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(57) Abstract: Provided is a method for regulating the expression ot chemokine materials using Fas ligands. The chemokine materi -
als may be one or more kinds selected from the group consisting of MIP-1, RANTES, and IP-10. Since the chemokine materials par -
ticipate in an inflammatory response, a technique for regulating the inflammatory response using Fas ligands is also provided.

(57) 89FA: Fas S| =5 o] &3] A RI0F 49 2d L A= Yol AFdd. 7] ARseF 42 MIp-
1, RANTES % IP-10 0.5 o] Fo7] Tof|A] MEld 1 o9 A 5 Uth. 37 ARILF S22 595 Hofst
BE Fas PEE o] &35t 5 w58 2 e AlTdy.
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[ A A]

(29 HA]

ARIQ HE =H A

5  [7]1€&°}]

Fas ZZIEE o] §3te] ARINRIF EF FdEE ZHste WHol
AFdt. A7) ARIAF EZL MIP-1, RANTES % IP-102. 2 o]Foix
ToA AEgha 1F oY AY F UAvh A7) AERIIF EFL
B3Ol BASEERE, Fas ZIEF o] §3t] GF WeE 2H3E 7€)

10 E3S AFdE

[7371<]

Fas 2]7FE (FasL, CD95L, CD178, Apo-1)= AlE Zerw A (Type II

membrane protein)9] U EZA, TNF, CD40L, 4-1BBL 53} &7 ¢ AL =}

15 (Tumor necrosis factor, TNF) Al%ol| &35, 2 &A3sld T A X, NK A X,

T ME 2 4T T 2L W8 EAH B9 (immune privileged site)ol A

Elgc =3 Fas 8l7t=+= F A A(homotrimer) TFE 7AW,

TEAQ Fase}o trlmenzatl_on% 53ld BEHMEE apoptosisAl 71 7eS
Fyste Aoz ¢HA U

20 Fas 2]{t=+ membrane Fas 2]7F=9} soluble Fas (sFas) 2]HE== b}%

T UG, o}FEALE AEXAX HEFEOSEZ FEHI] wEl, Fase} 4

AtE 5 213 E3A| (Death inducing signaling complex, DISC) ©] %0 A|X &

OFFEAIZAI7IE 9EE ¥ Fas =7} @9eth. 784 Fas BUEE

AY HEYA ogET o]y o]R3 EE 7 (serine matrix metalloproteinase,

25 MMP-3 == MMP-7)d] 93] Zelx 9 Fas 2]7t=9] @& ejoltt, 2 Fas

= Tlsde WHE 83 AEY ofFEALE JAFAY AHXE

a] A &7 o] UJr"/Pﬂ 83 99 22 (chemoattractant)«] 715E 3 48 A

J{m
ol
4
g
o
[
(il

A% (Rheumatoid arthritis, RA)° 4] 2] Fas
30 =9 Aol Y Bue ¥A @43, THEY (Oasteoarthritis) 3H2}o}
CHRFPL o, RA BAA JFEA Fas =9 go] FrlEo] glon, o=
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Hw] g o]t}

41+ ClA(collagen induced arthritis) X 2ol A Fas-Fas
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2 2HAELS =T KBxN Af Edas RdE o] 85t Frlgx
BEHANM 7H8A Fas (sFas) B=9] A4S AlPst, sFas7t ZHE lpr
ohg2ol e B oh¥aoh PhAR FriEls BAGe] KEHAT, sfas
AU ANE g EadAE fREs 2RE wdol 4498
Asich olelg waAe 71&e] LeF WEE Fas HUET} Fasshd
taagd] @ olEEAZ FEBE WAR Fas HVEF FriEs
Ao Eo Fodos AL dndte AoldA guide Aol &
011;]..

Ee, £ eYAse JEe ead e =7} Fass}o)
JEAGe] gt Aol oFEALE aﬂ@ 5 sle shesiob
YA A (caspase inhibito)E AT AL FrlElx BEPY wy HYzo=
Aol7k = A BAGHOH, sFas AN AHY gd vk

mn‘.

O>‘

4 K

| 7H&A
Fas =S FY3AE o, Frlgz FdEo] oA fFEFHE AL
wEERY. S Frigs #EEY 23y dAE vy 2y x7], F7)
U S pd a ) I GRS Fas g g4sE Adsgie o, oH
BAsl BASe]l Fas =Y BAS xTre] o)t Frte & B g ol
AA F dsHEeE AL LY £ AATh ol Fast Fas =9
FEAE oE obFEALIL FHulElx #HG w9y x7] AN
A7FRE3A AIE (autoreactive cel)ES AAES AA st BulElA BEAL
Gl FEE e 71EY Bae AbEE RAog, & 9L Fas
YZFETL Fas$te] Ao agol 9t o} FEA 29 FH8H, Fas 2l 7H=(sFas
gzteyt Hd93dog #dd, 53 FulEzx #EEY H2 AxEA

