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(i) #3744 d#-F(hereditary angioedema: HAE)& ZEAU, Zt= Ao A7, ol 9go] Sl i
SISR

A25H o AEsHH WES AlFsis dA; 2
(ii) % 123 Aeag Hojr shte] dilAS ¥3tal= nlolontA HME F7& ZHstE WA RA, o7
A 7] Aolm shte] gald e Qe F71-36 SuH(IL-1F6)E Eotats A, 7] @Al;

ALgel glolA, 47] vhelonta MEE E 1ZFE A9 27 v 10719 GuA olFold, AES B4

A1akel golA, A7) HAE: 19 HAE i 119 HARQ, MZS BAshs g,

(i) ATP A a4 o9l O(ATP synthase subunit O: ATPO), AFe]Z=ZZ™ F(cyclophilin F) @ nlEF&=go}
d 24 g 60(HSP60) .2 o] FojZ FoRRE AdYH nEFT=g ol vl

(ii) 14-3-3 Ae}/de}t == 14-3-3 Hep/ <}
(ii1) @94 71uA YES, ©@wa 71U LN 2 wE7 st guwld 71uA 14(MAPK14) 2 o] Fo]d Fo=
FE A g 7)uA; 2
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dojz AESHY WIS FHe BAE xFgsta/sAY; B4 (DE a4 4% d953
linked immunosorbent assay: ELISA), WHEZ®W Z A (immunoblotting assay) =+ W %5 #HA

flow assay)< o|&3lo] Fax=, AMES B U4,
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7% 20
A
A7 21
A4
ATE 22
A4
27% 23
A4
ATE 24
A
AT% 25
A4
A7 26
AHA
AT 27

A

yige] 41y

#d 249 dg 25 2=

B o292 35 U.S.C. § 119(e) 3ol 2017 6€ 129712 =99 m 715
o = fhaw
X H

9 A162/518,492% 2 2016 9¥
16Y22 99 n2 71EY A62/395,7125.¢] ©]9)S FAITE. o] AFE

4 299 2zte] AA Uge B

I

4 AE SA3 Al2"e P4 TR A #& FRistE AdEd 2 S5 Al aHetk, o] AL 9
EE o e HHd w=F Al Xlla A&l ofdl] = ZELIFEAIFE CHAY o8] HF] A W A
A A stEth(Sainz 1.M. et al., Thromb. Haemost. (2007) 98, 77-83). A3 Ala®He] HAAEI s Hjzxd
H A5l A ddE-F(hereditary angioedema: HAR)S ¥ ¢t U3k Hgto] AFH}

HAE= &2, AFA, A7), G & 2 7= 22 o AA Fito] daks vA &+ e T4 Mg &
2+ of7)ehe Agto|th. HAE F4o] ui/l] ¢ul2r] e FF55Y 45 GoBE, HAE 3+ i) F5°
= ks Agste S4E Uebd w7k gsh] oEHu. 27 9 §4 HAE RS xFste &5 4%
o ¢ ¥4353g #AElE 58 Fola, FA HAE A3tE dWstAY oFslr 7| =5 HAE 315 #Ests 2S =3
EokA, o& Eo] HAE 3A7} HAE AtstE FHdstes A=l digh =& J3tEs g

upeba], HAEO| digh ulo]enmtAE gRlstar, HAES] &9 §3S Z7AW ¥4 HAE E4E& AS o] e o
BAE gl 9 Al Evket XA goodka] WS Jidele Blol 2 #Aale] vk, o] gk Hiole
utA= A3 7]l gk Aol mgk o]l Folar, o] Ak digh aHARl MEE X859 LS £XE

& ek,

g J§
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Z 2]
I &A1 2} (tissue-type plasminogen activator: tPA)

alli L= 2l
Wz 900] o],u 2 I3s=, MZTS BAsE HLHHJ;L AFgsth, @ AXNYE A, A= A3}

= OEj %‘E 1= = - - “ = T [e] = N X =
AN 2d1 AAE D3RS §14 FARF(HAE), oA 18 HAE == 113 HAEo|t}.

