 1o)aL;
[0041] X44= A, S EE Vola;
[0042] X455 M, I, L 5+ TolaL;
[0043] X482 K HE RojaL;
[0044] X51& E, K T& Vol;
[0045] X532 L T Volal;
[0046] X562 Q L& RojaL;
[0047] X59& 1 & LojaL;
[0048] X602V, I L& Lojx;
[0049] X65& V EE Mo)aL;
[0050] X682 T & Nojai;
[0051] X69% G, C, D B+ SolaL;
[0052] X702 Q, E T& Holx;
[0053] X718 M EE Io]aL;
[0054] X72% S, 1 L& Rolar;
[0055] X79€ V EE Go)aL;
[0056] X802 R & HolaL;
[0057] X812 L & Volar;
[0058] X85& W EE RojaL;
[0059] X862 D, H & Volar;
[0060] X89& A EE Tolar;
[0061] X90& D ¥ Ao]aL;
[0062] X912 M HEi= Jo]aL;
[0063] X932 G EE So)aL;
[0064] X99% E HEi= KolaL;
[0065] X101& P, H, L %+ So|ir;
[0066] X102+& A, S Ei+ Volal;
[0067] X106 M i Lojar;
[0068] X107& K %3 Eolir;
[0069] X108& Y ®= Colir;
[0070] X113& S ¥ Folar;
[0071] X116< Q %= [o]ir;
[0072] X118 G £+ Eolar;

_18_



[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]

[0108]

X191

N

T [o]aL;

¢

X123& W, C =+ RojaL;

X125 V E=E [o]a;

X126 D, H =+ NojaL;

X128& D HE+x NojiL;

X129+ Y E=E (ol a;

X130& D ¥+ NojiL;

X131& T, K =+ Mo|xL;

X132 Y, F T+ NojiL;

X134= V, E, L & M|

X136

Y

T Sola;

¢

X139+ R =+ Holz;

X141 L & QoL

X143& L T+ Fola;

X144%= D, H HE& NojaL;

X152+
X154+=
X156
X157
X158
X159+
X160
X161
X163
X164+
X165+
X166
X167
X169+
X170
X173
X175=
X176
X177-&

X181

S

v,

E

A,

Q

I,

L

R

= Aojal;
G T Volar;

T RolaL;

A, G, T &=

, G B Wolar;

X182% Q & Kolar;

F, L, M, T %+ Vo]a;

_19_
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[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]

[0116]

[0117]

[0118]

[0119]

[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]

[0139]

X184+ R, G =+
X186 I, L &&=
X187 V &
X188 H X Ro|AL;
X189+ N, D
X190 G =&

X193 D E&

TR ZA,

A}

/\o]—

7] RBP4 T2

7] RBP4 T2

SIHS31 10-2023-0051415

ALAE 18] op] il HES

719 How EAHE ofuma 44

KN
=

3L
s Y

13
=]

[e)

zdaAY 2 Adz 748 A

AW 2 ML=

X19-R-D-C-X23-X24-X25-X26-F-R-V-X30-X31-X32-X33-D-K-A-X37-F-X39-X40-X41-W-Y-X44-X45-A-K-X48-D-P-X51-G-
X53-F-L-X56-D-N-X59-X60-A-E-F-5-X65-D-E-X68-X69-X70-X71-X72-A-T-A-K-G-R-X79-X80-X81-L-N-N-X85-X86-V-C-
X89-X90-X91-V-X93-T-F-T-D-T-X99-D-X101-X102-K-F-K-X106-X107-X108-W-G-V-A-X113-F-L-X116-K-X118-X119-D-
D-H-X123-1-X125-X126-T-X128-X129-X130-X131-X132-A-X134-Q-X136-S-C-X139-L-X141-N-X143-X144-G-T-C-A-D-S-
Y-X152-F-X154-F-X156-X157-X158-X159-X160-X161-L-X163-X164-X165-X166-X167-K-X169-X170-R-Q-X173-Q-X175-
X176-X177-C-L-A-X181-X182-Y-X184-L-X186-X187-X188-X189-X190-Y-C-X193-G-X195,

371 A 201
X19% E B Qo)aL;

X23& R, G

t
s

0]_,’1'

)

X24=V, L

t
s

°o)ar;
X25% S HEE Nojar;

X262 S & GoliL;

X302K, E & Ro|AL;

X31& E, Q & Vola;
X32%& N H& Doli;
X332 F ®& Loja;
X372 R T Holat;
X39+ S EE Polat;
X402 G &= Eolat;
X412 T E& [o]a;
X44%= A, S & Vol
X45% M, I, L B& Tola
X482 K E+= Rolat;

X512 E, K
X532

L &+ Volar;

X562 Q E= RolaL;
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[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]

[0175]

X59+=
X602
X65+=
X682
X69+=
X702
X71&
X72+=
X79+=
X80
X81
X85+
X862
X89+=
X902
X91&
X932

X99+=

I

= o 9 ©

~ =

E

D= O o= g =

X101 P, H, L =& So]at;

X102%& A, S & VolaL;

X106 M HE& Lo|aL;

X107 K & EolaL;

X108 Y
X113< S
X116 Q
X118< G

X191 N

T Colal;

[

T Folal;

X123 W, C E& Ro|AL;

X125% V & Io]aL;

X126 D, H & Noj

H

X128 D & Nojal;

X129% Y & Colal;

X130 D & Nojal;

X131 T, K & Mo|aL;

X132% Y, F E& Nojag;

X134= V, E, L & Mo|aL;

_21_
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[0176] X136 Y T Sojar;
[0177] X139 R L& Hol;
[0178] X141& L =& Qolx;
[0179] X143 L T Folaz;
[0180] X144+= D, H 5+ NojaL;
[0181] X152 S L& Fola;
[0182] X154+= V, L B+ MojaL;
[0183] X156 S, A Hi+ Folal;
[0184] X157 R, G E+& WolaL;
[0185] X158 D, E 5+ YolaL;
[0186] X159+ P, L B+ SolaL;
[0187] X160 N, H 5+ SolaL;
[0188] X161& G, C, D &=+ So]aL;
[0189] X163 P, L, S &+ To]aL;
[0190] X164+ P, L, R ®& So]aL;
[0191] X165 E L& Ao]ar;
[0192] X166 A, G H+ VolaL;
[0193] X167 Q T Rojar;
[0194] X169% I, F, L, M, T %5 VolaL;
[0195] X170 V, A, G, [ E=& Lojal;
[0196] X173& R, Q E& Wolar;
[0197] X175% E & Golar;
[0198] X176 E, D E+ GoliL;
[0199] X177& L & Volar;
[0200] X181 R, G ®=& Wolar;
[0201] X182% Q = Kolar;
[0202] X184% R, G = Kol
[0203] X186< 1, L W& Mol
[0204] X187& V ®¥& [o]ir;
[0205] X188S H Wi Roir;
[0206] X189% N, D ®¥& So|ir;
[0207] X190 G T Solar;
[0208] X193 D & Nojar; 9
[0209] X195% R % Ko|t}.
[0210] Hoatgo] thE pddEA, 7] RBP4 9 I E 29] ofuidt IS e ALY 1 AdRE A A
ojt}.



[0211]

[0212]

[0213]

[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]

[0243]

B ool f2 pddaA, Ay 4R (1A 9

SIS 10-2023-0051415

el Hom EAHE ohlwit A4S LAY 1

rlo
of

Adw T4E Aot

[4 3]

X404-V-X406-E-X408-X409-N-X411-X412-K-X414-N-C-E-L-X419-E-X421-1-X423-X424-X425-X426-X427-Q-X429-X430-
X431-1L-X433-X434-Y-T-K-K-V-X440-X441-X442-5-X444-X445-X446-L-V-E-X450-S-R-N-L-X455-X456-V-X458-X459-

X460-C-C-

K-X464-X465-X466-A-K-X469-M-P-C-X473-E-X475-X476-L-S-X479-V-L-N-X483-X484-C-V-X487-X488-E-

X490-X491-X492-V-X494-X495-R-X497-T-K-C-C-X502-X503-5S-L-X506-N-X508-X509-P-X511-F-5-A-L-E-X517,

&7 A 3l A

X404+= L,

X406 E,

X408 p =

X409+ Q,

X411 L =

X412+ 1
X414+ Q

X419+= F

X421 Q,

X423 G
X424+= E

X425+ Y

X426 K,
X427 F &
X429+ N,

X430 A,

X431 L

X433V

X434+ R,

X440 P
X441< Q
X442+= 'V
X444+=T
X445+ P

X446 T

X450V,

X455 G,

X456 K

X458 G

F &+ PolaL;
D, K &=+ VolaL;

W SolaL;

L= Volal
T [o]aL;
C &+ Hola
L= Holal

)

T+ Eolal;

5
s

Mo]aL;

)

5
i

SolaL;

o

5
rr

Lo]aL;

L& Rojal

L& Rojal

_23_
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[0244] X459 S L& Rola;

[0245] X460 K L= Nojaz;

[0246] X464= H L& Loja;

[0247] X465% P, A, L, R E& So|al;

[0248] X466<& E L& Volar;

[0249] X469= R L& Io]a;

[0250] X473& A L& Eola;

[0251] X475% D, A & YoliL;

[0252] X476& Y L& Colar;

[0253] X479 V L& Molx;

[0254] X483& Q L& Rol;

[0255] X484= L E& Fola;

[0256] X487& L L& Sola;

[0257] X488 H, Q W RoJiL;

[0258] X490& K L& Eola;

[0259] X491& T, K =& Mo)aL;

[0260] X492+ P & Solar;

[0261] X494+ S & Colar;

[0262] X495 D, E B+ GolaL;

[0263] X497& V i Aojar;

[0264] X502& T & [o]ar;

[0265] X503 E, D E+ KolaL;

[0266] X506 V, A FEi MolaL;

[0267] X508 R i Solar;

[0268] X509+ R = Qolal;