283 Hx2 W Aotk

o]E ZFgsrH, sFas Yt E Mip-la, RANTES, % [IP-10&
ool A HHE 13 o4 ARAAR 2dY BEL A
A 89, oldl Gl 92 Weel FLE Ve ALE Aol o
TRl #dde Fad I A F ostyddo] #EHAI, olE
ol &3t AT, 53] AHFY AYET ofYet XNEAYAE EHHQA BFH
A2 f4ith |

olg1 g WA 7|xst, B 2 et sFas YUH=E o] £3H
ARIFIF EZ, o7, Mip-la (macrophage inflammatory protein-1 a , accession
number: NP_035467, AAI 11444, CAI25136, ABY66390, EDLI15715 %),
Mip-1f(accession number: NP_038680, AAI 19258, AAI 19260, CAI 25137, EDL

3
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15716), RANTES(Chemokine (C-C motif) ligand 5, CCLS, accession number:
CAJ18523, AAH33508, AAU43779, EDL 15710 5) % IP-10 (Chemokine (C-X-C
motif) ligand 10, CXCL10, accession number: AAH 30067, EDL 05256, Ni’_067249
)2 olFoz T A™EHE 1F oA ARMIF EFY LdES
zdsts YHS ATIdH. FAHCE, Fas HITEE subjecto] FA5HA,
Fas @7t A4S TRAANAERAY, subjecto] Fas = B4 FHAE
A2]), Mip-lae, RANTES, % IP-102 o]Fojza FoA Med 1F o|4e]
ARRIF E29 2dE F7HA71€ Wiol AFdY. T3, Fas g3E=E
A A8t (ol 7 o, subjectol] Fas 2]7t= B4 A A A2 A )), Mip-lo, RANTES,
R IP-102 o] Fo| TolA HEE 1% o ARMIF B LIS
AaA 7= HRjol AlgET

E OE WA, sfas BNEE FEHELE EFe= ARINAF
2 ZEA AFTEY. Hu FAHSE sFas gE T sFas =
g4 FAUAE fFEdEo=2 XsHE Mip-lo, RANTES, 2 IP-102 o] Foja
TolM HEd 15 o3 ARNAF 249 2d WA} AFAh =
g, sFas NS JAAE HFEAYECZ T 5= Mip-lo, RANTES, ¥
IP-102 o|Foizxl ToA Adgda 1F oY ARIMNIF EFo Ld

S

A A A7} A5t ,

T o8 WA, sFas B|=Y ARIIF £
Agd. Hu FTAHOZ sFas HYUT EE
Mip-la, RANTES, ¥ IP-102 o]Fo}zx oAl Aed 1F ol ARINIF
=29 Bg 3 T Ly S04 Az AREH7] 943 Sx71 AFH.
ESH sFas Bt A AA 2] Mip-la, RANTES, 2 IP-10E o] &0zl oA
AEE 15 ol ARMIF 49 2d A4 == 2d dA4 A x|
ALEE7] Y3 80t AFHE

2o mE FAd oA, sFas ENE EE o9 &4

u]
1

=

FAAE subjecto]l FABAY, sFas BI=E A widstel ARFIQ
LEE F7HA7|AY, sFas BAE JARAE subjecto] Fodste] AL
el g F ok |

T sFas FUEE I AAJF ARINCNoA AE8L o
ARA02 ASAE £ LEE 95 % F8L T 5 Yok (WA 8
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Aoz, B A Tk g ZSHAME sFas FUNEE A sl IF
B3-S JAstE 7)wo]l AFHY. E3], Mip-la, RANTES, ¥ IP-10& o]
Foizl oA AEdE 15 o]y AENAF B #Hd EF, dA,
dd9, 53 FvulEHs #HEEE o9, A5, 93, L/EE 73%“171%
71e0] AFE F Uk

olo, & ¥ dele BEE, viEAsAE HFulgs #AG
@A ol Al sFas = JAAE FAste "AE Egste FHEE 9
/EE XN E PHS AT A7) #BEE o 2/EE 8 3 SsFas
Hte AAAE FAde A olHd FAHYG, nFHIAE Frigx
THEG FAE sl dAE FrlE g & Q)

e

T O& do] oA, sFas = g
gzl e Al e {elEs BEFY oW /s 58 24

T tE dof QojA, sFas = AAAY #BH
FUlElS #d9e o /EE AR, e dy /= X84 Azo)
AHEE 7] g 857 Al

B71%k vhel o], sFas EZt=w O AAIVF ARIJLEZA 9IS

stz B dwo T & oE 7}8A4 Fas (sFas) B|lEE FEAREOR
Tete 45 L% 2AHES AT E O oE 7184 Fas (sFas)
ey AEINIJOEANY] FEE AFTdT T UE de IHFHF EE
EFFolM BEE 27 e AX A47] 784 Fas ZEE FA5AY
Ee FS5AIIE 9AE EFIeE EF L S AT A7)
EFF7E AAE AR A9, 7] ZRFE A A Aoz "
T A