Y AAG A, welovtA AEE F 125H Ad9®E 27 WA 10749 Sdz o] ot HEl Ay
Bjoll A, Aol shte] dEid2 ATP A E A obeh?] O(ATP synthase subunit O: ATPO), Apo]Z2=d™

n F) Ee EZEgel 4 F7 9uld 60(HSP60) Y A mEFZ=ol dldo|tt, W A A
® shube] e 14-3-3 AlEl/2E EE 14-3-3 wEl/dubelth, 2R Ao A], F o
2 ek ZiukA] YES, el ZiukAl LIN B vEA 24 ske e 7ukA] 14(MAPK14) &
g Tt HEl AAGE A, Aol shbe] whd2 Fefolmal e 7ivkAl 3 OLJJr/“ﬂ
9 Jelol A, Holx hibe] WA e ATP % RNA @el7bAl DDXI9B(DEAD F2- 19B)o]c},
el A, Aolw ahrte] whalde AAYE W JHA] A} 5A-1(elF-5A-1) ],

F(cyclophili
Fefol A,

ﬁi:

o,

Fejoll A, AETA HMES AT AL 3 oo ZR2HolA AAE st T I
How AESA MES FHe ASs Xt 22 HAAFH A, nfolontA MES9 FFEe] LS

&2 A4 (enzyme-linked immunosorbent assay: ELISA), WY EZ® 774 (immunoblotting assay) &
lateral flow assay)& ©]-&3te Faj¥ ),

g2 4 2 gidAle wlolewtA AEQ Fo] diEwt tidAe] FAg nlo] A A
o] FFozRE HAL JdE A AE: A2vEY ¥y HdIs Z2E Aoz gAAE s dAE ¢
Fa3ic. 22 Ao, Y] e AR dA3E zhe AozA el S 43S A7y
X &l 2

gA, dAW g3 Zezd<l(plasma kallikrein)(pKal) AsHAl, B 84 (bradykinin 2
receptor) A&Al, S/ Cl =B A] Asjale] fFazs Al Folshs dAE ¥ Eddin. 2E
AAGEA, pKal AshAl= -pKal A (S 501, E‘r%%l?‘%& anadelumab)) = A 3) j“E‘rO]:(Cﬁl—EA =
o, olZ-gEto] =(ecal lantide))olth. RE oolx, BHatrd 2 &4 AsfAl= Al Feto|=(dE

o] ZFEIWFE (icatibant))olth. R dlollA, C1 o 2=E] A XﬁHZﬂL A 7 Al C1 ol 2=El kAl A A ]EP.

2y AAFHelA, oAAE Al tiE A Fol Qi Az Belm, Y] B vl ovlA AES fE

©:

of 7lzste] AR Aee Briets WAE Y Edetal, tixd oA Ac2RE ] Al Hlo] ent
AES] o] A= AR Bes Yekg. 23 AAGEdA, 7] U2 wolevtA AES FEe] V%
sto] iAol tiad A A5E sk dAE o 2. 2E AAGHA, A7) PEE Hho] ent
AES] o 71 %8t Ao AR de FREA FAE dets dAE o 23T

EOIUES 4% Bgs Asus AvE 2RCIE S0}, MBS 2 8B FAT 4 e vl enAS
AF@eh, volowlA] AES] £Ee SAE oldd Aol Bk W AmolA B 45T 5 Ak,

E e gEelAl, 4% Asud A ABS 20, 2 dew AL, ool gl i ugAl
BES BHSY) 9% 71 AFHD, AEE E 1298 498 Al §ud velenrld Selgel Al A%
A8 12RE AR A2 g e entAel Kolgel A2 AFAE EFehn; o714 AL BuA wtol
onsh Az Wl vhelerAt elsith, W deld, Al R/EE A2 ARAL G w6 Solgql
gAlolth, Wy ANGEeIA, YEE Al A%Ael A AL AF BA 2 A2 AFAel AYsE A2 2
% B R 5 Atk D2 ANGEelA, AL A%A L A2 AFAE AX FA] ngsA,
WA st ool AAGE e Aol B7] Aol AAEel ek, ¥ AAEe e 5w
e d7] =W w9y Ao AF Ay, 2w vH J7Yonyy Py ol
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7] =S B waAAe] ARE Wstn, B oAAUEe] £4e] FHE 2z YRR TeEw, o A4
fae B Aol AAE o

8 % olsid & A

E 12 71AH FE("71A", N=33)ollA1e] H HAE wh=("akzl ) N=33) <t HAR(IE/ 118)E 2zt 3z ¢ A
B ANCRE N2 ERE B BN AEN A FEE weTE v mug A

A @A 4(C4) F. b A AA(N=22), 714 HAE(I/I1)(N=33) 2 @=} HAE(I/I1)(N=33
Qe WP wEolel meielelsl SE. RFUE A B3 wslold.