[0269] X511& C =+ Yolar; ¥

[0270] X517 V X+ Fo|t},

[0271] oo v FddRA, A7) G DA 9HS A9HE 3 B 49 opn ik AdS EFEAY 1 A
A2 FAH Boltt

[0272] ool b FddRA, A7) 45V IB dHe &) Ao FAHE ofwwat NEE EFdsAY 1 A
A2 FAAE Bl

[0273] [4] 4]

[0274] P-X135-X136-X137-X138-X139-X140-R-P-X143-X144-X145-X146-X147-C-X149-X150-F-X152-X153-X154-E-X156-X 157-
F-L-K-K-Y-L-X164-E-1-A-R-R-X170-X171-Y-F-X174-X175-X176-X177-L-X179-X180-X 181-A-X183-X184-X 185-K-X 187~
X188-F-X190-X191-C-C-X194-X195-A-X197-K-X199-X200-X201-L-L-P-X205-X206-X207-E-X209-X210-X211-X212-
X213-K-X215-X216-5-X218,

[0275] A7) A 4ol A
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[0276] X135 N L& Doja;
[0277] X136 L & Volar;
[0278] X137& P & Solai;
[0279] X138 R, G, P ®=& Qo]aL;
[0280] X139E L E¥& Fola;
[0281] X140 V, L E+& MolaL;
[0282] X143& E L& Kola;
[0283] X144= V E& Loja;
[0284] X145% D, E 5+ VolaL;
[0285] X146<& V L& Eolar;
[0286] X147& M, 1 5+ TolaL;
[0287] X149= T, A B+ o]aL;
[0288] X150 A, D, S &+ To]aL;
[0289] X152 H E& Rolx;
[0290] X153& D E& Eola;
[0291] X154= N E& Sola;
[0292] X156 E, A B+ GolaL;
[0293] X157& T & Kolar;
[0294] X164+ Y, C B+ HolaL;
[0295] X170& H ¥ Rojar;
[0296] X171& P &= Lojar;
[0297] X174% Y ¥ Dolar;
[0298] X175% A ¥ Dolar;
[0299] X176& P i Lojar;
[0300] X177& E L& Kolaz;
[0301] X179% L 3= Rolar;
[0302] X180<& F, L, S = Yolar;
[0303] X181& F = Yolar;
[0304] X183& K ®¥ [o]ir;
[0305] X184+ R, M E+= TolaL;
[0306] X185+ Y, C E+= NojaL;
[0307] X187S A, D ®¥ So|ir;
[0308] X188S A, D H¥ Volir;
[0309] X190 T, 1 E+ SolaL;
[0310] X191& E %= Golir;
[0311] X194+ G & Lojar;
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[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]

[0328]

[0329]

[0330]

[0331]

[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]

[0343]

X195 A = Tola;
X197 D, G =+ Yola;

i

Kl

X199%= A EE Gol

X200 A E= Vo

)

Kl

X201& C &= Fol

K

)

X205% K E& RO

r
K

X206 L E& Folil;
X207 D, E, N &= Vol
X209% L & Holal;
X210 R, Q =& Wolar;
X211& D, V

X212% E & Kolal;
X2132 G & Eolal;

X215 A, T T+ Vola;

X216 § = Lo]a; &

X218& A X GolT}.

B oue] e THd A
A Zolt,

B oue] b THd A
gz T4 Aol

obv] At A

SIHS31 10-2023-0051415

& EPSAY 1 AL A

5= opr| it HEe s 2 A

D-X132-X133-P-X135-X136-X137-X138-X139-X140-R-P-X143-X144-X145-X146-X147-C-X149-X150-F-X152-X153-X154~
E-X156-X157-F-L-K-K-Y-L-X164-E-I-A-R-R-X170-X171-Y-F-X174-X175-X176-X177-L-X179-X180-X181-A-X183-X184~
X185-K-X187-X188-F-X190-X191-C-C-X194-X195-A-X197-K-X199-X200-X201-L-L-P-X205-X206-X207-E-X209-X210-

X211-X212-X213-K-X215-X216-5-X218,

471 2 5ell A

X132 D TEE Eoli;
X133 N BEE KoliL;
X135% N FEE DolaL;
X136< L X Volal;
X137¢ P X So]aL;
X1382 R, G, P =& Qo]
X139% L X Folal;
X140 V, L == Molat;
X143& E X KolaL;
X144% V EE Lo]aL;

X145%= D, E E& Vol
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[0344] X146 V & Eolaz;
[0345] X147& M, 1 & TolaL;
[0346] X149= T, A B+ o)L
[0347] X150& A, D, S E¥& Tolx;
[0348] X152 H L& Rolx;
[0349] X153& D L& Eola;
[0350] X154= N L& Sola;
[0351] X156 E, A B+ GolaL;
[0352] X157& T L& Kola;
[0353] X164+ Y, C B+ HolaL;
[0354] X170& H L& Rol;
[0355] X171& P E& Loja;
[0356] X174 Y T¥& Dola;
[0357] X175 A T& Doli;
[0358] X176& P L& Loja;
[0359] X177& E L& Kola;
[0360] X179 L T& Rolx;
[0361] X180 F, L, S T Yolar;
[0362] X181& F i Yolar;
[0363] X183& K L& Io]a;
[0364] X184+ R, M E+ TolaL;
[0365] X185+ Y, C i NojaL;
[0366] X187& A, D Ei+= SolaL;
[0367] X188 A, D Ei= VoliL;
[0368] X190 T, 1 &+ SolaL;
[0369] X191 E & Golar;
[0370] X194% G E3= Lojar;
[0371] X195+ A i Tolar;
[0372] X197 D, G E+ YolaL;
[0373] X199 A ®=¥& Goli;
[0374] X200& A ®E Volir;
[0375] X201& C ¥+ Folar;
[0376] X205% K 3 Ro|ir;
[0377] X206S I ®¥ Folir;
[0378] X207S D, E, N ®¥ Volir;
[0379] X209% L % Holi;
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AY 2 MEE A

5

[e)

=

=

5}

H

3L
s Y

e
[=)

=
7 WA 122 FAE o RRE AP

5 69 oprliit M9

D, V &= Yo]ar;
E &&= KolaL;
A, T B Volar;

KeX
T
[
-
[

X210 R, Q =+ Wola;

X211
X212
X215

[0380]
[0381]
[0382]
[0384]
[0387]
[0388]
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&%

2
B =wel MeolA 526 WA ofu|=AF Z7](phenylalanine) 2} 600 A o}n] w4k

7] (valine) S Z+zF @& (valine), €2k (alanine) &2 ulA|

3}(inactivation) &7} 7} 438G =n), o]

o]—l-l%u
© RBP(19~195) + H-"IMM{404~526(F—V)~600(V—A)~601}
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[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

ZIHSd 10-2023-0051415

ekl 2 0 oyl [11{404~526(F—V)~600(V—A)~601}] + RBP(19~194)

<

W2 AEN] sub-domain 1B9} MAZE #lE]:eAity) wig- kg o= AgS delsta, ofef
H

=R
%:% o 3~65 sk Az
- FE A 3 0 RBP(19~195) + ¥HRI[IMA{404~441E~517(V)} + IB(131~218)]
- FEEA 3 0 RBP(19~195) + &H-1[IIA{404~441Q~517(V)} + IB(131~218)]
- FEE A 4 RBP(19~195) + &H-¥1[MIA{404~441E~517(V)} + IB(134~218)]
- FHE A 4" RBP(19~195) + $FRI[IMA{404~441Q~517(V)} + IB(134~218)]

- §39wA 5 0 GRA[MA{404~517(V)} + IB(131~218)] + RBP(19~194)

st a6 0 ARl [TIA{404~517(V)} + IB(134~218)] + RBP(19~194)

AL AEAES AFE §EAE 1 B 28 @435tE P QAR Aelste] AR &3} vt
o o
2 a:a

&
o]
Al a-SMA( a-smooth muscle actin)$®} collagen type 19 & 38 =43
R
3

=Agon Fo Atd Fguua
(KR 10-1395394, RBP-&H-H1IM % L4H-QINI-RBP) 7} ddAlxe] 9&A4d3 adE vladlsiqiet. 1 47, &
2 d geUAY wmste] B Brod e FFEOR a-SWAs

N
o gEUuA 1 W 2& F9 e
F s AL 1 FE),

AMAnm =2 =1
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%%%Rwuﬂﬂiﬁyﬂq@§4 Retinol-binding protein 4)¢ 190 WXx] 194 o}m| =ik &
chald o] 404 W] 5179 ofv]|:=AtS e 4Rl
%@QQIMHI%QZBHOWIé}E%lmﬂﬂﬁlmwiﬂﬂiﬁ et 4R OB
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2
—
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I Ao glE FHARA A TAAHA
EdWol= UniProt Database(www.uniprot.org)ol]A &<l &
QA 2 dre] & ¥

o
2
o O

¢

e e e Joor
= )
& i
IS g
e L
o) =
los]
ne]
=
av)
=)
flo
i)
o,

E19Q, R23(G,P), V24(L,M), S25N, S26G, K30(E,R), E31(Q,V), N32D, F33L, R37H, S39P, G40E, T41I,
A44(S,V), M45(I,L,T), K48R, E51(K,V), L53V, Q56R, I59L, V60(I,L), V65M, T68N, G69(C,D,S), Q70(E,H),
M71I, S72(1,R), V79G, R8OH, L8V, W85R, D86(H,V), A89T, D90A, MI1I, G93S, E99K, PI101(H,L,S),
A102(S,V), M106L, K107E, Y108C, S113F, Q116H, G118E, N119I, W123(C,R), V125I, D126(H,N), D128N, Y129C,
DI30N, TI31(K,M), Y132(F,N), VI34(E,L,M), Y136S, R139H, L141Q, L143F, D144(H,N), SI152F, V154(L,M),
S156(A,F), R157(G,W), DI158(E,Y), P159(L,S), N160(H,S), G161(C,D,S), P163(L,S,T), P164(L,R,S), E165A,
A166(G,V), Q167R, TI169(F,L M,T,V), VI70(A,G,I1,L), R173(Q,W), E175G, E176(D,G), L177V, R181(G,W),
Q182K, R184(G,K), I186(L,M), V1871, H188R, N189(D,S), G190S, D193N, R195K, R198K, N199K, L200P %
L201(V,W).