53], 2 2o mE sFas T AR 2E 23 2 AP
S 22 AL Fasye 2 2 apoptosis@t FIEHA ol

o]  9Qox, E #HYPAREL sFas FIIEIJF pAKT(P31750,

NP 033782,AAH 66018, AAI 15584), pSyk (AAA87462, NP_035648, AAH 65121),

pERK (NP_033257, NP_001033752, NP_036079, AAH_58258, AAH 06708) 3}
2 NFkB BE ©ude] 23S SIMLE Er12 S8

2 A AL EE Fas BUEw 5ET AFol e @ 7}%3

Fas (sFas) YEgE oulste Aolth. K, B dyoM 9 sFas = E
EF A A, A dAF Ee U FHY A on,
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o Z1 )], accession number AAA19778 (SEQ ID NO: 1), =& AACS50071 (SEQ ID
NO:2)3l AY % 9
2 BAA A *]’%E]L' ‘sFas 2]7t=9] &4 FA° sFas g7t=e
AA71= AL %i sFas E]Zl' 9 Wy &
=

i)
oX,
tlo
olN r

=
Axo EHFE FE3HA sFas ‘31?_]'5—4 g4E S BE EFEA,
dAY, #FAELE FEd=d AEE K/BxN serumo] E8EF Q= GPI
(Glucose-6-Phosphate Isomerase) ©¥ 23, &GPl &4, T+ GPI-FGPI A
EZdA & & F Uy, ol AgHE AL ofYrh

o

Tl B HAA A AR EE ‘sFas 2= AAPE Fas 2=
248 FAAAIIAY AASE R EE, sFas =9 2 GA, AA L
B2 S 238 sFas =9 FAEE A, AA, WEE Adde B
T &S guigd. A7) Fas 2= AAAE Fas gjt=9 2dE T4
AZIAY, &S #AA, AA, 2/EE Addte EE EFJE YrEte AL
2, oA, Fas = E2ZF] FA, Fas 8= 7183 JA A (FAS ligand

solubilization | inhibitor, oA,
N1-hydroxyl-3-isobutyl-2-methyl-N4-(2-(methylamino)-2-oxo-1-phenylethyl)succinam
ide), MMP(matrix metalloprotease)-3 inhibitor (Stromelysin-1 inhibitor; e.g.,
CoiHuN1g0gS, T) T2 E o|Fo3l FollA AEd 15 oY RAY & Ut

A7) subject= EFF, HIEFSAE U Ee AHAF, EE
ol2REH EHE AX EE £HY F Ak wFASAE, 27 subjects
|Z7+Q], o)A, Mip-la, RANTES, 2 IP-102 ©]Sojz Folq Had 1%
olFe Edol o7 HAH FA, dFAW EF5E ¥ UE AL, B ol

N

B2 34, dAN EFe] fFEE AX, 23, £ AY T YAZEH
gelE AY 4 AT B e o AN 47 @3 BEAY £
A1, A7l FFol fdd AEe #EE % AX, Hoh FAHe=
Bdgol FEE #E Ul F&F WIAX ks goAE, #Ed
d2e] dx G A2 Y F Ut

A7) Fas HZE AAAY FolZe #Bze AH, EF 2

ol matq AHEA 24 JhsstH, dAd, 1Y FAEE FaAE

71202 0.1 WA 100 ugkg(AF), BRI AL 1 WA 50 ugke(A )2
F Joy, ol gAHHE AL ol

T }“ /“/\101101]*1 HoR &= vte} go], B o w

6

2

o ol
fu oft |

et

(o}
=}

ol\

gl
i

b



10

15

20

25

30

WO 2012/144676 PCT/KR2011/002953

BdFY o F/EE AE WY 2 d a3 9 2y 27449
Az AP ofyz, BAZE JgE FU ® LrE HA 943 F A=

Al
297 SFsThs ojHe ZeTh
T & ddo] QojA, Fas FIEE FHoFZ e AR 2F
ARAY 239 Yol AFEh A7 & .

42 AZY 2d JAAR AASE RE

Mip-1a, RANTES, % IP-10& o]Fojz
o

ke
g 1F ol¥3d = Ao 37 ARIIF &2

He e 9% wgol Bojaii
Aoz geA dome, A7) 23 Pyel dstel Add ABs
R AAAE 9%, 53 FoiEx BAY 5o BEG dwA WES
ARAZA AE ZFssth meA, A7) 239 PEe 93 oA,
QEs BA9 (@AY, FriEs #49) AsAe 23y PEd 4
ek |

, HEASAE LRFEEE do ME, 23
EE 718Y F gon, ugdsAs B9 53 29 (mmune privileged

site)E EFotE AY T don, Bo vt AE, T AE, NK AX, F%
2

o] Sah sl Roke] B4 AL

A, 580 7184 Fal® FUetel BAYL

e FAAsH Mmstel o 19 WA 2097 HEASAE o8I ulA)
e s

12947 oA, 10497 BHe T WasE =3 sogd FA 9
HEE Hug 5 gtk EE, oA, BHIESE T B AW
M A7 X=X