T 2¢ 71A FFolAY HAE(IE/ 118)E zte A ("HAE 7]1A", N=9), HAE =} FoFo] HAE Ex}("HAE 2
ZHON=10) = AZFE A ("HV", N+28)EEEle] " AZo|A FXIlaol 23k &3} o]Fo g3 Zadel
el £Ee HelFE mug AA .

gt
o3l
o
o
UME
v

X 38 7]A 5("HAE B", N=18)cAje] @ HAE 22F("HAE A", N=19) &o+¢] HAE(I&E/ 11¥)E zte 3x 2
A7 AA (GG, N= 22)ETEH 7 AEA HEE Cl-odl=debAl AsA(CL-INE) @l 55 HolF
v e EES AAISTE. ar SRR ZAE olEteluE Xshe Z7te MAIZEE Y 4 ATl AE
¥ CI-INHE ®ojZFTh. b: 0}%E}°M7P Aerg A, 4] MAREEHY 83 AMIZoA HEE CI-INIE B
k. RFUE A 8% %HOM. A7 AR RE Y A MEd A Fir C1-INHE 6522 RFUL1852(3%w #

2, Shyeltk. 1A FFEelAe]  HAEE  zte SAEFE 8% AZAMe #Hy Cl-INHE 1231
RFU£673(SD)e]aL, W2} &2t HAEE 2t $A=REe] ¥4 AEddAe H C1-INHE 1082 RFU£530(SD) o]
t}.

i

% 4% 71A FFE("HAE BM)olA o] 2 HAE #HEH("HAE A") sobe] HAE(IE/ 118)S zte= dhxp 2 A3 74
("Xw")i%ﬂ—EH G MEA HEE nEZ=gol 75 dojd 29 v o] £ES BT v B
S AAZT. ar ATP @A &L olE] 0 5. b A]EFRZEY F 3. O nEZSgor 4 F74 oA
60(HSP60) . RFUE 2t &34 ©9jo|t},

% 5% 714 $23=("HAE B," N=33)oll4¢] = HAE 22H("HAE A," N=33) <te] HAR(IE/ 113)2 2zt ka2
A7 AA AR, N=22)ZHE 9] dF MEM AEE 4-3-3 ©uld Ael/de gl 23S wolFE vt

2 =S AAS)

O

_‘:_ ~
733k 7Hxﬂ("@*o”, N=22)2%-Ele] g *3%011*191 IL-1F6 Wﬁe FTe iﬂ%b w2 =mS A A F
RFUE A 3% ©hglolt).

= 78 J1A FFolAe HAE(IE/ 113)E Ze fg AFC'HAE 71A4"), HAE ¥z} 5ote] HAE $hx}("HAE w=2}) o
A7E A (V)RR g4 AE VM @l F|UA FES BoFE gz E AT, ar o] 2A-
Gl F)UA (YES). b: Elo]Zal-ghaila 7)1}A) Lyn(LYN). c: NEA A3E G 7)A 14(MAPK14).

RFUE At &34 th9jolrt,

X 88 71A FFolAe HAE(IE/ 119)E zk= SAH("HAE 7]A"), HAE & F<ore] HAE $A}F("HAE %) 2
A7 AACHV) ZEE e dF MIZoMe ZgtolzmAl AL kAl 3 Lub/WEHGSK-3 &at/HEh) e
FEE BolFe aWZE AAITE RFUE A FF @it

E 9= 71A FFdMe HAE(IE/ 118)E Zte AH("HAE 7]1A4"), HAE ¥# wote] HAE #xF("HAE 23 o
A7 A CHV) ZRE Y I AZo A ATP 9|2 RNA #2]7hA] DDX19B(DEAD BF2 whala 19B) whalz 4=
TS HAFE a2 E AAgY. RFUE A 3% ©hglolt.