2 oo AEA I1IA ©H2 duy) ddgdo] §le FHEA Ad AHA EAWE X3 & k. 7]
2 A A Q] EdWo)= UniProt Database(www.uniprot.org)ollA el & &= glom A7) EdHo] HoE
Tahal GRR (114 B oA & wge] g bt

L404(F,P), E406(D,K,V), P408S Q409KL, L411S, I1412L, Q414E, F419Y, Q421(K,R), G423R, E424G, Y425H,
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[0426]

[0427]

[0428]

[0429]

[0430]

[0431]

[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]

[0446]

SIHS3 10-2023-0051415

K426(E,R), F427L, N429(D,K,S), A430(E,T,V), L431V, V4331, R434(C,H), P440H, Q441E, V442M, T444S,
P445L, T446A, V450(F,I,L), G455(A,R), K456R, G458R, S459R, K460N, H464L, P465(A,L,R,S), E466V, R469I,
A73E, DA75(A)Y), Y476C, VA7OM, Q483R, L484F, 1487S, H488(Q,R), K490E, T491(K,M), P492S, S494C,
D495(E,G), V497A, T5021, E503(D,K), V506(A,M), R508S, R509Q, C511Y ¥ V517F.

2 el ogRvl B ©hHE AT AdAdo] gle FHEA XA BAAEQ EdWelE xdE 4 Qdu. AV
Al @A el EelHolE= UniProt Database(www.uniprot.org)ollA] ¢l & 4 glom Ay Edddo] Ry=
EFEE EER B whH FA] 2 odw o] & xghE T

N135D, L136V, P137S, R138(G,P,Q), LI139F, VI40(L,M), E143K, V144L, DI145(E,V), VI46E, M147(1,T),
T149(A,1), A150(D,S,T), H152R, DI153E, N154S, E156(A,G), T157K, Y164(C,H), H170R, P171L, Y174D, A175D,
P176L, E177K, L179R, F180(L,S,Y), F181Y, K183I, R184(M,T), Y185(C,N), A187(D,S), A188(D,V), T190(I1,S),
E191G, G194L, A195T, D197(G,Y), A199G, A200V, C201F, K205R, L206F, D207(E,N,V), L209H, R210(Q,W),
D211(V,Y), E212K, G213E, A215(T,V), S216L, A218G.

2 atgo] v s Fdde wEd, A7) §3 ©A-e RBP4 wHHE (1991-1959 ofu| A -<Rl [11A o
(404W-5179 ofm|iib)-4Fwl 1B w3 (131H-218W ofw|=Ah), RBP4 w3 (19WH-1959 ofn|Aih)-<h4
IT1A &3 (404H-517H oln|=Ab)-243ul [B ¢ (134H-218H olu|=Al)  4E= [[IA @3 (404H-517H
ofu] mab)-Hul B ©H  (131H-218H o}u|:=ab)-RBP4 W (19H-194H oln]x=Ah) = <kyw [11A ¢H
(404-517H opm]:=ab)-L8wl B wH (134H-218H o} :=AF)-RBP4 W (19WH-194¥ ofm=Ab) o7 AR
ToRFEH duYEE Fott.

e v ] maw, ] RBP4 w2 sl AoR mAIFEE opwndl AR FAE Ao
c}:

[4] 1]
X19-R-D-C-X23-X24-X25-X26-F-R-V-X30-X31-X32-X33-D-K-A-X37-F-X39-X40-X41-W-Y-X44-X45-A-K-X48-D-P-X51-G-
X53-F-L-X56-D-N-X59-X60-A-E-F-5-X65-D-E-X68-X69-X70-X71-X72-A-T-A-K-G-R-X79-X80-X81-L-N-N-X85-X86-V-C-
X89-X90-X91-V-X93-T-F-T-D-T-X99-D-X101-X102-K-F-K-X106-X107-X108-W-G-V-A-X113-F-L-X116-K-X118-X119-D-
D-H-X123-1-X125-X126-T-X128-X129-X130-X131-X132-A-X134-Q-X136-5-C-X139-L-X141-N-X143-X144-G-T-C-A-D-S-
Y-X152-F-X154-F-X156-X157-X158-X159-X160-X161-L-X163-X164-X165-X166-X167-K-X169-X170-R-Q-X173-Q-X175-
X176-X177-C-L-A-X181-X182-Y-X184-L-X186-X187-X188-X189-X190-Y-C-X193-G,

371 2 1914

X19& E B+ Qo]at;

X232 R, G E& Polil;

X24&= V, L E& Molar;

X25% S B& Nojar;

X26& S = GolaL;

al;

X302K, E &= Ro

X312 E, Q HE+= Volaz;

)

X32% N E& Do

=

X338 F m Lo

X

)

X

X378 R T Hol

)

)

X39& S T Poj

K

K

)

X40& G T Eol

X412 T v 19

X

)

X44+= A, S B Volar;
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[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]

[0482]

X45+=
X482
X51
X532
X562
X59+=
X602
X65+=
X682
X69+=
X702
X71&
X72+=
X79+=
X80
X81
X85+
X862
X89+=
X902
X91
X932

X99+=

~ =

G
E

= o0 9O =3B 9= =

SIHS3 10-2023-0051415

X101 P, H, L =& So]it;

X102+ A, S & VolaL;

X106 M H& Lo|aL;

X107 K & EolaL;

X108 Y
X113 S
X116 Q
X118< G

X191 N

T Colal;

[

X123 W, C E& Ro|AL;

X125% V & Io]aL;

X126 D, H H& Noj

H

X128 D & Nojal;
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[0483] X129 Y E& Colx;

[0484] X130 D i Nojaz;

[0485] X131& T, K =& MojaL;
[0486] X132+ Y, F 5+ NojaL;
[0487] X134= V, E, L ®& Mo]aL;
[0488] X136 Y L& Sola;
[0489] X139 R L& Holx;
[0490] X141& L EE Qola;
[0491] X143& L E¥& Fola;
[0492] X144+ D, H 5+ NojaL;
[0493] X152 S T Fola;
[0494] X154+ V, L B+ MolaL;
[0495] X156 S, A Ei Folal;
[0496] X157& R, G E+& WolaL;
[0497] X158 D, E 5+ YolaL;
[0498] X159+ P, L E+& SolaL;
[0499] X160 N, H 5+ SolaL;
[0500] X161<& G, C, D & Solx;
[0501] X163& P, L, S & Tolal;
[0502] X164 P, L, R & So]ai;
[0503] X165 E L& Aolar;
[0504] X166 A, G HE+ Volal;
[0505] X167& Q 3= Rolar;
[0506] X169 I, F, L, M, T X VolaL;
[0507] X170V, A, G, I ¥ Lojar;
[0508] X173& R, Q E= Wolar;
[0509] X175% E & Golar;
[0510] X176< E, D =& Go]L;
[0511] X1778 L % Volir;
[0512] X181& R, G & Wolar;
[0513] X182% Q ®¥ Koli;
[0514] X184% R, G = Kol
[0515] X186< I, L H¥ Molir;
[0516] X187& V = [o]ar;
[0517] X188& H Wi Roil;
[0518] X189% N, D ®¥ So|ir;
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[0519]
[0520]
[0521]

[0522]

[0523]

[0524]

[0525]
[0526]
[0527]
[0528]
[0529]
[0530]
[0531]
[0532]
[0533]
[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]
[0543]
[0544]
[0545]
[0546]
[0547]
[0548]

[0549]

SIS 10-2023-0051415

X190 G =& Solar; H

X193 D X+ Nojt},

2 o] v e o] w2, 4] RBP4 ©HHS AEHE 19 ofuil MERE FAE Aol
T T

ol w=m, 7] RBP4 T s17]e] Aom FAEE ofvigt AER

X19-R-D-C-X23-X24-X25-X26-F-R-V-X30-X31-X32-X33-D-K-A-X37-F-X39-X40-X41-W-Y-X44-X45-A-K-X48-D-P-X51-G-
X53-F-L-X56-D-N-X59-X60-A-E-F-S-X65-D-E-X68-X69-X70-X71-X72-A-T-A-K-G-R-X79-X80-X81-L-N-N-X85-X86-V-C-
X89-X90-X91-V-X93-T-F-T-D-T-X99-D-X101-X102-K-F-K-X106-X107-X108-W-G-V-A-X113-F-L-X116-K-X118-X119-D-
D-H-X123-1-X125-X126-T-X128-X129-X130-X131-X132-A-X134-Q-X136-S-C-X139-L-X141-N-X143-X144-G-T-C-A-D-S-
Y-X152-F-X154-F-X156-X157-X158-X159-X160-X161-L-X163-X164-X165-X166-X167-K-X169-X170-R-Q-X173-Q-X175-
X176-X177-C-L-A-X181-X182-Y-X184-L-X186-X187-X188-X189-X190-Y-C-X193-G-X195,

&7 2 1ol A
X19+ E E& Qo]
X232 R, G E&
X24=V, L B+
X256+ S HiE Nojat;
X262 S & GolaL;
X302K, E =& RolaL;
X314 E, Q =& Volar;
X32= N =& DolaL;
X33& F & LolaL;
X378 R =& HolaL;
X39& § & PolaL;
X408 G =& EolaL;
X418 T =& Io]aL;
X44= A, S T Volar,
X45+= M, I, L =+ Tola;
X482 K HE+= Ro|az;

X512 E, K &=+ Volaz;
X532 L HE+ Vola;

X562 Q

5
i
=~
©
=

X59+ 1

5
s
—
©
K

hul

X602 V, I & Loja;
X656+ V EE Molat;
X682 T Hi= Nojat;