AAHEES @0l 7144 sFasLet @7 AFWOIAAZ 1§ a28A @

aFolA, e Ev E8lHe ARIJFE realtime PCR, Cytoflowmetry,
FACS(fluorescence activated cell sorter), EE ELISAZ Z3 fé}.‘?_i/yﬂ, A
AEE B7td & dv AR, sFasLE AEsA @2 2§33 A

7
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250 ARl $HE W@, Az 180l AR @ 2guY
ARIIJY o]l F7F Hodud, $E SEY HEA FRIFE
ZAAE met ARFRIY wdHo] FvF HJdudun #dEdE 5 drh
Realtime PCRZ &3t Ao A ¢S ®ad i, ELISAE HU#Ee
gkel&l 31, FACS(fluorescence activated cell sorter):® A|EQF A3l A=ES
st #e st |

71 FROEEE ¥4 Ex dAY geE, EYfEol=
=
o

-

fn ©

¥ 2

_.Eo?‘gnﬁ

o?
e N

-

2
)
BN
=y
N
Ul

o,
o
s, oo
e
o

(o]
T
z
ox
o
kol
k)
i
o
Boox M

Sh
oS

q o
>
o
H
uc)
i
2
ofi fr1 [

5

fr o mx m

i o M

i
g
o
o~
i
o
W
ol

o
=
N

lee Fas = F=o we ARJIY9 23 AHA=E

, la¥ MIP-1a®] 2@ AHXE, 1bE RANTESY 2d AXE, le
1Y JEE RAFE

AAld 20 ME KBxN B3 EJXLF] 9sto] #HFO

P& EdoMe #de FAY 4 AFE YEd

o
2
N
pac)
lo

—(
"
o
Lo

w H'lm
g’(‘
r .

i
ol
Ju
Lo

R

-

SURE S
©

wl$20) B Aol 3,

9] w}-g
o] ulf-2oA 9] IFNy, IL-4 2 TGFpY ¥d AL E

S
I

8
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HAFE RAoli,

de= AAE 59 w2 #AHoMe IFNy, IL-4 2 TGFpY 2d
AEE HoFE Zoh

T Sax AAld 69 BHEYG 2] w2 BH A € A AF
34 A¥E RoFE Ao,

5o AAld 69 BED F7] vhe2Y #H FA 2 A4 AF FA
ARE BoFE Ao,

S5ce AAY 69 BAEY 2] vpe2 BH A 2 AN A5 EH
AHE HAFE Ao,

5d WA st zkzE AAld 69 271, 571 2 ©7] vk FE A Y
IFNy, IL-4 ¥ TGFRY #d AERE HAgFE Holg

% 62 soluble Fas B|7t=29] A ] AL A5 F99 B34 T4

2 A AFE YERE Aot
% 7at upper chambero| €5 AEXE ¥ I bottom chambero] soluble

Fas =& Y3 24A)7F ¥ bottom chamber® ©]E3d A= A X

olst, AAdE Tt & WAL EHo AMs] AWsiua g
Ay olg AAlde £ 29¥e A AF AL Boln, ¥ £H9
Me7F ol g AAldel st AdHE AL ofyrh

5

AA 6 1:Fas L= AR 2F 27} 27 A

A4 vh2<Q B6 vl 2(LBAE nlo]Q)o] K/BxN Ph$-2(Harvard
medical school, Boston, MA 2] Drs.D.Mathis®} C.Benoistol 4|4} KRN TCR
CEW2AY v 29 NOD &S AFdol wujstd dg)e] FHE
Z9lste BEIGS S=sch 109 TF T, o#H U JLH AT
g EE B3l in viwo oA J+8A Fas #]7F=(accession number
AAA19778 (SEQ ID NO: 1), ZtZ} 1ug, S pg, 10 pg (R&D system)) &+ &7
Bl k& o HjFR&  10% Fetal bovine serum(Gibco), 1% penicillin

streptomycin(Gibco), DMEM(Dulbeccos’s Modified Eagle’s Medium)(WelGene)<-
9
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0] 83} 2™, SPL science oAl #|Z &= 12 well culture plate | well/lml <
Bl F A oll, well/10°9] AIEE 5351}

24X 753t 37%, 5% CO2 WigIlolA Wi T, QA Ea] why
o] g3t ME wigRS EEg F, AXdA RNA & F5313Y. RNA
FZ2 Qiagen oA AJAFS}E= RNasy mini prep kitS o] &3l A 33
A0 wet 1P&P R, o] F 3ug® RNAE TA| promegadll Al Aatshs
MMLYV reverse transcription kitg ©]-83} ¢cDNAZE 3§43t dojxl cDNA
o) Applied Biosystem oA A Z&}= Realtime PCR ABI 75008 ©o]-&3}o]
AE7EQ] Mip-la, RANTES, 2 1P-10 9 &8-S A5tk AXEFI] primer
A Al  Applied BiosystemolA AFEF o, AR HIALEL AAA
o|fZzA0 2 WA Fal dA AEY FL LHEUE HolT house keeping
gene 9 3 F7H< GAPDHE EF3 st wmstqinh

