ZIHSd 10-2017-0110068

O (19) H3R=53]7 (KR)
(12) /W53 FE(A)

(11) Iz
(43) FMLA

10-2017-0110068
2017310210

(61) =587 (Int. Cl.)
CO7K 7/06 (2006.01) A6IK 38/08 (2006.01)
A6IK 48/00 (2006.01) CI2N 15/63 (2006.01)

(71) =44
olgto{ At Etal et Het
Me58A ST olsteitid 52 (Wds, ol

GOIN 33/53 (2006.01) st 2o gk )
(52) CPCEFEFH (72) &gz}
CO7K 7/06 (2013.01) o] AY
A6IK 38/08 (2013.01) ANLEWMA 22 E A527 57 FY A o] AR
(21) 299% 10-2017-0122053( - 3}) o9 E 106% 3043
(22) =944 20173094921 SR
AAR A 20173099219 HEERA H2T F3174 25
(62) 9= E3 10-2015-0085331 W g 2] olulE103% 2015
=94t 201530649169 (74) gl
AL 20150062162 o] g
A A 4 0 F 5 8
(54) o]l W3 IgE-o]&% 3|2l WERAAURF) 2% Helol= 2 2ES 393E 4k As &%
(57) & ¢F
B o [of-9]&% 3 AElYl W<l AH(1gE-dependent histamine-releasing factor: HRF)ol Z3lslE #Elo)
E, o5& IY3te A4, AFF 9 D PAHASA 2 ol59] 9Ttd fko #ek AoBA, K dwo] HE}
ol=EE MEAA 32N o #HE AFERE, olF WA o AF F Fulelx HEAY] Y, d
W Es Ao adFoR o8 4 rh. S, & Wy wmE FEol=E AREAR o] oy HFEo|
Z(non-peptide) FE&HE& AXT =% Ut}
O ¥ £- %9
12 ; 0.9 -
=&=\/chicle =&=\/chicle
0.8 -
o 10 {=©=5mg i -e-5mg
é ==25mg éj o ==25mg
“ g c
- v}
g v
£ 6 s
— (]
[¥) —
= +
54 g
s <
2 o
0 o

D21 D25 D27 D31 D34 D38 D4l D46

D46

D21

D25 D27 D31 D34 D38 D4l

f #2p<0.05, **=p<0.01



ZIHSd 10-2017-0110068

(52) CPCES|&EFH
A6IK 48/00 (2013.01)
CI2N 15/63 (2013.01)
GOIN 33/53 (2013.01)




SIHS31 10-2017-0110068

5 A 4
F7H9)

AT 1
70 otmwato @ FAE, R WA ol AR A L @ WE AR FozRE Muldn ) T oA obn]un-ak
2V, Y, EHEAZ Y FoZFEH A, A AA olu]w=Ae TV, F 2 AR 1A

w, ol |A opu b2 Y, P ol AR FAE TowREH HdeEa, oA v opv=ike P, 6 R KR A
FogRE MuEu | oA WA ofumibe A L, S 2 WE PAY roRRE Husa, AdF dHA ofvmit
S A PR NE 7Y ToRRH MEHE dye opneit AR FAEHE fEel=E fFadRow el
a,

371 WA 8 B 1002 e Lo EH HEEE ol dhube] opniil AdR A4

AT 2

Al 1&gl olA, 7] HEtel=% Lo, D-, EE L- B D-opvitoz e fEte]=2d RS 50w Sk

Fobels BAGe A, oy E= ARG oFshH 2YE.

37% 3

TN opmiato® A, 3 WA ok A L 2 WE AR FoRRE Ad9Hn T s oy
SV, ¥, EZ AR A wosRE s, Al WA opv a2 TV, F B AR A woR

o, dl HA opumAke Y, P 9 AR FAE FoRRH Husa, oA WA ofumike P, G 2
ToRRE MuEn, oA WA olmxAbe A L, S 2 VR Y voRRY AduEn, 499 W
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g & WY AAL AustA 454 Ak, WAAAE YT WY ABAe] Bels WS BED A
Aotk ZY A2 FAM Aol 1% Fdo] ohd B ALE Moz 0918 FASE Av W Ade] =
of = Holha vk, 3 P WS A7) Fol AT WA ook T wWel WS AA E