X69% G, C, D & Soli;
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[0550]
[0551]
[0552]
[0553]
[0554]
[0555]
[0556]
[0557]
[0558]
[0559]
[0560]
[0561]
[0562]
[0563]
[0564]
[0565]
[0566]
[0567]
[0568]
[0569]
[0570]
[0571]
[0572]
[0573]
[0574]
[0575]
[0576]
[0577]
[0578]
[0579]
[0580]
[0581]
[0582]
[0583]
[0584]

[0585]

X702
X71&
X72+=
X79+=
X80
X812
X85+
X862
X89+=
X902
X912
X932

X99+=

X101& P, H, L &+ So|at;

X102+ A, S T Vo,

~ =

Qo= O o= g =

E

X106 M =& Lo]a;

X107 K =&

X108
X113
X116
X118
X191
X123
X125+
X126
X128
X129+
X130
X131
X132&
X134+=
X136
X139+
X141
X143

X144+=

Y
S

=)

D

Y

D

T,

.
we

¢

How|E
e el

5
s
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[0586]
[0587]
[0588]
[0589]
[0590]
[0591]
[0592]
[0593]
[0594]
[0595]
[0596]
[0597]
[0598]
[0599]
[0600]
[0601]
[0602]
[0603]
[0604]
[0605]
[0606]
[0607]
[0608]
[0609]
[0610]
[0611]
[0612]
[0613]
[0614]
[0615]

[0616]

[0617]

[0618]

SIS 10-2023-0051415

X152& S EE Fola;

> >< >< >
= = = =
[e)) (@) (@)} ol
[$2] w o oo
rlr rlo rlo flo
= v T e = v 9 =
PF‘( K ‘r' g o} e
i - b b
= uld uld
2 i
K rle S S
S K K
&

>
=
(o)}
3
rlo
S
i
s
=
S
K

X170V, A, G, 1 =& Loja;
X173 R, Q E& WolaL;

X184+ G E+= Kola;
X186 I, L H& Mo|aL;

R
wowge] whR g pRelel e, 4] RBP4 GRS AAWE 29 obulndt Az T Aoltt,
?_

delo] wh=wl, 4] G A BAE 879 4o EAHE ofvjmit Adz 74

X404-V-X406-E-X408-X409-N-X411-X412-K-X414-N-C-E-L-X419-E-X421-1L-X423-X424-X425-X426-X427-Q-X429-X430-
X431-L-X433-X434-Y-T-K-K-V-X440-X441-X442-5-X444-X445-X446-L-V-E-X450-S-R-N-L-X455-X456-V-X458-X459-
X460-C-C-K-X464-X465-X466-A-K-X469-M-P-C-X473-E-X475-X476-L-S-X479-V-L-N-X483-X484-C-V-X487-X488-E-
X490-X491-X492-V-X494-X495-R-X497-T-K-C-C-X502-X503-5-L-X506-N-X508-X509-P-X511-F-5-A-L-E-X517,
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[0619] 71 A 3o A

[0620] X404+= L, F 5+ PolaL;
[0621] X406< E, D, K T& Vol;
[0622] X408& P L& Solar;
[0623] X409% Q, K ¥ Lojar;
[0624] X411& L E& Sola;
[0625] X412 1 E& Loja;
[0626] X414% Q ¥ Eolar;
[0627] X419 F L& Yol;
[0628] X421<& Q, K 3= Rolar;
[0629] X423& G L& Rol;
[0630] X424= E EE Gol;
[0631] X425% Y E& Holar;
[0632] X426 K, E E+ RolaL;
[0633] X427& F L& Lola;
[0634] X429+ N, D, K ¥+ So]aL;
[0635] X430 A, E, T &% VolaL;
[0636] X431& L T& Volar;
[0637] X433& V L& o]
[0638] X434+= R, C B+ HolaL;
[0639] X440& P L& Holaz;
[0640] X441& Q ¥ Eolar;
[0641] X442+= V = Molar;
[0642] X444= T &= Solar;
[0643] X445% P e Lojar;
[0644] X446 T E+ AolaL;
[0645] X450 V, F, 1 ®& Lo]aL;
[0646] X455% G, A = Rolar;
[0647] X456 K 3= Ro|il;
[0648] X458 G i Rolar;
[0649] X459+ S i Rolar;
[0650] X460S K = Nojir;
[0651] X464 H %= Lo|ir;
[0652] X465% P, A, L, R ¥+ So|ir;
[0653] X466S E Wi Volir;
[0654] X469% R ®¥& [o]i1;
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[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]
[0672]
[0673]
[0674]
[0675]

[0676]

[0677]

[0678]

[0679]

[0680]
[0681]
[0682]
[0683]
[0684]
[0685]

[0686]
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QolaL;

5
s

yolar
Folt}.

2 o] nighAe FEde] mEW, A7) R DA 93-S A9HE 3 T 49 ofv| gl AER 7R
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X 1]

<
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©
rr

= o = = =
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5
e

Boabg o] whgb gk o] wEw, dr] SR B T d7]9] Ao® BAHE ofv|wAt AdR FAH
7

P-X135-X136-X137-X138-X139-X140-R-P-X143-X144-X145-X146-X147-C-X149-X150-F-X152-X153-X154-E-X156-X157-
F-L-K-K-Y-L-X164-E-1-A-R-R-X170-X171-Y-F-X174-X175-X176-X177-L-X179-X180-X181-A-X183-X184-X185-K-X187-
X188-F-X190-X191-C-C-X194-X195-A-X197-K-X199-X200-X201-L-L-P-X205-X206-X207-E-X209-X210-X211-X212-
X213-K-X215-X216-5-X218,

&7 A 4l A

X135% N & Dolal;
X136 L & Volal;
X137 P & Solal;

X138 R, G, P & Qo]aL;
X139% L & Folal;

X140 V, L & Mo|aL;
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[0687] X143 E L& Kolaz;
[0688] X144= V T& Loja;
[0689] X145% D, E 5+ VolaL;
[0690] X146 V T Eolaz;
[0691] X147& M, 1 5+ TolaL;
[0692] X149= T, A B+ Io]aL;
[0693] X150 A, D, S W& To]aL;
[0694] X152 H L& Rol;
[0695] X153& D E& Eola;
[0696] X154= N E& Sola;
[0697] X156 E, A B+ GolaL;
[0698] X157& T L& Kola;
[0699] X164+ Y, C B+ HolaL;
[0700] X170& H L& Rolx;
[0701] X171& P L& Loja;
[0702] X174 Y T& Dola;
[0703] X175% A ¥ Dolar;
[0704] X176& P & Lojar;
[0705] X177& E L& Kola;
[0706] X179 L T& Rolaz;
[0707] X180 F, L, S W& YolaL;
[0708] X181& F L& Yolar;
[0709] X183& K L& Io]a;
[0710] X184+ R, M E+= TolaL;
[0711] X185+ Y, C E+= NojaL;
[0712] X187¢ A, D ¥ So|aL;
[0713] X188<& A, D W Vol
[0714] X190& T, 1 & So];
[0715] X191& E %= Goli;
[0716] X194+ G & Lojar;
[0717] X195% A ®¥ To|ir;
[0718] X197& D, G =& YolaL;
[0719] X199 A ®¥E Goli;
[0720] X200& A ®E Volir;
[0721] X201& C ¥+ Folar;
[0722] X205% K 3 Ro|ir;
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[0723]
[0724]
[0725]
[0726]
[0727]
[0728]
[0729]
[0730]
[0731]
[0732]
[0733]

[0734]

[0735]

[0736]

[0737]
[0738]
[0739]
[0740]
[0741]
[0742]
[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]
[0750]
[0751]
[0752]
[0753]
[0754]

[0755]

X206 L
X207 D,
X209+ L
X210 R,
X211 D,
X212+ E
X213& G
X215+ A,

X216 S

T+ Folal;

= HolaL;
Q T+ WolaL;
V E&= Yo
TE KolaL;

T+ Eolal;

X218 A &

L 37) SR IB BHe AGWE 59 okt Adw TAE Aot
?_

7] aRE B wEe sl Hom EAHE ohwmat HdE

SIS 10-2023-0051415

!

D-X132-X133-P-X135-X136-X137-X138-X139-X140-R-P-X143-X144-X145-X146-X147-C-X149-X150-F-X152-X153-X154~
E-X156-X157-F-L-K-K-Y-L-X164-E-I-A-R-R-X170-X171-Y-F-X174-X175-X176-X177-L-X179-X180-X181-A-X183-X184~
X185-K-X187-X188-F-X190-X191-C-C-X194-X195-A-X197-K-X199-X200-X201-L-L-P-X205-X206-X207-E-X209-X210-

X211-X212-X213-K-X215-X216-5-X218,

&7 A 5l A

X132= D
X133 N
X135+ N
X136 L
X137 P
X138< R,
X139+ L
X140V,
X143< E
X144+= 'V
X145= D,
X146V
X147 M,
X149+ T,
X150 A,
X152+ H
X153 D

X154+= N

K

T Eolai;

T KolaL;

¢

L DolaL;

[

k
rr
=
o,

o

EE So]

¢

T Folal;

T KolaL;

T Lolal;

T+ Eolal;

L= Ro|aL;
L= Eola;

T Solal;
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[0756] X156 E, A &=+ Go]aL;
[0757] X157 T L& Kolaz;
[0758] X164+= Y, C 5+ HolaL;
[0759] X170 H L& Rojaz;
[0760] X171& P L& Loja;
[0761] X174 Y L& Dola;
[0762] X175 A L& Dola;
[0763] X176& P L& Loja;
[0764] X177& E E& Kola;
[0765] X179 L E& Rolx;
[0766] X180 F, L, S &+ YolaL;
[0767] X181& F L& Yolar;
[0768] X183 K L& [o]a;
[0769] X184+ R, M E+ TolaL;
[0770] X185% Y, C E+= NojaL;
[0771] X187& A, D E+ SolaL;
[0772] X188S A, D ¥ VolaL;
[0773] X190 T, 1 E+ SolaL;
[0774] X191& E & Golar;
[0775] X194 G L& Loja;
[0776] X195 A L& Tola;
[0777] X197 D, G E+ YolaL;
[0778] X199% A E= Golar;
[0779] X200& A TE Volar;
[0780] X201& C L& Fola;
[0781] X205% K M= Rolar;
[0782] X206& L M= Folar;
[0783] X207 D, E, N =& Vo]ir;
[0784] X209% L % Holi;
[0785] X210& R, Q ®=¥& Wolir;
[0786] X211& D, V 5+ YolaL;
[0787] X212% E %% Ko|i;
[0788] X213 G L& Eolar;
[0789] X215% A, T B+ VolaL;
[0790] X216<& S & Loja; ¥
[0791] X218& A ®E Golt}.
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[0792]