oj¢} o] d& AFAE & la WA led YEUUUY. = la ¥
ol A & gE vle} Zo], 7184 Fas YNEE AYstA e ALRY
A Aol 3FF ALIAY ol EF Frpsiglon, dAHer
Ag Fxol HldEsto F4EE & 7 Aok '

o

y L

A 2: FF oMY FriEls #HE /2 AE 1

&l 42 #H D (Antibody-induced arthritis) F R4 Fas 2 7H= 9]
AdE dotr7] st Fas Y= HHE gld »H¢-29 FasZt 299 Ipr
o2, R Fas9 Fas EUEE EF e dzd (AA) B6 P2 RAE
=t $A, #EFo] AFA2HA FEE K/BxN Ph$2  (Harvard
medical school, Boston, MA o] Drs.D.Mathis$} C.Benoistol A4 KRN TCR
Ed2AY v}92e NOD vl$2E AFwol mwulste dg)oA] oo
dol A& AFAGAT. A7 uiet e B6 (LYAE Hlo]L), Ipr
(TLEET=E) 2 gld P2 (FLEETE) oA 7oA dojxl K/BxN
g3 150us #F 0¥ 2o B Hip)E FUHAT. #BHY FA=
229 (Manostat, Switzerland)2 5745}t

AAA4 (Clinical index)= <

0: no joint swelling,

1: swelling of one finger joint,

2: mild swelling of wrist or ankle,

3: severe swelling of wrist or ankle.

10
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Bde FA% JEATrE = 220 HEFHAH

2719} Zo] EAHH
T 2204 A& wlel o], B6 vFE-29 Ipr kA 3L FYstu
49 e TEo] Fo L27] AFEe 89U N w2 XNFE BRI
4 JAth FAT Fas PPTrt ARE gd w20 E WS FYstn

104 AY=E #Ado] AY Ho] e2x 4gti, AT FA 3~4
HEH AT EZ AE vhe29 #d ARRE E 2bd YEUAY =
204 ElE e vief Zol, gld P2 A THo] A Ro] 22 gL
AL FZE & AN

KBxN 8% Edas 2dod @893 zdatsd Foa
Toslz UE AF)EFQ(cytokine)] LHES #WE mRNA oA s
Btk EH EAAHE FYsta 104 #F T vle2E UAAL AlA
#4dE& ZFHAT.  RNeasy 7]E  (Qiagen)ES o] &3l A ZFZ oA
RNAE E3stal, 2E FA-L RNeasy 7|E (Qiagen)® #AZAlolA AFH
a2 Al&3L3ATE Reverse Transcription System (Promega Corporation,
Madison, Wisconsin)& ©]&3t] A7] #2]¥ RNA 3 pglZHE cDNAE
P8 ZF AlOlEFMQD (IL-4, IFNy, 2 TGFB)S] 232  Applied
Biosystems 7500 sequence detection system (Perkin-Elmer Biosystems)2 ©]-& 3}
E43sl3l o & A= GAPDH (Glyceraldehyde 3-phosphate dehydrogenase)
SE 3 vusted FEssiglth. AMEE 27 Zelole tgn Zow,
Applied Biosystem (Foster City, CA) 1A &4 815}

TGF-B1(forward): 5 ’-GCAACATGTGGAACTCTACCAGAA-?) ’,

TGF-Bl(reverse): 5’-GACGTCAAAAGACAGCCACTCA-3,

TGF-B1 specific probe:
FAM-ACCTTGGTAACCGGCTGCTGACCC-TAMRA

A71eA @olxl AF#E = 2co] YEHAUTE & 2colA FR ﬂ
ule} o], B6, E Ipr vF2o)A IL-49F IFNyS 2do] gld mh¢x B
F7te W, TGRS 2dE gld vhzolA FrtEY Ay A
HolHES E8A Fas =7} KBxN 3 EAAS Bdox #A

T2 fwEsted 8T AL stn Jden, oFg Id¥L Fase

#tA EHAA AAE &

A 7tA &2z Fas g2r=9 EAHQ] 7152 2R FEA2 Fas
ot d3sty BAHAREY VEEAAE fEsE otk Fas ztE=s}
Fas€}9] 3528 o3t o} FEALE F3t T ¢

=2

()

-
L

N

-0 u@
f o

olN

of 28T, Fas
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7t 299 lpr P29 Fas BE7F 209 gld b2 YT #ESG
e F4E Bojor & Aotk IFAR, Fig la-leollA] Bole ket ol
Fas7} ZYE Iprob$29 Fas 2=t PP old vpoa: BHAY
=l oA AHETE S Hole ReE uvelgth ol Fas
2 k=7 Fasote] AdS Y olFEAEY fEE FHFY W
713k Fol oy, E & 7|FHoE 34 JheAol AES AAsE
Aolgt & & Yot