£ 108 7)A FFAAY HAE(IE/ 118)E zt= Sx}("HAE 7]A"), HAE 2zF %¢to] HAE $kx}("HAE wHzh) o
27k AA "IV REE e 7 MEoAe] AAAE HA JJA AR 5A 1(elF-5A-1) % A FEE BATFE
=2 A A s, RFUE A 8% wh9o)t).

M,

e AL e AL Y&
st Alzgle oo Yjld ARE JIAA7IAL, ADSAE H H
g}, SEAIWE 212} (Hageman Factor) 2% A% XII AAH(FXIDE 319 WA A=, @ Zg 3 el-7]
o] Al A HE&E sl Al- Z2golAolth, FXII& &2 2

2 dpe o
[ e I
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Za® Aol shtel vl oA F5E 4 v,

71 % 12 A5 245t A2 dve dge] dis] oA e gAARTE et AEs 96k
D = s ATt

B gAA e 71 el Sal BrkE 9L
9 u

AlFEfl A, 2 HAA e 7R Q) ol o3 S TAEHE volent] MEE X 125H

Aol N(AE B, 10, 270, 370, 470, 570, 670, 770, 87H, 970, 107} T o]A Z3})eo] w4

gheh. whelombA AEZE 9 delds e wf, 7o gelde B geld 4(C4), C1 AAl, Ze#
2 A} s EFAl] ofd 4 Q. WY dofl4], 2
< @A ule|emtA] AE= BA &

Eebanwe G4 2 EEN

18 %R
et >

]
e

4(C4), C1 AsAl, =

w2
o shisl 2%e T

¢

AAld 1o 71AE w2, rEZSol 7]Fol] Tol® 2P wwizo] AZS uiidAet Hlwste] HAEE Zte
A2 RES AEAA hE2A EAFhE Aol oA ESHA RAEAG. 2E AAPE A, vle] kA
AEE # 1o 71A1E vke} 22 sl o)) vEZ=gol dids sttt 2E AAYE A, nEZ=
o} gl ulo]omtA MEE ATP AT ol 0(ATPO), MEZ=gol & £24 whald 60(HSP60), Ale]lE=
Y F(AIolZF2289 D B AEH-ZZY A A-EWx olAAAEA F; EC: 5.2.1.82% A3, T o592
%3S Z33it

AA ) 1o E=E J)A4E vz, dwde] gEg s £ake=
HAEE 2zt oA RRE o MZolA a2 EAdts Ao &

= 14-3-3 Alel/9E = 14-3-3 wlel/dajolth, EE AA G A, ulo]

22 gl 7)UA YES, Elo]EA wilA F)uA LN T nEA @A43tE owd 7)uA] 14(MAPK14), EE
59 xFolvt. 22 AANFEHANA, wio]enpA= %E} |24 FAaEL 7IUA 3 Lo/ wEr(GSK-3 &a/

9 o] Azg thaAe vl aehel
2 AN Gefol A, uho] 2w}
14 7G4, o9 g

Epolt;. 28 AAFE oA, nHlo]ulH = ATP ©]&A RNA 2] 7}A] DDX19B(DEAD ®F2 vkl pDX19B)o|t}. &
9 2AA A, vloleutAE HAAE HYG A ﬂx} 5A-1(elF-5A-1)olt}. o]& wiid mlo]omlA o] <o
o] zghe T B JRAIUEo W el gl



[0028]