=]
T gud .
A7} A Aolth. ook welw UEmAL Asko] FrElx BAdolT)

FobEls BEge wE e A£He) GFWS BYow s vy 934 ANABolth. Buke A%

9 WY PFUSOR dlste] WA AT &4, T UG AARel £4 Ak 2ol dojum, AT

#ae) w7t doju} F)5e] el zelshs Aol Fad AH SAolth. on e WY & A
A Atolel 714 sk uele, g ulge 13 AR ogdA U ek o] A

FrolEla Bd o]l wAstd, PEAE ko] oy AEES AFEtal I BN dFS Yo 9
E7lQlo] AAHETL. o]gd AfolEFICl = FUIAIIAS} AEFZ-1(IL-D o] tEAY, olE2 &
A F99 WE gy, F27, g, A870E, ATHh 5o dAH FAH 9 ¢de] H).

i

off

. EEAE

%) A= =4l
EHF70-4(1L-4)9} 1gEe] ¥HE #aA7e y-AEFE(y-interferon)3te] #¥o] wajE HozHE 7|l
i gEA dvk. d gl =EFEHW, SA] v (immediate reaction)o] dojubil, ¢Fel FAHE oy
MEE0] RolA HY, F A7 ZFo= 597 F(basophil), ZAFT-(eosinophil)$} ¥ ZF(lymphocyte) ZH-E
BEH|E = 8| 2] o3& 7] WkS-(late-phase reaction, LPR)o] ¥oju}A Hr}l. LPRAAE A7) F=2HEE
3] 2~ElHlo] EH|E =1 MCP-3, MCP-1 T RANTESSF #-2 AlolE7FQl(cytokine)o] 3|2EH #H|E L8 A
o7 d#Ex Yo}, IgE-9JF=A LPRo| A= "IgE-dependent histamine releasing factor(HRF)"#}1 E¥+&

N

2do] THVIFONAN S AERE BHIAA g dHA eS dod 5 glgol WM th(MacDonald et al.,

1995).

TCTP(translationally controlled tumor protein)”} & 47| (basophil)®] 3]2ElHl § WES FE3le &
dg27]) wheS fadctn dEA 9lev(MacDonald et al., Science, 269, 688-690, 1995) =L 71d S&
et 9kar, HRF7F Solgk Mz F=&AC Ajtsle] 288S AAEd o, o2 HRFO] FAA L 280
= wal 7 w7l 9lth(Bheekha-Escura et al., Blood, 96, 2191-2198, 2000).
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olo], B A= TCIP o]#A|7} 1gE-9FA4 3|~y W& HRF) Y-S Feletda, AE & 2u]g HRF
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& BAsE A4S vehlE molth,
% 5 ¥ wye] wE fele|se] IRF AR vad molth,

% 68 RBL-2H3 AEFIA P wwe] me getolssl sawu Bug oAsd Bad ¥ SHG §%-
W3 A%E vehie ol

% 79 RBL-2H3 A|EFo| A & o] w2 AElo]|=9] HRF &% 3] ~Elyl #H] A4S vlud Eolt}
T 82 Ut &#A o] Ao A HRFO HES YEH = Zolt).

= 9+ FulgaAl #Ed EdoA Tmer FEFo] =<1 dTBP2(dTCTP binding protein 2)7F FwlE]=A] A A o
ol M= JEE A Lol

%108 Frhesay 89 mdel A dIBP27l FrlElay BAd Mgl mAE g BAG Folu),
% 118 FriEls #d9e] st ARESE 0P ol F7HES ekl Tezolt,