X
SHE Ao E #BHEY Fdo #AFE Holr] Hd ey e
< F712 7333
&7 AAlel 2014 AHEE R 22 Be vhy2ol ol FEAXE
AAE F Ue FtaTolA A A (caspase inhibitor, z-VAD, Calbiochem)Z
50ug, = 100ugd YO = F g HEHACE A ¥, K/BxN ¥HE
zstel BEIL FESAT.  Av] BHR0] $uH vlgrd) o 3} o
7] AAld 29} TG WHoE BHY FA 9 4 AFE FA 1
A7E & 39 YEAT | o
= 394 EAH = Hie o], 2-VADE AT 7
B¢ RRA BU Fgoz BIYG A5 (@E T
5 AE #ZFF ¢ AT A7) HolHE B, oFEALE

KBxN €% EJ2HE T #HYE fxd A3 #FAsA dede As
P
T

AAld 4: TE EEAY Frigs #EE 72 AF 3

Fas 2]7t=2] J4&& & ¢ s B7] 931, gld vl B6, lpr,
L gld v} B M E(splenocyte)E 2tz WY AL (adoptive transfer)st ]
HHES FEstA AlES FFskAh '

S, B6, Ipr, 2 gld o225 reha} st WS A S Fol, 1ml
o] HE+(RBC) &3l W¥ (Qiagen)st T TH3 A2 F RBCE AAS L,
YIXLE AU B E 40um cell strainer (BD bioscience) 2 o] 3} 3¢ 3?—, =
EWALY F A gld PH2 @ ovkg B 1 x 107 o HFAEE BHH
PBSS} A A H3 300 wE 2o dF Uiv) FYsA.
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olgh ol MAFMEL EdsND wSs L gEPoA
MAAE} EAEAHA Ge spgzo] distel 47] dAle] 29k FAS
FHezs #d FA 9 AFE A I FFE = 4adl
JERNITE E 4eclH FARE Hsk Zol, B6 9 lpr ph929) WAALE
ERxWAE gd H9aolH EdaA GL gld vHE2% H@so
24 T 2 9 AL Ve B9 A5 Fhee e BE @
S Uitk wWEd gld vhe2o) MAAEE Edxde) F gd pheas
EAxvs @e gd Bhead S wAGel AY FEHA @e
oz et 47 dolHE BN Fart AWAANDE Fas
BE7h 2ASE APl 428 & Ake AL BAY F Aok

AAd 5 TF EEAAY Frigs #HEE §2 AE 4

U202, gld v}-920l sFas BlFE (soluble Fas ligand) & FUT &
KBxN €3¢ Edasiste] Bdd0 #2uEA Adaan.

mh9- A sFas 27HE (R&D) 2 pg EE 10 pgd B3 EAAT Ao
gd P92 27 W2 U F 47 SN 29 FUW PEoE w4
F7A 2 AN AFE SAHsY 1 A2FE = 4bol] JERIE. & 4bollA
YE e v} Zo), sFaslE 2pg FUT AeolE BE T R 94 A%
2 Wabh AAAT, sFask 10 pgd FUE Ao, oY Be wh9se)

]_

Hzd AE=R 424«1 EA A A& 7} Vet tk. S sFasL 10 pg
FUZ gld PHEZolA 9 joint mRNA “39 IFNy, IL-4 2 TGFBY ¥
AEE A3 & 4co UYeHATE = 4collA] SRS E Hl9} Zo], sFasL

10 pg YT gld PF¢20lA 9 joint mRNA A9 IFNy ¢} IL-4 ¢ w3o]
Z7H Wb, TGFpY] 2d& Zasigit

AAd 6:Fas FNE JAE T #AHE A7 AY
ol HAF}EL T Fas BT KBxXN 83 EdX
EdoA AHEIE FEAIIE FLE ¥ F e A&
AR ol A, WlE Fas 2= E4s5to) Ade B3 o
2 25 gaHHQA JqEL = IS AAEH. ol JHHE
shQlstz] HEliA, |HEIY Uy early), % 7|(mediated), =
7l(ate phase)® W¥FolA Fas =9 EASE dstn BHAY
AE #EGT

o nfl o W
L
2
i off
P
N
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Fas 8|t= £=27] &3 (Fas ligand blocking antibody, BD bioscience)S
10pg © %o = PRSS Zaate] AA E3E 300 plz T30} Be upS2o
& dGv) T3t 83 Eday 5 AGHE 4 Edxay 9d
F74A Fas P2 B27) FAE Agsted, B2QE L9 27 dAdA Y
Fas 2]7t=9 Q& a3t A7) T8 Edd digte AAd 29
Td3A #FE FA L I AFE FAHSY = sad JdEHUEAY =
S5a9l Al & = Ql%0), Fas BItE BE27] FAE A vlezor BEAY
o] AASIA dAEHE RS AT + AU