E 1 A3 Az9 245 solens

FF B

c- c-%A njte L b VA
g a B H Stat | %8 A+ TANE | Y i’ 714
B3 ¢4 6.81E-09 | 5.20E-12 | 5.20E+01 [ 0.998 | 6.70E-02 | 2.07E-33 0.10 0.16 0.62
A F1-36 L3
(IL-1F8) 1.07E-08 | 1.63E-11 | 4.97E401 | 0.986 | 9.80E-05 | 1.53E-13 0.19 0.24 0.78
AHYPE A9 AA 97
bA-1(eIF-5A-1) 7.80E-04 | 6.91E-05 | 1.92E401 | 0.947 | 2.19E-05 | 2.93E-05 1.38 1.41 0.98
60 kDa ¥ &3 w9,
o] EE= 2] s}HSP 60) 3.00E-07 4.12E+01 [ 0.938 | 5.22E-05 | 1.16E-06 2.88 0.76
14-3-3 guld e 4.09E-07 3.04E+01 [ 0.938 | 4.66E-05 | 6.75E-03 2.32 0.83
ATP €|&3 RNA P&t
DDX10B
(DEAD-9}~ <+ui 3 10B) | 3.00E-07 | 1.14E-00 | 4.12E401 | 0.936 | 4.27E-05 | 2.21E-05 1.82 2.03 0.89
e 24 94d
711 A 14(MAPK14) 4.09E-07 | 3.61E-00 | 3.80E+01 [ 0.934 | 2.23E-05 [ 1.80E-03 1.65 1.88 0.88
Sz d-292d 7|UA
Lyn(LYN) 4.00E-07 | 3.59E-00 | 3.80E+01 | 0.934 | 9.56E-05 | 9.58E-07 3.16 3.80 0.83
EECEFN 2
7| hA-3 2t/ HEk
(GSE-3 &}/HiED) 4.00E-07 | 3.75E-00 | 3.88E+01l [ 0.933 | 2.50E-05 | 7.34E-05 2.18 2.46 0.80
ERERRCE
711 A (VES) 4.00E-07 | 3.37E-00 | 3.00E+01 [ 0.933 | 3.79E-05 [ 0.06E-04 1.36 1.94 0.88
e 249 Sl
7)3A] 3(ERE-1) 5.06E-07 | 6.18E-09 | 3.78E+01 [ 0.929 | 1.t 1.78E-05 1.89 2.05 0.92
Ale] ESE P450 3A4 5.08E-07 | 5.60E-09 | 3.80E+01 | 0.928 | 1.27E-05 | 1.27E-05 1.66 1.89 0.88
2eE 7 C
4 £}9] (PRC-A) 5.06E-07 | 5.99E-09 | 3.79E+01 | 0.927 | 2.80E-05 | 8.36E-06 379 4.40 0.86
o= d-a93 710
Lyn, °le]4F B(LYIB) 5.06E-07 | 5.93E-09 | 3.79E+01 | 0.927 | 4.92E-05 | 3.73E-08 3.00 3.59 0.86
23 2 5.41E-07 | 7.02E-09 | 3.75E+01 | 0.922 | 3.90E-06 | 8.45E-14 0.61 0.68 0.90
Efe]=40-ghid 7)upA]
CSK(CSK) 8.04E-07 | 1.17E-08 | 3.65E+01 [ 0.920 | 2.35E-05 | 4.B7E-04 3.34 8.98 0.85
A8 dil-4 9.51E-07 | 1.38E-08 | 3.62E+01 | 0.919 | 2.80E-05 | 5.03E-05 2.36 2.62 0.90
2% FuHA" Aad
HgAl 3(sumo3) 2.11E-05 | 1.19E-06 | 2.73E+01 | 0.918 | 6.75E-06 | 1.70E-09 1.50 1.72 0.87
e A r}o]dvlol =
ofe] v ehAl A3 1.12E-06 | 1.78E-08 | 3.57E401 | 0.917 | 2.52E-05 | 2.87E-04 1.58 1.75 0.90
MAP Z|1hA] 243 &
W@ Fl)A] 2(MAPK2) | 1.28E-06 | 2.52E-08 | 3.50E+01 | 0.915 | 1.40E-05 [ 6.75E-05 2.3% 2.53 0.91
Etol2-ghdd 7)ubA
BIK(BTK) 1.12E-06 | 1.80E-08 | 3.56E+01 [ 0.914 | 1.98E-05 [ 2.34E-03 3.20 3.797 0.88
EGF 94 NEAF
AES] 712 @93 1
(FBLN3) 4.01E-04 | 3.34E-05 | 2.08E4+01 [ 0.913 | 1.26E-05 [ 2.87E-07 1.26 1.25 1.01
BEES |0
sl 2R -C 29
(CDE8/AFI 27 ©) 1.30E-06 | 2.68E-08 | 3.49E+01 | 0.913 | 2.29E-05 | 2.56E-04 1.31 1.41 0.93
S FHlol= 71LhAl PRI
(M2-PK) 1.28E-06 | 2.50E-08 | 3.50E+01 | 0.912 | 1.86E-05 | 6.82E-05 2.70 3.01 0.89
14-3-3 @17 e} 3.13E-03 | 3.45E-04 | 1.50E401 [ 0.010 | 2.55E-05 [ 1.35E-03 1.19 1.26 0.04
EEEREE TR
Fer(FER) 1.62E-06 | 4.21E-08 | 3.40E+01 | 0.908 | 4.12E-05 | 7.B8E-04 279 3.16 0.80
Ele] Z2-e8E 7|1}
Fyn(FYN) 1.40E-06 | 3.74E-08 | 3.42E+01 | 0.908 | 1.22E-04 | 1.20E-04 1.88 2.08 0.91