[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

[0799]

[0800]

[0801]

[0802]

[0803]

[0804]

[0805]
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ool wh=w, 7] 479 1B 42 IS 69 ofvjeit Az F4dH Zloltt

29, A7 §F 9 EdS AdWs 7 A 128 Y o RNE AdEEe

Fsjolo} se), BMde GEstahs
E5eks DN Adoletd ABEA opshvl, FAHoE ADUE
St

= A7) el Edetel=E ¥3ete WMHE AlFdit.
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gz
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Well Al DNAE HEAIL 4 3L

A2, whelel s iAb e g
SH| \:IZHX_] 7415‘ ?}% d 4 Uk 75.%}?1]' SR 63@@%}5]@ WEl= =5 Axd FaAsA BEAsta Vs
g gAY, Be A5 S Ax 2 AAC SFE 5 Jdvk. EEtav vl @A) dEe] v SR
ALeEE delojmg B oulmo] WA oA Z2FAu=(plasmid) et HME (vector)E W2 AT wEHoR ALE
.
H7IMEe e AVIMES e BAR wAE u "AE7ssHA A2 (operably linked)"®vh. o)A A A
g 22 E W, dAF @43 gyl 2d Ad(E)el 2dE w A BEe b s Wile=
AA4 %{X} 2 2d AE(E)Y F Jdrth. A& 59, WA (pre-sequence) = 4] B (leader)el dish
oo Hulo Fojets dutwlAZA TEE = A9 ZHEelo] =] Uik DNAYl 25 7tE SH

?EQE]—L, 2HE T AT ALY A FEgFS 7)x

A% 7= ALY JAbel dFS MAE BF =2

A Fo= WS &oldA s WA E= &7 3H déﬂq grkx oz "2t
" AAH DNA Mdo] HEe 5 A& ZH 9 el EAlste A

< omgt}y. ey, @A (enhancer)v= HEE %&7} Lk, olE Mde

ol AlelA(AA)dl o) =yt 1315}

2 El= of¥E] (oligonucleotide adaptor) E

A5 FYAL) ABASIA AAHAY
Qo 4FASHA ARAAL: EE nF

ti e
B

o

M

= o
ik

nj

1o

o 4

r 4E
L
N

EE, B owge 47 e ey 7] WHE 9A0%E SEAEE AT

B oA Ao fo] "AE"E AT D A EE Fs)
FEE FAAE 2EE F de doe] FE HE Thse Al #
(Transfected), FH = (Transduced) ¥ FA A3 (Transformed) & 4 Jow, o= A ZFIEdL
O (A 7F SFAE ol DAY EYEE A gt 2 HAAddA &o] "FAHME"S
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Mol A Sf9, E AEe] 79 HEK293 A3, HeLa A, ARPE-19 A|X, RPE-1 A3, HepG2 A3,
Hep3B A, Huh-7 A3, (8Dla A3, Neuro2A A, CHO 4|3, MESI3 Aﬂja, BHK-21 A3, COS7 A3, COP5 Al
3E, A549 AIE, MCF-7 Aﬂgz, HC70 A3, HCC1428 A3, BI-549 A3 ,PC3 A3, LNCaP A3, Capan-1 Al
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[0819]

[0820]

[0821]

[0822]

[0823]
[0824]
[0825]
[0826]

[0827]

[0829]

[0831]
[0832]
[0833]

[0834]
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SRS ABSE 242 WPSE de SBU o]yl A18E obleue FHe: HUBES A B4
oA 7 AARA, EE A a¥eldst gol the ARSI P wE AYS SAG FEA P £7w
A 2YERA, Fold F itk

EE, B ougel W HHA oY E: AGg oSd 2YBE, 247 Fyel Pel mek A, A, 4
AL AEA, AE, ARA, AY, dol2E Bo| SlgA U BF FAEe] Frjz AFsse] gD F 9
ovl, ¥ wwel Pi§ £HBES BAE Yol uek AT FolsAu wAT Fol(lF o, A9 W,
a, B EE Sad 48)% F gov], Fole Al Ad 2 AF, Awel 4w, Ry, Folym
2 /gl whe tEAw, el o8] A A9E 5 glon, dF Sof, oftHown 87k wA
S £F¥ FEL o 0.00Ing A 1000mge] Fol® & vk, ¥ W@l 2YBE Bao) we AU 18 A
o o] Fol@ & glow, WRoR, EE 44, 52 A, oF AR % AT vy 2AAE A
S5 PHET Wesel A8 4 Ak,

S, B oamo] Azt g3 g olun WHE olAElY] ZEodd HEA JlEHYEY], xEWUY],
nEA7], wgagr], 2Holdr] 2 ZEdEd FEF(PEG) §9 HE7|7F AgE 4 o, FElej=e] J}
2EA Bl F=ZX7](-0H), oFnx=7](-NH,), o}xto]=(-NHNH,) S o= WaE=E 4 grt.

Tek 2 wde] §3 vl dd EE oluiAibe] R-T7](R-group)oll  AWHiH(fatty acids), BAME
(oligosaccharides chains), RE U= (F=UA, 2 EL, ddd, sfol=gd %), oln]xAit oha dhuld
(carrier proteins) oo A¥T & UTh. <= opv|iite] ¥ 2 o dd ol A7 potency) 9t 44
e MAse #ES .

=

B A A Bo] AT 2 A M(in vivo) HEAERE ofbye}, A M (2, ¥, ¥e B
SR LR AT DR Ll e

Al

g v QarbEe Algeth

2
(D Al 16 o] WS SsFAE =dste] gAAGAES Axsh= @A

drstazl @k ey, o=
Helel 23EE BRE WE, 75

1. AANE(stellate cells, SCs)¢) #a 2 wj
1-1. 7t A2A E (Hepatic stellate cells: HSCs)<] +H]

14539 7 BALB/c mice®] 7F& WA PBS(phosphate-buffered saline)® ¥Falta olojx A vtolx]
(collagenase), EZuolAl(pronase) X DNaseZ 33} GBSS(Gey's balanced salt solution) &Mooz #HHF
A7 %, FE FESIGITE. 2ol §-2E whd 2 AR A4S A7stal, 3 AlE Ags 7] GBSSe wYe
gNo] War 37T oA 128 F¢+ A2ldk F, 13.4% Nycodenz -9l “dell A 1400 g oA 20% &<t A2
t}. Nycodenz &3 FAZo AAWE Ao dr ANAEZE FHta, 109 AEjordH(FBS)o] HEH
DMEM(Dulbecco's modified Eagle's medium) (Carlsbad, CA)ollA] mjk3slich. AAAAES] &&= dAnE o=
anti-tyrosine aminotransferase antibody= ©]-&3% =¥ E3¥ (western blotting)S F3a H7lslich. A
27} g4el 715 AAl(confluent) FHW Alhelds sta, SAstd HAAER o] &3t I+ HAAAE 2

o

w
o}

il
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[0836]

[0837]

[0839]
[0840]

[0841]

[0842]

[0843]

[0845]
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off

Ast= Feerd Walel a-SMASF collagen 19 ¥ 71

il

3 Eelskslnt.

1-2. ) A4A3E(Lung stellate cells: LSCs)e] <=H]

P AL SRel ot 1453 A BALB/c miced HE et ¥ A¥ AEAS BSSe} B3 &
ool W1 37TColA] 128 F<¢F Aeldk & 13.4% Nycodenz 9] ArellA 1400 g oA 208 < QA3 &

ol A
Nycodenz &N} Ao AAW ol = AFAEES Fsko] wjeFsialtt.

ool Faatuld AzHS 98| AFS-E RBP4AC] 19% A 1949 opm Ak T
Eoteh= RBP4 ©hd, 4Rl whd o] 4049 WA 5179 ofr|enhS or
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19 Lhe et
el A B34 Aol WAL FTLNL 1A 6 A Ao @] L 20 e,
RBP frélel ge WER EASGoM, 29w MAA A8 ohvmite #& 24 % WEE EASHAL

A
Z}Oﬂq“ﬂﬂlV% A& PAAZA ME ¥roz FH|E {2387 98t signal peptided F7FsI oM,
A

mkwvwallllaawaaa %+ mkwvtfisllflfssays oFv] At
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)

ob] it A

= ol

RBP4(19~194) ERDCRVSSFRVKENFDKARF SGTWYAMAKKDPEGLFLQDN I VAEF SVDETGQMSATAKGRVRLLNNWDVCADMV
GTFTDTEDPAKFKMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSY SFVE SRDPNGLPPEA
QKTVRQRQEELCLARQYRL IVHNGYCDG

2 RBP4(19~195) ERDCRVSSFRVKENFDKARFSGTWYAMAKKDPEGLFLQDNIVAEF SVDETGQMSATAKGRVRLLNNWDVCADMV
GTFTDTEDPAKFKMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSY SFVE SRDPNGLPPEA
QKTVRQRQEELCLARQYRL TVHNGYCDGR