T #3d 959 FUgn AAAE 83 EdLy 5Y FTHE
9Y7tA] Fas BNE= EZF FAE 10uyg EE 20 pgd o= PBSE
Z3tsle] HA R3S 300 plE 230 B6 vk -7,‘—?:}6}_]_ Eul |
FA 2 A AFE FAHSE = shol JEMATE & SbhollA FgE=
ule} ZHo), Fas B|t= £ BHG Id S04 Ay 7:"1—01]
4@."*01 JAHT dde BLL + ANoH, oHFd Al AAE Fas
e 227 49 s kol 42 o $9ud anE yshp:s
AL E UEIRT. |

g @

ez BIY AE @ A R W A7 A we
N71Q 84 E@sv 8d FRE BF 1YAA Fas P0E 227 PAES

20 pg o Yo = PBSS T8t HA FE 300 pE o] B6 vF2
g Jdv) FEHASG BVl bz gigte AAd 29 FYE
Aes #Ad FA 9 AN AFE FAHIY I AFE T 5
YERAS = ScollA] E1EE uiel o], BAHEE IW x7], F719
A2, LI)NME Fas = BRI A AHYA FHEG] wE
EEZ AAHE AL AT F AL

g A7) 83 EdadE B6 v EE9 Joint mRNA Aol A
AlolE7FQl (IL-4, IFNy 2 TGFB)-O/] 2d ALE #E9 ¥y 27, F7) ¥

W2 A7 HRsel 1 ARE = sd WA spl 4z G = sd
WA st SAE e vhel Zo), BER W x7], F7] 2 L] BFA
Fas 27t= 227 ?‘E}iﬂ FYg vhezolA L4 9 IFNy o 2o

ru££ o
[o
ofN
N

2238} 31, TGFR2) g Ao E YERh

A Ald 7: soluble FasAE]Z_}E.P—] AL JdA HL o BHIY %uEL
29 |
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AAZE BHRY *Pr‘%,}'% Z235l= soluble Fas =9 AA W
AEE AR E o B o] AAHE=R Al@Eit. oY Bé6
vh--29} Fas 2 lpr v}$2, 283 Fas 2|7t= A9 gld k2o A A
g3 Eday Ady 1 geyg vEYL vgazzgolyoe]z3 o)
(MMP-3 inhibitor, Calbiochem, Ac-Arg-Cys-Gly-Val-Pro-Asp-NH, ) 100pug = =7
W= Zrl—‘?:}?}. T A7) AAd 29 FY W¥ez #dE FA L dA
A+E FAHst 2 232 = 6ol YEAT. = 604 FAFE wiet
Zo] ok F B6 vhf-2ol sFas I A AANNE F #E FA
2 A A7t FAEE AE TF AL, lpr v gldvb$2oME
ojgigt AHE #/EY F U A7 HolHE B3I, MMP JAIA 9
FHEE A{; AFE sFas U= AA A= 5'5}04 Oqoixlu:] sFas
e AP AHGY LS X F

AT

FO
(U
to
e
61
to O
1
ro -
o
4

A Al d] 8: soluble Fas B|T=9] A A ARIQ 99 &<l AlY

e tlole] & T3t sFas A=Y AL ARINIY LEE
81, ols BEEY fddte 94¥8S 2 ¢ F ddY ©gLge=
sFas t=7t s ARIINY @ ZEA7F obd sFas gt &A|7F
AZNEY FUL EAsE AN A48T F YA s 2y}

7] AAld 29 LI WHOE op¥Y B vhv2e FAGE FET F
M #E R R 9 AT B2 YA #HEd #d8 €5 AxE

AL F 80um transwell plate(BD Falcon)®] upper chamber: 300pl ulj kol

(RPMI 1640, 10% Fetal bovine serum, 1% antibiotics) | @Z M|XE ¥ 11, bottom
chamber= 700ul wi%FAol] z+zb Ong, SOng 283l 100nge] sFas =S
JolFAo  24A17F ¥, sFas @]7F=o] wel upper chamberol A bottom
chamber £ ©|&F3%F ML F7} XA upper chamberdl W& 9 dvie
H &A1& E7a0 YEMSIT T3 24417 & 242} upper chamber 9}
bottom chamber®] M|XFE £ 7bol YERHIAT

E 7a R TollM & g U RIe} o], sFas BT E FES v & sh
upper chamberol] AT FF HE F bottom chamber & ©|E3 HXE 7}
F718tG e A7) A9E EYE sFas 2= E AU 2dE 24%
¥RE ol 2} sFasL AHA|7F ARIRICE 283 &Addd F dA).