% 12% IHC(immunohistochemistry) A3E& EYE Frlglx B4 3dx59 Ao TCTP7F BXxdE AEES
dujFoz F& &g agolr,
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of ofg] 71A] A, dE W 584, DA, WA @ BEA Fol x3FE 4 vk, HAF FoE #%
AAel= e 8N, vFALA, A, FA, FAAAA 9 FA7F 2. v LA dEE
AZe Z2gdd=gE, ZdeEd =82, S8 o9y 22 AEA 7E, dEsdoES &2 T4 JHe
sk diEH 2 Fo] AHgE g k. FAY VAR f1¥<E(vitepsol), PFARE, Ef(tween) 61, FH7F2A],
+8x, FEAE 9 A" Fo] AgE F k. B aro 7"\3%—0— H 77 2o A BEZ FAF, I
FAE, FekAL, AWFAL, 25 FAE, 5 AN, AR FAE AU A9gAE, 83 A, SR OF
AV, ZAEre] =AY, H =AY, A =AY, U A, U A, A1, AR 2 73R Fof, Ae o,
A 22 o] AA FE o= Fojd 4 9oy, old A= AL ofyr).
FoF g9 e, o EW NE FoF 1, 2, 3 BE 4ulE FRIAY e 1/2, 1/3 B /408 7
ATk, A FIFE vFAV|EE A gdEel 13l FAHE Y-S EF3H, ol B 19 FoFe A
501/2, 1/3 = 1/4del sEstt. & 2] 2AHEY] FEEFS 0.01 ~ 10 g/kgoli, npEA YR
0.1 g ~5 g/kgol™, 3% 1 ~ 63 Fod 4 vy, ey, Fo A=, A9 F3x, 44, AT, 99 =5
off wetx FTE G JornR ] Fojgo] ous o ry B Wyl HeE sk AL ofYr)
2 odtgo] 2AES HE AP Tt A AYS Fae Ay, AT Fo EAAH 28 50% XA
(IDsp)2 A% 1 g/kg ©]/9l ¢kds E4d=2 dddr, 2 Wgeo 2SS FrlE s B9 o 2 A=
& f3te] dme®R, e g%, 328 A8, 37 An 9 AEILH 93 2@4AE ALt WHES B¥Es)
o] ALEE = Q).

o 9 Adels ¥ oWwe a2 B, X oune] ygol sy Aald L Agee] s

AN 1> HP AFAE ol tlxFo] Aefel= 2 ¥

HRFE 428 ol 14g8t(immobilization)AZl & el Wy IE Felo|= gholH 2] (7-mer random
peptide library; New England Biolabs, USA)9] g AHS F3f HRFo| 28 = Jd+= HElol=E B3}
o= 1).

TAAReR, FY 4FH(0.1 M NaHCOs;, pH8.6)ll 20 pg/mb == &3A1%] HRF

Ll

50 A EH2~EE wlo]la
2Eloly  Z#olEe| 7sta, 4 CToA ¥A Z"Ye = BSAR H|5o]F A3s Adsiti. 0.1 %
Tween/TBS(TBST) & 6 3] A% 3+ & vfo}x]- ]/\%31]0] Feto]= zlo]H 22| (phage-displayed peptide library)
A9 10 WE 3 % BSA/TBS 40 poll 3|43t §o1 sbska Lol 1 Ak Bk AN, TBSTE AH&3ho]
5 27 A & MHEE, 1 3] UH”(panmng)f\loﬂ g W, 2 3¢ 3 3 FdAddl= vl W, 4 3] sd Aol
= d W AAEY. FEA/HCE SEN(pH 2.2) 50 wE 71Eta 5 B WX F ol E &E5a 1N
Tris-HCI(pH 9.1) 8 w= F3}atdtt.

£33 dpolx] &N 20 mle] ER2537 Ml (0Dee=0.5~1)ell H7kalar 37 T o7 <15l o€ (shaking
incubator; rpm=200)o14] 2 A|ZF vjFet & 100 m¢ SB wiAE 7}8FaL 250 rpmoll A WAL wlFsESIch.  wj S
10,000 rpm(4 T)olA 15 &3+ 48 A2 AN 100 meoll 30 mle] 5<PEG/NaCl(20% PEG(w/v), 15%
NaCl(w/v))& 7tste] 5 53t &3 /‘17151 Aol 30 #7F BAsHATE. 10,000 rpm(4 T)HellA 20 &3+ Al
g3t & AN g nE A AstL S 1 mle] 3% BSA/TBSO] HF-AFHT. 2 5, 14,000 rpmolA] 5 #7F L4
wEE AAAE os el AP%E Ak, s BAG Folx] HAE 4 3] WHEE & J2 &5 Topx
A% A3 ELISA #4& T3 5olAQ HsLd Yehdle Jtolx &%
FEPol= AEs gttt mgh, HRFel i $-Ag A%S Yetlle dolx] f A& ol

m&‘
10

T

L
sfopA] Hetol= obvl it A 3 R
phl pl LVTYPLP 1 1
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ph2 p2 WYVYPSM 18 2
ph3 p3 SYLPYPY 1 -
ph4 p4 WEFPGWM 5 3