100
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8 &3 §Z TlkDa

eI (HSP70 <ei §) | 5.6%E-03 | 6.99E-04 | 1.45E+0L | 0.906 | 2.28E-05 | 3.88E-06 1.23 1.28 0.95

e d-TEE A2

Eti2 ole]imigla]l D

(PPID) 1.98E-06 | 5.60E-08 | 3.34E+D1 | 0.006 | 7.48E-05 | 6.23E-04 3.32 3.68 0.90

RAC-Z31/ ¥ e}/ 2w}

AR/EHeI-GHF

7)1} (PRB a/blg) 1.40E-06 | 3.75E-08 | 3.42E401 | 0.906 2.07E-03 1.74 2.08 0.584

AR 1.68E-06 | 4.48E-08 | 3.38E+01 [ 0.905 4.21E-03 1.79 2.08 0.87

82 E-rlo]d N-

Al E ER 2w e}

EEMT2(NNG36) 4.47E-03 | 5.26E-04 | 1.51E+01 | 0.900 | 4.74E-05 | 2.68E-04 0.73 0.73 0.99

Xaa—Pro o}F] = E] ThA]

1(XPNPEP1) 1.40E-06 | 3.10E-08 | 3.46E+01 | 0.800 | 4.41E-05 | 8.70E-04 1.79 2.42 0.74

3-8te] =2 Ao d-Cod

GraEs 29

(ER4B) 1.75E-06 | 4.80E-08 | 3.37E+01 | 0.897 | 3.30E-05 | 8.61E-03 1.88 %37 0.79

AA/EH L A-gwa

7)1} PAK 6(PAKS) 3.10E-06 | 1.05E-07 | 3.21E+01 | 0.896 | 6.78E-05 | 1.07E-04 3.55 3.55 1.00

2ol AEJ Ad

el 1(NCC27) 2.88E-06 | 8.80E-08 | 3.25E401 | 0.806 | 1.97E-05 | 3.38E-03 5] 2L57 0.56

37T 4% 24 23d

=3 2

(GRB2 ol E] &#a) 1.28E-06 | 2.40E-08 | 3.50E+01 | 0.805 | 1.31E-04 | 6.14E-04 2.66 3.23 0.82

g a4 7k 1 2.91E-06 | 9.55E-08 | 3.23E+01 | 0.894 | 3.34E-05 | 1.32E-04 2.45 2.80 0.88

Al 2 ofrj =g Er}A]

1QIETAPL) 2.91E-06 | 0.34E-08 | 3.24E+01 | 0.804 | 7.58E-05 | 3.07E-03 1.90 2.19 0.87

23 clr Y4 3.10E-06 | 1.06E-07 | 3.21E+0L | 0.803 | 3.05E-05 | 9.79E-00 1.72 1.62 1.06

FrHlFld-E= H1FA

A% &% LUFCL) 2.7IE-06 | 8.07E-08 | 3.27E+01 | 0.892 | 2.99E-05 | 1.17E-05 1.52 175 0.87

AAL 1-T 3/ ELS]