3 orl I TTA| LVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYL
(404~441(E)~517(V)) | SVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEV
4 okl I TTA| LVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYL
(404~441(Q)~517(V)) | SVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEV
5 9wl 1B (134~218) | PNLPRLVRPEVDVMCTAFHDNEETFLKKYLYE IARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLD
ELRDEGKASSA
6 77 1B (131~218) |DDNPNLPRLVRPEVDVMCTAFHDNEETFLKKYLYETARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLP
KLDELRDEGKASSA
E 2
e ottt A
<
13 SEE Al ERDCRVSSFRVKENFDKARFSGTWY AMAKKDPEGLFLQDNIVAEF SVDETGQMSATAKGRVRLLNNWDVCADMY

RBP(19~195) + <+5|GIFTDTEDPAKFKMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSYSFVESRDPNGLPPEA
YIM{404~526(F—V) |QKIVRQRQEELCLARQYRL IVHNGYCDGRLVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLV
~600(V—A)~601} EVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEVDETYV
PKEVNAETFTFHADICTLSEKERQIKKQTALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEG
KKLAA

14 a2 &R LVEEPONL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYL
[T1{404~526(F—V) | SVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEVDETYVPKEVNAETFTFHADICTLSEKERQIKKQT
~600(V—A)~601}]  +| ALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLAAERDCRVSSFRVKENFDKARFSGTW
RBP(19~194) YAMAKKDPEGLFLQDNTVAEFSVDETGQMSATAKGRVRLLNNWDVCADMVGTFTDTEDPAKFKMKYWGVASFLQ
KGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSY SFVF SRDPNGLPPEAQK IVRQRQEELCLARQYRL IVHNG
YCDG
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7 FHTHAS: ERDCRVSSFRVKENFDKARF SGTWYAMAKKDPEGLFLQDNT VAEF SVDETGQMSATAKGRVRLLNNWDVCADMV
RBP(17~193) + <H5-|GIFTDTEDPAKFEMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSYSFVFSRDPNGLPPEA
W[ MIA{404~517(V)} |QKIVRQRQEELCLARQYRLIVHNGYCDGRLVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLV

+ IB(131~218)] EVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCEF SALEVDDNPN
LPRLVRPEVDVMCTAFHDNEETFLKKYLYETARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDEL

RDEGKASSA
8 S ERDCRVSSFRVKENFDKARE SGTWY AMAKKDPEGLFLQDN IVAEFSVDETGAMSATAKGRVRLLNNWDVCADMV

RBP(19~195) + <+5|GIFTDTEDPAKFKMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSYSFVESRDPNGLPPEA
Y1 [1TA{404~517(V)} |QKIVRQRQEELCLARQYRL IVHNGYCDGRLVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLV

+ 1B(134~218)] EVSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEVPNLPR
LVRPEVDVMCTAFHDNEETFLKKYLYE IARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDE
GKASSA
9 SaEEs: 4R LVEEPONL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYL
[TTA{404~517(V)}  +| SVVLNQLCVLHEKTPVSDRVTKCCTESLVNRRPCFSALEVDDNPNLPRLVRPEVDVMCTAFHDNEETFLKKYLY
[B(131~218)] +| ETARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSAERDCRVSSFRVKENFDKARF
RBP(19~194) SGTWYAMAKKDPEGLFLQDNIVAEF SVDETGAMSATAKGRVRLLNNWDVCADMVGTEFTDTEDPAKFKMKYWGVA
SFLQKGNDDHWIVDTDYDTYAVQY SCRLLNLDGTCADSY SFVESRDPNGLPPEAQKTVRQRQEELCLARQYRL I
VHNGYCDG
10 a6 AR LVEEPONL IKQNCELFEQLGEYKFQNALLVRYTKKVPEVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDYL
[TTA{404~517(V)}  +| SVVLNQLCVLHEKTPYVSDRVTKCCTESLVNRRPCFSALEVPNLPRLVRPEVDVMCTAFHDNEETFLKKYLYETA
[B(134~218)] +| RRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDEGKASSAERDCRVSSFRVKENFDKARFSGT
RBP(19~194) WYAMAKKDPEGLFLQDNTVAEFSVDETGQMSATAKGRVRLLNNWDVCADMVGTEFTDTEDPAKFKMKYWGVASFL
QKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSY SFVESRDPNGLPPEAQK I VRQRQEELCLARQYRL I'VHN
GYCDG
11 G A3 ERDCRVSSFRVKENFDKARF SGTWYAMAKKDPEGLFLQDNT VAEF SVDETGQMSATAKGRVRLLNNWDVCADMV

RBP(19~195) + <H5|GIFTDTEDPAKFEMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSYSFVFSRDPNGLPPEA
W[ MIA{404~441(E—~ |QKIVRQRQEELCLARQYRLIVHNGYCDGRLVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLV

Q EVSRNLGKVGSKCCKHPEAKRMPCAEDYL SVVLNQLCVLHEKTPVSDRVTKCCTESLYNRRPCESALEVDDNPN
517(7)) +|LPRLVRPEVDVMCTAFHDNEETFLKKYLYE I ARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDEL
1B(131~218)] RDEGKASSA

12 s VL ERDCRVSSFRVKENFDKARF SGTWY AMAKKDPEGLFLQDNI VAEF SVDETGQMSATAKGRVRLLNNWDVCADMY

RBP(19~195) + <5 GIFTDTEDPAKFEMKYWGVASFLQKGNDDHWIVDTDYDTYAVQYSCRLLNLDGTCADSYSFVFSRDPNGLPPEA
W[ IA{404~441(E—~ |QKIVRQRQEELCLARQYRLIVHNGYCDGRLVEEPQNL IKQNCELFEQLGEYKFQNALLVRYTKKVPQVSTPTLV

Q EVSRNLGKVGSKCCKHPEAKRMPCAEDYL SVVLNQLCVLHEKTPVSDRVTKCCTESLYNRRPCESALEVPNLPR
517(1)) +|LVRPEVDVMCTAFHDNEETFLKKYLYE I ARRHPYFY APELLFFAKRYKAAFTECCQAADKAACLLPKLDELRDE
1B(134~218)] GKASSA

2-2. &% 9o Axge IdMAe] AxE 9Aste] signal peptided EIFsto] WA 1 WA 65 &
slele ZEwEdUl e =2 A%sta 7 DNA 98-S Xbal/Kpnl cut pcDNA3.1(+) #E]® FEydate] Az 2t
%3519l

WEE Az, 4 S o5 3lst= DNA A3 A FC AH = dh7] F 20 A
WEE ) EHEY 2000 (Invitrogen, Carlsbad, CA)S ©]&3}e] CHO cellsol =ste] §gdMas I3 s)
FAAEAE AxsGT. 7] FAASFAE wiYgsie wE BvjE §RANAS 3} azRapEa)

(affinity chromatography) @ HPLCH el ¢J&f AAste] A}-&3litt.
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ATGAAGTGGGTGTGGGCTCTGCTGCTGCTGGCTGCTTGGGCCGCTGCCGAGAGAGATTGCCGCGTGTCCAGCTT
CAGAGTGAAGGAGAACTTCGACAAGGCCCGCTTTTCCGGCACCTGGTACGCTATGGCCAAGAAGGACCCCGAGG
GCCTGTTCCTGCAGGACAATATCGTGGCTGAGTTTAGCGTGGATGAGACAGGCCAGATGTCTGCTACCGCCAAG
GGCAGAGTGCGCCTGCTGAACAATTGGGACGTGTGCGCTGACATGGTGGGCACCTTCACAGATACCGAGGACCC
AGCCAAGTTTAAGATGAAGTATTGGGGCGTGGCTAGCTTTCTGCAGAAGGGCAACGACGATCACTGGATCGTGG
ACACAGATTACGACACCTATGCCGTGCAGTACAGCTGCAGACTGCTGAACCTGGATGGCACATGTGCTGACTCT
TATTCCTTCGTGTTTTCTCGCGATCCAAATGGCCTGCCCCCTGAGGCCCAGAAGATCGTGAGGCAGAGGCAGGA
GGAGCTGTGCCTGGCTAGGCAGTACCGGCTGATCGTGCATAATGGCTATTGTGACGGCAGGCTGGTGGAGGAGC
CCCAGAACCTGATCAAGCAGAATTGCGAGCTGTTCGAGCAGCTGGGCGAGTACAAGTTTCAGAACGCCCTGCTG
GTGCGGTATACCAAGAAGGTGCCAGAGGTGTCCACACCCACCCTGGTGGAGGTGAGCAGGAATCTGGGCAAGGT
CGGCTCTAAGTGCTGTAAGCACCCTGAGGCTAAGCGGATGCCATGCGCCGAGGATTACCTGTCTGTGGTGCTGA
ACCAGCTGTGCGTGCTGCATGAGAAGACACCCGTGTCCGACAGAGTGACAAAGTGCTGTACCGAGTCCCTGGTG
AACAGGCGGCCCTGCTTCAGCGCCCTGGAGGTGGATGAGACCTATGTGCCTAAGGAGGTTAATGCTGAGACATT
CACCTTTCACGCCGACATCTGTACACTGTCTGAGAAGGAGCGCCAGATCAAGAAGCAGACCGCTCTGGTGGAGC
TGGTGAAGCATAAGCCTAAGGCTACAAAGGAGCAGCTGAAGGCCGTGATGGACGATTTCGCTGCCTTTGTGGAG
AAGTGCTGTAAGGCTGACGATAAGGAGACCTGTTTCGCCGAGGAGGGCAAGAAGCTGGCGGCT