<A A4 2> s}o}A](phage) ELISA £
sh7]ef o], AAld 1olA @ sfopx|e] At Fst=E ELISAZ Hlaus3itt.
=, SB wiAlol A wjF3E ER2537 HRFN(ODgo=0.5~1) 1 m¢Rol] z+zte] sjolx] ZetaE £7|x 37 € SliH o]

H(rpm=250)° 4 5 Azt viFataiet.  2Hzbe] wiekel 100 w® & 900 ] SB wviAe] 7}ebar REAY mjokgh $,
14,000 rpmoll A 5 4 2 3] YAIEF S 4 NS ELISA 240 ALE3F .

HRF &= BSA(HZ)E ZW e oty dd, fesid 242t sfolx] &AS 579 6% BSA/PBSel 3]41g &
N 50 WAS JFeta 2 Aot ARSI, PBSTE 5 3] AlE3F ¥ 3 % BSA/PBSOl 1:50000.2 3]4] 3k HRP-
AsrAClEE &-M13 &-A (Pharmacia) 100 pX& 7}t 1 AZbsQt AX8kgivk. PBST= 6 3], PBS®E 1 3]
AF g & HS Aok Al (peroxydase) 71& &9 100 A& 7hste] @A HEE ELISA FYE AHEshe] 405 nm
ol FAsrt. 1 AFHE = 20 YEhldTE. o]2FE, & 2] dtolx] phl, ph2 % phd4, 53] ph2 %
phd7} HRFell BolA o= AFeS & & UTHE 2).

<AAle] 3> FEO wE HRFS} TopR] S ZHH A

HRFE 20ug/mb ol MFH 1/62 A&Hom 343 §(2H2 20, 4, 0.8, 0.16, 0.032 pg/me) 50ut % =2}
28 ol aAgstaialk. ofrlell A 1/56 A dfAom sk 1/2, 1/10, 1/50, 1/250, 1/1250) v}
o}#] ph2 &g 7hste] ELISA 45 AAletar 405 molA BAAEE SA%Ic. 1 A3E = 3o HER
Ark. % 3omRE, ¥ Wwyo] wi volx| ph2 FEo| HRFE 0.4, 0.08, 0.016 % 0.032 pg/m7HA] 3|4
74g-oll %= HRFeHe] 5ol Ajtss FA8ka oS Rl

AMAm =

a) ELISA #41& B3] 5olAl st=E yehll= dobx] Z&(ph2 E phd)Whe A FwAlste] tixZdold 3

gk &, ek SEfol=(p2 H pd)E AT TS, 54 dxTozA Ay fEel=
(ran, o924t A <d: LMEGCRA)E §A4d3toitt. HRFE ZH S ol 1000 nMolAF-E A& o2 6% BSA/PBSe]
3]418H(1000, 100, 10, 1, 0.1, 0.01, 0.001 nM) FElo]= &N 30 WAL 7}eta AL 30 27+ A8
S, o7 molA] PN 1/25% A S shete] 2 AlzF ¥ FAEkQlth. PBSTE 5 3 xﬂ 3 % HRP-7TF
AlolER 3-M13 FAE 100 pe 7Fetar 1 AlxF BXekgivk. PBSTE 6 3], PBSE 1 3] AlH g §, F&A|rto}
Al 714 &Y 100 WS Thete] B Arg S3f A4 oF-F ERleitt. 1 AdE & 4a E 4bol] YER]
Atk olZRH, T4 HEtol= p2 B pd7t EF dhopx] ZE ph2 B phdet AAAH O ® HRFOﬂ AgeS & F

2
UTHE 4a H = 4b).

b) pl, p2 % pd7t HRFS] FQE F9lel A=A 92 AW stel, 47] a)st AAHow FAF U
ol el IR e phzel I pl p2 ) piel AAAE $A2 PSR, 2 A doo) e
9tk ol H, pl, p2 ¥ pd7h BF HRFE] B o]