A% AgEd g

-4 912} (STATL) 4.07E-06 | 1.50E-07 | 3.14E+0l | 0.800 | 4.75E-05 | 5.44E-05 2.20 2.27 0.97

goi-of ZekA 4.07E-06 | 1.43E-07 | 3.15E+01 | 0.880 | 2.61E-05 | 2.18E-04 1.81 2.03 0.89

AAr 39 P A2ER

2 24N AH(STAT3) 4.07E-06 | 1.47E-07 | 3.15E+01 | 0.889 | 1.0BE-04 | 3.14E-03 1.82 2.00 0.87

HAdoz xdy

% ¥ F(TCIP) 4.07E-08 | 1.52E-07 | 3.14E+01 | 0.888 | 5.11E-05 | 1.24E-03 1.93 2.24 0.86
HAepZ A FAA

SZ 3(sMaD3)e] e

o 5.47E-06 | 2.13E-07 | 3.07E+0l | 0.887 | 6.60E-05 | 6.78E-05 1.53 1.57 0.97

Hgl-ol= A g

584 71A] 1(BARKL) | 4.53E-06 | 1.73E-07 | 3.1IE+0L | 0.887 | 5.28E-05 [ 3.47E-04 2.07 2.34 0.58

SEA 243 293

7134 1(MKO1) 5.68E-06 | 2.25E-07 | 3.0BE4D1 | 0.886 | 1.11E-04 | 2.67E-04 1.82 1.89 0.97

7t AEHEA A A7

FEA 2(smap2)) AF

olg 6.40E-06 | 2.64E-07 | 3.03E+01 | 0.881 | 2.66E-05 | 2.80E-04 2.05 2.20 0.89

caP z@d

FAEckF 19(ARP19) | 7.11E-08 | 3.10E-07 | 3.00E+01 | 0.879 | 5.17E-05 | 5.74E-04 1.72 1.82 0.94

glRg 4% 293

SBDS(SBDS) 7.50E-06 | 3.32E-07 | 2.08E+01 | 0.870 | 5.7BE-05 | 5.27E-04 2.00 2.3 0.90

EOEREE

E£X2EE 1 J(DLRBL) 6.04E-06 | 2.01F-07 | 3.0lE+01 | 0.879 | 4.10E-04 | 8.47E-03 1.87 2.36 0.79

Bcl-2-FAF o 1 7.06E-06 | 3.65E-07 | 2.06E+0L | 0.876 | 5.45E-05 | 2.85E-04 1.23 1.38 0.89

14-3-3 &4 ZF WlEl/S | 1.02E-05 | 4.73E-07 | 2.01E+01 | 0.876 | 4.66E-05 | 3.03E-03 L7 2.00 0.88

[0029]
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[0030]