ATGAAGTGGGTGACATTCATCAGCCTGCTGTTCCTGTTCTCCTCCGCCTACTCTCTGGTGGAGGAGCCCCAGAA
CCTGATCAAGCAGAATTGCGAGCTGTTCGAGCAGCTGGGCGAGTACAAGTTTCAGAACGCCCTGCTGGTGAGGT
ATACCAAGAAGGTGCCAGAGGTGTCCACCCCCACACTGGTGGAGGTGAGCAGGAATCTGGGCAAGGTCGGCTCT
AAGTGCTGTAAGCACCCTGAGGCCAAGCGGATGCCATGCGCTGAGGATTACCTGTCCGTGGTGCTGAACCAGCT
GTGCGTGCTGCATGAGAAGACACCTGTGAGCGACAGGGTGACAAAGTGCTGTACCGAGTCTCTGGTGAACAGGC
GGCCCTGCTTCTCCGCTCTGGAGGTGGATGAGACCTATGTGCCTAAGGAGGTTAATGCCGAGACCTTCACATTT
CACGCTGACATCTGTACACTGTCCGAGAAGGAGAGACAGATCAAGAAGCAGACCGCCCTGGTGGAGCTGGTGAA
GCATAAGCCAAAGGCCACAAAGGAGCAGCTGAAGGCTGTGATGGACGATTTCGCCGCTTTTGTGGAGAAGTGCT
GTAAGGCCGACGATAAGGAGACCTGCTTCGCTGAGGAGGGCAAGAAGCTGGCGGCCGAGAGAGATTGTCGCGTG
TCTTCCTTTAGAGTGAAGGAGAACTTCGACAAGGCTCGCTTTAGCGGCACATGGTACGCTATGGCCAAGAAGGA
CCCCGAGGGCCTGTTCCTGCAGGACAATATCGTGGCCGAGTTTTCCGTGGATGAGACAGGCCAGATGAGCGCCA
CCGCTAAGGGAAGAGTGCGCCTGCTGAACAATTGGGACGTGTGCGCCGACATGGTGGGCACCTTCACAGATACC
GAGGACCCCGCTAAGTTTAAGATGAAGTATTGGGGCGTGGCCTCTTTTCTGCAGAAGGGCAACGACGATCACTG
GATCGTGGACACAGATTACGACACCTATGCTGTGCAGTACTCTTGCAGACTGCTGAACCTGGATGGCACCTGTG
CCGACAGCTATTCTTTCGTGTTTTCCCGCGATCCTAATGGCCTGCCCCCTGAGGCTCAGAAGATCGTGAGGCAG
AGGCAGGAGGAGCTGTGCCTGGCCAGGCAGTACCGGCTGATCGTGCATAATGGCTATTGTGACGGC

ATGAAGTGGGTGTGGGCTCTGCTGCTGCTGGCTGCTTGGGCCGCTGCCGAGAGAGATTGCCGCGTGTCCAGCTT
CAGAGTGAAGGAGAACTTCGACAAGGCCCGCTTTTCCGGCACCTGGTACGCTATGGCCAAGAAGGACCCCGAGG
GCCTGTTCCTGCAGGACAATATCGTGGCTGAGTTTAGCGTGGATGAGACAGGCCAGATGTCTGCTACCGCCAAG
GGCAGAGTGCGCCTGCTGAACAATTGGGACGTGTGCGCTGACATGGTGGGCACCTTCACAGATACCGAGGACCC
AGCCAAGTTTAAGATGAAGTATTGGGGCGTGGCTAGCTTTCTGCAGAAGGGCAACGACGATCACTGGATCGTGG
ACACAGATTACGACACCTATGCCGTGCAGTACAGCTGCAGACTGCTGAACCTGGATGGCACATGTGCTGACTCT
TATTCCTTCGTGTTTTCTCGCGATCCAAATGGCCTGCCCCCTGAGGCCCAGAAGATCGTGAGGCAGAGGCAGGA
GGAGCTGTGCCTGGCTAGGCAGTACCGGCTGATCGTGCATAATGGCTATTGTGACGGCAGGCTGGTGGAGGAGC
CCCAGAACCTGATCAAGCAGAATTGCGAGCTGTTCGAGCAGCTGGGCGAGTACAAGT TTCAGAACGCCCTGCTG
GTGCGGTATACCAAGAAGGTGCCAGAGGTGTCCACACCCACCCTGGTGGAGGTGAGCAGGAATCTGGGCAAGGT
CGGCTCTAAGTGCTGTAAGCACCCTGAGGCTAAGCGGATGCCATGCGCCGAGGATTACCTGTCTGTGGTGCTGA
ACCAGCTGTGCGTGCTGCATGAGAAGACACCCGTGTCCGACAGAGTGACAAAGTGCTGTACCGAGTCCCTGGTG
AACAGGCGGCCCTGCTTCAGCGCCCTGGAGGTGGACGATAACCCAAATCTGCCCAGACTGGTGCGCCCAGAGGT
GGATGTGATGTGCACAGCTTTCCACGACAATGAGGAGACCTTTCTGAAGAAGTACCTGTATGAGATCGCCAGAC
GCCATCCCTACTTTTATGCTCCTGAGCTGCTGTTCTTTGCCAAGCGGTACAAGGCTGCCTTCACAGAGTGCTGT
CAGGCTGCTGACAAGGCTGCTTGCCTGCTGCCAAAGCTGGATGAGCTGAGGGACGAGGGCAAGGCTTCTTCCGC
C

ATGAAGTGGGTGTGGGCTCTGCTGCTGCTGGCTGCTTGGGCCGCTGCCGAGAGAGATTGCCGCGTGTCCAGCTT
CAGAGTGAAGGAGAACTTCGACAAGGCCCGCTTTTCCGGCACCTGGTACGCTATGGCCAAGAAGGACCCCGAGG
GCCTGTTCCTGCAGGACAATATCGTGGCTGAGTTTAGCGTGGATGAGACAGGCCAGATGTCTGCTACCGCCAAG
GGCAGAGTGCGCCTGCTGAACAATTGGGACGTGTGCGCTGACATGGTGGGCACCTTCACAGATACCGAGGACCC
AGCCAAGTTTAAGATGAAGTATTGGGGCGTGGCTAGCTTTCTGCAGAAGGGCAACGACGATCACTGGATCGTGG
ACACAGATTACGACACCTATGCCGTGCAGTACAGCTGCAGACTGCTGAACCTGGATGGCACATGTGCTGACTCT
TATTCCTTCGTGTTTTCTCGCGATCCAAATGGCCTGCCCCCTGAGGCCCAGAAGATCGTGAGGCAGAGGCAGGA
GGAGCTGTGCCTGGCTAGGCAGTACCGGCTGATCGTGCATAATGGCTATTGTGACGGCAGGCTGGTGGAGGAGC
CCCAGAACCTGATCAAGCAGAATTGCGAGCTGTTCGAGCAGCTGGGCGAGTACAAGTTTCAGAACGCCCTGCTG
GTGCGGTATACCAAGAAGGTGCCAGAGGTGTCCACACCCACCCTGGTGGAGGTGAGCAGGAATCTGGGCAAGGT
CGGCTCTAAGTGCTGTAAGCACCCTGAGGCTAAGCGGATGCCATGCGCCGAGGATTACCTGTCTGTGGTGCTGA
ACCAGCTGTGCGTGCTGCATGAGAAGACACCCGTGTCCGACAGAGTGACAAAGTGCTGTACCGAGTCCCTGGTG
AACAGGCGGCCCTGCTTCAGCGCCCTGGAGGTGCCAAATCTGCCCAGACTGGTGCGCCCAGAGGTGGATGTGAT
GTGCACAGCTTTCCACGACAATGAGGAGACCTTTCTGAAGAAGTACCTGTATGAGATCGCCAGACGCCATCCCT
ACTTTTATGCTCCTGAGCTGCTGTTCTTTGCCAAGCGGTACAAGGCTGCCTTCACAGAGTGCTGTCAGGCTGCT
GACAAGGCTGCTTGCCTGCTGCCAAAGCTGGATGAGCTGAGGGACGAGGGCAAGGCTTCTTCCGCC
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19 S As ATGAAGTGGGTGACATTCATCAGCCTGCTGTTCCTGTTCTCCTCCGCCTACTCTCTGGTGGAGGAGCCCCAGAA
CCTGATCAAGCAGAATTGCGAGCTGTTCGAGCAGCTGGGCGAGTACAAGT TTCAGAACGCCCTGCTGGTGAGGT
ATACCAAGAAGGTGCCAGAGGTGTCCACCCCCACACTGGTGGAGGTGAGCAGGAATCTGGGCAAGGTCGGCTCT
AAGTGCTGTAAGCACCCTGAGGCCAAGCGGATGCCATGCGCTGAGGATTACCTGTCCGTGGTGCTGAACCAGCT
GTGCGTGCTGCATGAGAAGACACCTGTGAGCGACAGGGTGACAAAGTGCTGTACCGAGTCTCTGGTGAACAGGC
GGCCCTGCTTCTCCGCTCTGGAGGTGGACGATAACCCAAATCTGCCCAGACTGGTGCGCCCAGAGGTGGATGTG
ATGTGCACAGCTTTCCACGACAATGAGGAGACCTTTCTGAAGAAGTACCTGTATGAGATCGCCAGACGCCATCC
CTACTTTTATGCTCCTGAGCTGCTGTTCTTTGCCAAGCGGTACAAGGCTGCCTTCACAGAGTGCTGTCAGGCTG
CTGACAAGGCTGCTTGCCTGCTGCCAAAGCTGGATGAGCTGAGGGACGAGGGCAAGGCTTCTTCCGCCGAGAGA
GATTGCCGCGTGTCCAGCTTCAGAGTGAAGGAGAACTTCGACAAGGCCCGCTTTTCCGGCACCTGGTACGCTAT
GGCCAAGAAGGACCCCGAGGGCCTGTTCCTGCAGGACAATATCGTGGCTGAGTTTAGCGTGGATGAGACAGGCC
AGATGTCTGCTACCGCCAAGGGCAGAGTGCGCCTGCTGAACAATTGGGACGTGTGCGCTGACATGGTGGGCACC
TTCACAGATACCGAGGACCCAGCCAAGTTTAAGATGAAGTATTGGGGCGTGGCTAGCTTTCTGCAGAAGGGCAA
CGACGATCACTGGATCGTGGACACAGATTACGACACCTATGCCGTGCAGTACAGCTGCAGACTGCTGAACCTGG
ATGGCACATGTGCTGACTCTTATTCCTTCGTGTTTTCTCGCGATCCAAATGGCCTGCCCCCTGAGGCCCAGAAG
ATCGTGAGGCAGAGGCAGGAGGAGCTGTGCCTGGCTAGGCAGTACCGGCTGATCGTGCATAATGGCTATTGTGA
CGGC