<A Ad 5> HRF A% HEelo)=9] ofuxAl A E Ho]

2ol e e FEol=o] IRF 29 =g
sty depd(A) ez A@star, © m5e] Af-olnt glejAl(K) o2 Ak lth(3E 2).
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2
et e = o]t A e
p2 WYVYPSM 2
ml AYVYPSM 4
m2 WAVYPSM )
m3 WYAYPSM 6
m4 WYVAPSM 7
md WYVYKSM 8
m6 WYVYPAM 9

m7 WYVYPSA 10

7] Fefel=9] HRF ZA3esS AAld 29 Adddoz FAd3 oz =4 O}Oﬂﬂr I AFRE & 590 YERY
o}, o]ZXE], HRF ZA35o] p2, me>m7>m3>m2>m5>m1>md S &4+ A=

¥ o

<AAld 6> 3| ~ET £H A
pPRSET-A ®1E{o]] PCRE Z=24 % #E HRF A& A A(Chitpatima 5, 1988)% =243 &, £ coliolA =t
AAH T, T Az FwES His-Z2F Ni 2 (Novagen)S ©]-838Fo] AA|8kar RBL-203 MEE #=38}7]

98] AESFATE.  RBL-2H3S 1x10° AR 24-2ol|H ZAAZ T Y& Igk %ﬂmzﬂym Serotec)® 45

~60 ®7F FA7IAL AT HRF @A S 20 pg/mbE A2 SFATH A dlxat).  A7lolA Enjek Az 3

e SlEfo]= pl B p2E &F-oFE4 WHoR Aot E@,ﬂiﬂHWEMW%+ﬂﬂﬂ pl, p2, p4
1 WA m7& 20 pg/ml2 HRFSF 5Y3 vz 283k},

& AWZS RIA-EA 7]E(Imunotech, Z2)E o] fafe] oldstel sagvion Axsh 5 -0}
3| B3 meZeg g 44 AFAAT. o] ABL Al y-ASIleA Z4aart. 1 A
2 % 62 79 JERIQTh. = 6] UERA wlel o], AdmE 20] MEfo]=(p2)E RBL-2H3 AlEo] 713t 7
2 0.01 ug/meoIAHE HRFO] ©)3h 8] ~Ebyl o2 Asjelott. mah, = 7o) tpEbd vkel o], pl, p2, pd
2 opl WA n7S 20 pg/meE 71elR S ul, m2>m5emd>p2>m3>pl=pd>ml>m7>¢] A2 HRFo| 9%k d)~ekyl BEH|E
Asad | m6e] A% 8~ HuE odly 27470 B

\}

>

<A¥d 1> Frlelx BFE Y 3k dTCTP(dimer translationally controlled tumor protein)9 YAF AHAA
gl

TCTP(Translationally Controlled Tumor Protein) ©|%A & (dimer) IgE-o]&A 3J|=EIWE
dependent histamine releasing factor: HRF)7} %UPH’\ #4 ¢ (Rhuematoid arthritis: RA)e] #osl=x] o
w7k A2 el el Ha gltEl, B AmAEe 1CTP o) FA(ICTP: HRF)7F el 2y] wsg Eusis 3
2EHYl 2RSS MAHEE 7 v Jor, T3 dFA4 H3 T sl FutEl2 3H 9 (Rheumatoid
arthritis)o] dICTP(HRF)$} A=o] & o Z AZtE o] AdS AP 3ict.

TAAoR, Al (Negative), H3lA #EH 3+x}(Osteoarthritis: 0A), =7] Fulelx #FE A2} (Early
rheumatoid arthritis: ERA) H 27| FulE]l2x #AA3 A} (Late rheumatoid arthritis: LRA)S] ¥A7 U &8
A (Synovial fluid)ollA TCTPY] 4& 3H2l3tr] 913} TCTP detection ELISA(Antibody-protein-ELISA kit,
MYBioSourceAl, CA, USA)E AA|dt}. dTCTP AAE detection 3t7]= o7 vk, TCIP monomers= TCTP
dimerl dTCTP(HRF)&] A 24<¢1 #F monomer2l TCTPS] =717} dimer$l dTCTP(HRF)Q] Z71= o]ojd Aozt
g AZES d& 5 JV] "ol

o AT, A9AN Al AET Hag pAd AEAAL 0P Fo] A e BT & AT, 2]
Fubel s 949 Sxe W) Fubgs A9 B AZelAE Aush AR5 10 ol 3