15



WO 2012/144676 PCT/KR2011/002953

A9 AHAEE T E 9 Fas = A AL AR
THE JAsq d5 B A, 945, 53 #dge] ¥y =78
oty W Fll= #AG FA9 A aFHole Ae Y &
AT EZE ol AFHEL BHIL HFET 959 9% H AEH
Mol 714 ARE AFTE = e Aoltkh, © Yolsl, sFasL A9
AR OZAY 2L §EE A|F ok

16
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EEERE)

1. 7}8A Fas (sFas) 2|7= AAAE SaARELZ d83lx,
Mip-la, RANTES, ¥ IP-102 o|Fo|z oA Adad 15 o] AR
5 2 AA8 ZHE
2. Aol QoiA, A7) 7144 Fas = JAAE Fas F =
=27 @A, Fas YRE 7HEE GAA, R MMP-3 dAAE o] Fo
Tl A AEE 1F oY AHA 24 E.
10
3. 7}44 Fas (sFas) Y=g FaEAECEZ IFgs= IF
Fee 24E
4. 7}84 Fas (sFas) IS AAANE FEAHE0Z T4t
15 9= dy = 58 ZAE
5. A4zto] QojA, A7) 718 A Fas 7= AAAE Fas gt=
227 A, Fas YNE= 7185 AAA, € MMP3 JAAZ o)A
oA A"E 15 o4y Ad =4 E.
20
6. A4 e A5l UM, 7] dFE BHIA A E
7. Aedol A, 47l BEEL Frlglx BARE 24 E
25 8. 7}87 Fas (sFas) = AA A9 Mip-la, RANTES, ¥
IP-102 o]|Fofz FA MEdE 15 oldy AR Ld JAE ¢
T2 AMEE7] e & &,
9, Aggtol YoiA, A7) 1A Fas ATE JAA S Fas =
30 B2 fz}zﬂ, Fas BE 7H83 A, 2 MMP-3 JAAZ o] Foizl
oA AElE 1F o]Ae A &%,

10.  7}84 Fas(sFas) 2l7t=9] AERIIANOZA 2 &5,

17
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11.  7}84 Fas (sFas) 2= AAA9 = o} = X5 S

rr

12. A11del UM, A7 7H8A Fas 2= GAAE  Fas

5 Pt= B2 A, Fas IS 788 AAA, D MMP3 AR A
o|Fol7l oA AEd 1% ol A §E,
13. AN £ A12gol] JoA, 47 95 #EAY &5,
10 14. A138] YoM, A7) BHEEL Frlelx FEYge &5,
15. AR By 72A2E Fez F= Hx T FHEIFOlo]
gt ddE M X0 7FEA Fas FUE AAAE FAEE dAE L=,
Mip-la, RANTES, @ IP-10& o]Fojx oA Aesd 1% o|49
15 ARFAL HdHE ZAAAIE U
16. A15ao] QAojA, A7) 7H8A Fas BHE AAAME  Fas
Y= E27 YA, Fas = 7183 AAA, 2L MMP-3 inhibitor2
o]Fojz A HAEH 1F o], AR RS ZAAA7= Wy,
20
17 ITHF EE EFFIOAM EBEgd 23 EE AXA A7)
7184 Fas BltEE 5 o95lE GAE 8=, 9= §9F 9y,
18. AZE A EE FFo] $2E ANEo 7H_A Fas =
25 JAAE FAsle @AE £FsE,

19, A8 AA, A7) 71EA Fas 7= A A Fas gl T=
827 &A|, Fas 2= 7183 AAA, 2 MMP-3 inhibitor2 ©]Fo|Z
30 woA AER 15 o], EFY AW = AE P,

o[N
o

[\®]
()
2
=
ot
H
e

A9l glolM, A7 AFe BEG, %

18
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21, A20Fel UoiA, A7l #EEL FetEa #HEA ¢

AW e X5 W,

ofN
1o

22 A8 FR 2ZL NSATIE B #
5 71 Al89 Fas e 844 L A5 E 9A
g ¥3lsla,

47 F3 24< ALE AZoMY Fas 7= @A)

AARAY, T2 EFE& AR F AF5AY Fas = 4R
#ad A5 A7 R EZ & Mip-la, RANTES, % IP-102 o] Fo|z Fo A
10 AEE 15 o]d9 AR L dAAZ AAHse AE EJL2= 3,

AR 2d AAA Y 238 BH.

15 2 ¥3s}a,
A7 TR OEZELE A ARAAQY Fas HEY Ao

AAHAY, TE EFE AYsA &L AlFAY Fas = S4RG
A" A A7) $E EFE 95 ABAR BAS= IS EFPLE g,
AF A8AY 2389 P
20
24, A3 oA, AVl 9FL BEHEA, €F AEAY
2389d B4

19
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The claim pertains to methods for treatment of the human body as well as diagnostic methods, and thus a written opinion
has not been established. (Rule 43bis.1(b), Rule 67.1(iv)PCT).

2. E:j Claims Nos.:

hecause they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:
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E:} Claims MNos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a}).

Box No. il Observations where upity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. S As all required additional search fees were timely paid by the applicant, this mternational search report covers all searchable
claims.

1o

¢ additional fees, this Authority did not invite payment of

As all searchable claims could be searched without effort justif
additional fees.

d additional search fees were tirnely paid by the applicant, this interational search report covers
fe

3. E:j As only some of the require
h fees were paid, s

only those claims for which

4. E:j No requived additional search fees were timely paid by the applicant. Couseguently, this iuternational search report is

resiricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest E::} The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant’s protest but the applicable protest
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No protest accompanied the payment of additional search fees.
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