20 FEE6 ATGAAGTGGGTGACATTCATCAGCCTGCTGTTCCTGTTCTCCTCCGCCTACTCTCTGGTGGAGGAGCCCCAGAA
CCTGATCAAGCAGAATTGCGAGCTGTTCGAGCAGCTGGGCGAGTACAAGTTTCAGAACGCCCTGCTGGTGAGGT
ATACCAAGAAGGTGCCAGAGGTGTCCACCCCCACACTGGTGGAGGTGAGCAGGAATCTGGGCAAGGTCGGCTCT
AAGTGCTGTAAGCACCCTGAGGCCAAGCGGATGCCATGCGCTGAGGATTACCTGTCCGTGGTGCTGAACCAGCT
GTGCGTGCTGCATGAGAAGACACCTGTGAGCGACAGGGTGACAAAGTGCTGTACCGAGTCTCTGGTGAACAGGC
GGCCCTGCTTCTCCGCTCTGGAGGTGCCAAATCTGCCCAGACTGGTGCGCCCAGAGGTGGATGTGATGTGCACA
GCTTTCCACGACAATGAGGAGACCTTTCTGAAGAAGTACCTGTATGAGATCGCCAGACGCCATCCCTACTTTTA
TGCTCCTGAGCTGCTGTTCTTTGCCAAGCGGTACAAGGCTGCCTTCACAGAGTGCTGTCAGGCTGCTGACAAGG
CTGCTTGCCTGCTGCCAAAGCTGGATGAGCTGAGGGACGAGGGCAAGGCTTCTTCCGCCGAGAGAGATTGCCGC
GTGTCCAGCTTCAGAGTGAAGGAGAACTTCGACAAGGCCCGCTTTTCCGGCACCTGGTACGCTATGGCCAAGAA
GGACCCCGAGGGCCTGTTCCTGCAGGACAATATCGTGGCTGAGTTTAGCGTGGATGAGACAGGCCAGATGTCTG
CTACCGCCAAGGGCAGAGTGCGCCTGCTGAACAATTGGGACGTGTGCGCTGACATGGTGGGCACCTTCACAGAT
ACCGAGGACCCAGCCAAGTTTAAGATGAAGTATTGGGGCGTGGCTAGCTTTCTGCAGAAGGGCAACGACGATCA
CTGGATCGTGGACACAGATTACGACACCTATGCCGTGCAGTACAGCTGCAGACTGCTGAACCTGGATGGCACAT
GTGCTGACTCTTATTCCTTCGTGTTTTCTCGCGATCCAAATGGCCTGCCCCCTGAGGCCCAGAAGATCGTGAGG

CAGAGGCAGGAGGAGCTGTGCCTGGCTAGGCAGTACCGGCTGATCGTGCATAATGGCTATTGTGACGGC

3. AFH AAZ FFELIA-3 (Quantitative Real-Time PCR)

TRIzol (Ambion, Austin, TX, USA)E o]&3le ZF RNAE FWH|stal cDNAE  A|2}8F3Ith.qRT-PCRS  ABI
QuantStudio TM 3 Real-Time PCR SystemollA <S38a}ich. wh&o] wW3=E FA|slr7] 9ste] PR A&
GAPDH(glyceraldehyde 3-phosphate dehydrogenase)® mRNA =50 2 A 13}3} ).
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			 1176
			 DNA
			 PAT
			 
				 
					 misc_feature
					 1..1176
					 
						 
							 note
							 Nucleotide SEQ of fusion protein 4
						
					
				
				 
					 source
					 1..1176
					 
						 
							 mol_type
							 other DNA
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 atgaagtgggtgtgggctctgctgctgctggctgcttgggccgctgccgagagagattgccgcgtgtccagcttcagagtgaaggagaacttcgacaaggcccgcttttccggcacctggtacgctatggccaagaaggaccccgagggcctgttcctgcaggacaatatcgtggctgagtttagcgtggatgagacaggccagatgtctgctaccgccaagggcagagtgcgcctgctgaacaattgggacgtgtgcgctgacatggtgggcaccttcacagataccgaggacccagccaagtttaagatgaagtattggggcgtggctagctttctgcagaagggcaacgacgatcactggatcgtggacacagattacgacacctatgccgtgcagtacagctgcagactgctgaacctggatggcacatgtgctgactcttattccttcgtgttttctcgcgatccaaatggcctgccccctgaggcccagaagatcgtgaggcagaggcaggaggagctgtgcctggctaggcagtaccggctgatcgtgcataatggctattgtgacggcaggctggtggaggagccccagaacctgatcaagcagaattgcgagctgttcgagcagctgggcgagtacaagtttcagaacgccctgctggtgcggtataccaagaaggtgccagaggtgtccacacccaccctggtggaggtgagcaggaatctgggcaaggtcggctctaagtgctgtaagcaccctgaggctaagcggatgccatgcgccgaggattacctgtctgtggtgctgaaccagctgtgcgtgctgcatgagaagacacccgtgtccgacagagtgacaaagtgctgtaccgagtccctggtgaacaggcggccctgcttcagcgccctggaggtgccaaatctgcccagactggtgcgcccagaggtggatgtgatgtgcacagctttccacgacaatgaggagacctttctgaagaagtacctgtatgagatcgccagacgccatccctacttttatgctcctgagctgctgttctttgccaagcggtacaaggctgccttcacagagtgctgtcaggctgctgacaaggctgcttgcctgctgccaaagctggatgagctgagggacgagggcaaggcttcttccgcc
		
	
	 
		 
			 1188
			 DNA
			 PAT
			 
				 
					 misc_feature
					 1..1188
					 
						 
							 note
							 Nucleotide SEQ of fusion protein 5
						
					
				
				 
					 source
					 1..1188
					 
						 
							 mol_type
							 other DNA
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 atgaagtgggtgacattcatcagcctgctgttcctgttctcctccgcctactctctggtggaggagccccagaacctgatcaagcagaattgcgagctgttcgagcagctgggcgagtacaagtttcagaacgccctgctggtgaggtataccaagaaggtgccagaggtgtccacccccacactggtggaggtgagcaggaatctgggcaaggtcggctctaagtgctgtaagcaccctgaggccaagcggatgccatgcgctgaggattacctgtccgtggtgctgaaccagctgtgcgtgctgcatgagaagacacctgtgagcgacagggtgacaaagtgctgtaccgagtctctggtgaacaggcggccctgcttctccgctctggaggtggacgataacccaaatctgcccagactggtgcgcccagaggtggatgtgatgtgcacagctttccacgacaatgaggagacctttctgaagaagtacctgtatgagatcgccagacgccatccctacttttatgctcctgagctgctgttctttgccaagcggtacaaggctgccttcacagagtgctgtcaggctgctgacaaggctgcttgcctgctgccaaagctggatgagctgagggacgagggcaaggcttcttccgccgagagagattgccgcgtgtccagcttcagagtgaaggagaacttcgacaaggcccgcttttccggcacctggtacgctatggccaagaaggaccccgagggcctgttcctgcaggacaatatcgtggctgagtttagcgtggatgagacaggccagatgtctgctaccgccaagggcagagtgcgcctgctgaacaattgggacgtgtgcgctgacatggtgggcaccttcacagataccgaggacccagccaagtttaagatgaagtattggggcgtggctagctttctgcagaagggcaacgacgatcactggatcgtggacacagattacgacacctatgccgtgcagtacagctgcagactgctgaacctggatggcacatgtgctgactcttattccttcgtgttttctcgcgatccaaatggcctgccccctgaggcccagaagatcgtgaggcagaggcaggaggagctgtgcctggctaggcagtaccggctgatcgtgcataatggctattgtgacggc
		
	
	 
		 
			 1179
			 DNA
			 PAT
			 
				 
					 misc_feature
					 1..1179
					 
						 
							 note
							 Nucleotide SEQ of fusion protein 6
						
					
				
				 
					 source
					 1..1179
					 
						 
							 mol_type
							 other DNA
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 atgaagtgggtgacattcatcagcctgctgttcctgttctcctccgcctactctctggtggaggagccccagaacctgatcaagcagaattgcgagctgttcgagcagctgggcgagtacaagtttcagaacgccctgctggtgaggtataccaagaaggtgccagaggtgtccacccccacactggtggaggtgagcaggaatctgggcaaggtcggctctaagtgctgtaagcaccctgaggccaagcggatgccatgcgctgaggattacctgtccgtggtgctgaaccagctgtgcgtgctgcatgagaagacacctgtgagcgacagggtgacaaagtgctgtaccgagtctctggtgaacaggcggccctgcttctccgctctggaggtgccaaatctgcccagactggtgcgcccagaggtggatgtgatgtgcacagctttccacgacaatgaggagacctttctgaagaagtacctgtatgagatcgccagacgccatccctacttttatgctcctgagctgctgttctttgccaagcggtacaaggctgccttcacagagtgctgtcaggctgctgacaaggctgcttgcctgctgccaaagctggatgagctgagggacgagggcaaggcttcttccgccgagagagattgccgcgtgtccagcttcagagtgaaggagaacttcgacaaggcccgcttttccggcacctggtacgctatggccaagaaggaccccgagggcctgttcctgcaggacaatatcgtggctgagtttagcgtggatgagacaggccagatgtctgctaccgccaagggcagagtgcgcctgctgaacaattgggacgtgtgcgctgacatggtgggcaccttcacagataccgaggacccagccaagtttaagatgaagtattggggcgtggctagctttctgcagaagggcaacgacgatcactggatcgtggacacagattacgacacctatgccgtgcagtacagctgcagactgctgaacctggatggcacatgtgctgactcttattccttcgtgttttctcgcgatccaaatggcctgccccctgaggcccagaagatcgtgaggcagaggcaggaggagctgtgcctggctaggcagtaccggctgatcgtgcataatggctattgtgacggc
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