B 5 AdH (= 11).
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o}&2], IHC(immunohistochemistry) AdS EhE Z} 59 4| TCIP7} ot dul} EAjsl=4 dn)
Ao Fa gJdsict. = 129 o], AMoz JAlyE FFo] TCIPE YebH FHeid B4 SxH0A)
vl @] Frlels Bdd SxRA)Q BE Ao A Be TCTP7F A% o 4 AATH(= 12)

<A¥d 2> CIA(collagen-induced arthritis) ®h$-2o] t)d+ dTBP2(dTCTP binding protein)®] FulelaA &
A G a3 g9l

Bodlm o) el HElo]| = (7mer—peptide) dTBP2(dTCTP binding protein, A7) % 1 2 3 29 p2)7} HRFeF 4
el HRF2] 48 Aty Frtel2=Ad #dde disk oW ad7t s &3}

FAHeZ, CIAS fF=8l7] 918k, 7589 3 DBAl/j vk 26vtElE F4s8ke 15 o] As71E 7K
% 1x= bovine A28 Z=}Al(Type2 collagen 2 mg/ml, Chondrex)} %E@ 559 complete Freund's
Adjuvant (CFA containing 2 mg/ml M. tuberculosis, Chondrex)E 1:12 &33}e] 150 plES A1d 9 7] Aol A
2 cm ol FWE Fd] HHS FA}IFHOLAP). 357 F 23 FAFE A3 =8 CFA tAl incomplete
Freund’ s adjuvant(IFA)$} Bovine A28 Zajzal A A 1:19 B|&E E3tste] &R 100uLS A7 9
1A AUE Fa dHa Fdskdoh. 1 & BFA(vehicle)wt FF 9nte], dIBP2 5 mgs T 8wt
2 dTBP2 25 mg & FoI@ 9nlelz ESkITh. dTBP2E PBS 1 ml 2 1.5 mg¥ &aiste] Folsigla, #Ed
HAEH7] AR 219 E 1Yl 34 Fosiglom, = 234 Z; it 0 WA 48(F 0 WX 16%) 9
DFATE AUEEIGTE. S AR HE o] &3t & HE FAE FAINNOH, HE FAH A

)

2o
= @
jus)
R
ot
=
B
it
[
ozi
EL
¥ T
_ﬁ

o
%

& 5o 72 AT Fojd 9 dIBP2 5 mgs Tl  Hr} FulE]

o] %*xﬂs‘:l—t» A& Felskodrt. 31dAtel A= dIBP2 25 mgs Foldh o] RFAW F
A E AL, 46Y3tel A= dTBP2 25 mgs
ol WH Fo] AgAE S < °

)

=]
o
Int
- Q
gL
H:
v
i)
I,
o
0%
)
o,
il
o

dTBPZ 5 mg<=

1;< =208
AR B FAE

_"’:
s @ﬁr BAnt Folgh + % dIBP2 5 mgs Foldh & 4197k X
&3 FAYAE Wb dTBP2 25 mg2
stol, dIBP2e] FrtEls ¥ o adkE SRSt 9).

>
xﬁr?
ox T
I I

Eodb o o w2 [ W o
2 a
o —
o =

N,
ot
]o
oE El‘[

<Agd 3> CIA v}-9-20 it dTBP29] FrlElaA #EP X5 83 9

X oulyo] el MEjo)T qTBP27) HRF9F Zdsld HRFS A4S Adsle] Fulelxaa #AAd Udt X8 &

F7} deS et

TFAHow, A7) <d¥e] 9>9} Zho] DBAL/j mF-2olA CIAS FEatP i, 41¥ate] #AY dAds: HiF 5
yak

A=
213 4vtg], dTBP2 5 mgs

ol

2 7)1Zo R st 419x2E JIBP2E Fol8ty], 23 A|(vehicle)™ F Fo]3t 5ujg
2 dTBP2 25 mg & F3 5ulg]2 gttt dIBP2E PBS 1 ml % 1.5 mg® &alste] Tt 154
3 Foslglon F 234 AIE S48l

a2 Ay, = 108 o] dIBP2 25 mgS FoJ3h o] Hlal] dit

e 1 Folgk o 9 dTBP2 5 mge T3 18] <
A7t srolAl= F Fdol JMAEe] FutElad #HEd Amadrt dSs g0 AT, EI, AAF
o] AEQl ¥ FA SAHNAME dIBP2 25 mgs FoIT w2 41U} o]F ' FATL FAste] ALHow =
7k BPAT Foldk o 9 dIBP2 5 mgS T wibe diz2Ael AnE YehiS Fyete], # we]
dTBP27} FrtEls #dd A5EaHE JEPES A8 4 (=

_11_



)

k1

F1

g

ZIHSd 10-2017-0110068
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EH3
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E94p
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E
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EH7
Y
&
N
Hh
=
B
In}
<l
"E o
mS5 mé6 m7
=8
(NN ]
a0
<<
M N P BA AR oo fE BA-AR OHRE0E
0 | ] | | | | |
. >e g
184' ’* St b sy T maies.
N: A P: A A HRF BA: J1 & X &4 BE: J| & X &% AR gdigdld
=9
12 0.9 1
=&=\/chicle =&=Vehicle
0.8 1
10 {=€=5mg =8=5mg
2 07 -
g =o=25mg ] =8=25mg
=B £ o6
3 2 05
£ 6 t
I} ﬁ 04
< c
g 4 < 03
2 4 0.2
2
0.1
0 0

D21 D25 D27 D31 D34 D38 D41 D46

D21 D25 D27 D31 D34 D38 D4l D46

t

*=p<0.05, **=p<0.01
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EHI0
10 4 0.8 -
-&-\/chicle — ~&-\/ehicle
o &1 -e-5m @ -6-5m
5 9 § 0.6 9
‘_2 ¢ | #25mg § 05 { —=25mg
Y
£ o 3:-; 0.4
T 4 X !
c % 0.3 o
g " q 0.2 1
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o+ 0 4
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EEE

<110>

<120>

<130>

<160>

<170>

<210>

<211>

<212>

<213>

EWHA WOMANS UNIVERSITY

Receptor-binding domains of the IgE-dependent histamine releasing
factor and the use thereof

2017P-09-024

10

KopatentIn 2.0

1

7

PRT

Artificial Sequence

<220><223> IgE-dependent histamine-releasing factor binding peptide

<400>

1

Leu Val Thr Tyr Pro Leu Pro

1

<210>

<211>

<212>

<213>

5
2
7
PRT

Artificial Sequence
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<220><223>
[gk-dependent histamine-releasing factor binding peptide
<400> 2

Trp Tyr Val Tyr Pro Ser Met

1 5
<210> 3
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> [gk-dependent histamine-releasing factor binding peptide
<400> 3

Trp Glu Phe Pro Gly Trp Met

1 5
<210> 4
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> [gk-dependent histamine-releasing factor binding peptide
<400> 4

Ala Tyr Val Tyr Pro Ser Met

1 5
<210> 5
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> Igk-dependent histamine-releasing factor binding peptide
<400> 5

Trp Ala Val Tyr Pro Ser Met

1 5
<210> 6
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> IgE-dependent histamine-releasing factor binding peptide
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=T

<400> 6

Trp Tyr Ala Tyr Pro Ser Met

1 5
<210> 7
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> [gk-dependent histamine-releasing factor binding peptide
<400> 7

Trp Tyr Val Ala Pro Ser Met

1 5
<210> 8
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> [gk-dependent histamine-releasing factor binding peptide
<400> 8

Trp Tyr Val Tyr Lys Ser Met

1 5
<210> 9
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> [gk-dependent histamine releasing factor binding peptide
<400

> 9

Trp Tyr Val Tyr Pro Ala Met

1 5
<210> 10
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> IgE-dependent histamine releasing factor binding peptide

<400> 10

_20_
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Trp Tyr Val Tyr Pro Ser Ala

1 5
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