AHPE A1 AN A=
4 7+a} 3(IF462) 5.80E-06 | 2.38E-07 | 3.05E+0L [ 0.875 | 6.04E-05 | 1.18E-03 2.49 3.33 0.75
o]F Heold T¥F
F 2 Eba] 3(DUS3) 7.96E-06 | 3.60E-07 | 2.97E+01 | 0.875 | 3.30E-03 | 0.30E-03 1.53  |1.92 |0.8
nd 29 =49 4
1.05E-05 | 5.01E-07 | 2.90E+01 | 0.874 | 5.64E-05 | 4.13E-06 1.37 |1.26 |1.09
1,08E-05 | 5.20E-07 | 2.80E+01 | 0.873 | 4.77E-05 | 4.BOE-05 2.49 2.66 0.94
A-1(zAA-1) 1.05E-05 | 5.04E-07 | 2.90E+01 | 0.872 | 5.73E-05 | 7.02E-05 1.49 1.83 0.92
2o = A Elo]
&EH 2uF 7uA 1
(PDPK1) 1.24E-05 | 6.34E-07 | 2.85E+01 [ 0.871 | 9.20E-05 | 2.61E-03 2.00 2.29 0.87
2 EH F7-17B(IL-17B) 1.31E-05 | 6.82E-07 | 2.84E+01 [ 0.871 | 5.83E-02 | 1.63E-02 0.88 0.80 0.90
FEH LAl
el £2H o] E 7)11A B
(1DP_ 7] 1A B) 1.15E-05 | 5.70E-07 | 2.88Et0L [ 0.870 | 3.16E-05 | 2.79E-05 1.76 2.08 0.84
Ras #HdE 3 2EDw
4 713 1(RaC) 1.22E-05 | 6.16E-07 | 2.86E+01 | 0.869 | 2.48E-05 | 3.68E-04 1.84 2.13 0.86
47 =& g3l 2.50E-05 | 1.45E-06 | 2.60E+01 [ 0.863 | 7.37E-06 | 4.30E-09 0.77 0.78 0.98
ENEREET B
Tec(TEC) 2.26E-05 | 1.20E-06 | 2.7I1E+01 [ 0.863 | 2.25E-04 | 4.14E-03 1.58 1.68 0.94
A F%as 11 dAb
obe] 12 mjazk
(MED-1) 9.52E-04 | 8.72E-05 | 1.87E+01 | 0.862 | 5.43E-05 | 4.05E-04 0.84 0.82 1.03
EES e EI
(GPVI) 2.05E-05 | 1.14E-06 | 2.74E+01 [ 0.862 | 3.53E-05 | 8.61E-04 1.85 1.94 0.85
2 &3 @93 HSP 90-
o}/ H EH(HSP 90a/b) 2.05E-05 | 1.13E-06 | 2.74E+01 [ 0.862 | 1.26E-04 | 2.24E-03 1.63 1.87 0.87
2@ 7)uA C HEt
T8 (2=Eelol 2 HelH
HE}-11) (PKC-B-11) 1.37E-06 | 2.02E-08 | 3.47E+01 | 0.858 | 1.35E-04 | 2.25E-03 3.42 3.99 0.86
Zele] 2 Helol = N
HESH7=
Edlawsia] 1(0T1) 2.86E-05 | 1.71E-06 | 2.66E+01 [ 0.857 | 2.72E-04 | 2.26E-04 1.68 17 0.95
HEb-Ala-His
kel ) o} A (CHpPL) 1.68E-03 | 1.64E-04 | 1.74Et01 | 0.856 | 4.30E-04 | 5.57E-04 0.88 0.83 1.08
2754 Bl grlFels
AYEL 74HY 2 2.86E-05 | 1.72E-06 | 2.65E+01 | 0.855 | 1.48E-04 | 1.66E-03 1.98 2.36 0.84
HE 228 A=
Edlx olejimighy A
(Aol E2327 4) 2.00E-05 | 1.82E-06 | 2.64E+01 [ 0.855 | 7.84E-05 | 2.1CE-05 1.44 1.54 0.94
EF2ZdH (Tpo) 0.68E-04 | 8.04E-05 | 1.86E+01 | 0.855 | 1.15E-04 | 3.11E-04 1.28 1.40 0.91
ek B LR R B
(AMNLS) 4.20E-05 | 2.66E-06 | 2.57E+01 | 0.851 | 2.64E-05 | 2.53E-09 0.75 0.76 0.99
qEA-FA} g
{DBNL) 7.00E-05 | 4.75E-06 | 2.45E+01 | 0.848 | 1.18E-04 | 3.14E-03 1.34 1.46 0.92
b 5 = (FGH) 5.06E-05 | 4.00E-06 | 2.49E+01 | 0.848 | 1.06E-05 | 2.60E-08 0.62 0.59 1.05
do-0-ulaEZEET 5.24E-05 | 3.48E-06 | 2.51E+01 | 0.848 | 6.07E-05 | 4.39E-07 0.66 0.65 1.02
HemK g E A2}
] 799 2(HEMK2) 5.00E-05 53E+01 | 0.848 | 2.84E-03 | 1.38E-02 1.38 5 0.91
AL HA =3 4.99E-05 | 3.20E-06 .53E+01 | 0.847 | 8.71E-04 | 4.91E-09 0.84 61 1.04
Er x99
(Exi=A-2) 3.13E-04 | 2.51E-05 | 2.12E+01 [ 0.847 | 3.22E-03 | 1.63E-02 1.38 1.60 0.86
Flel=-a4 3
F2vbebA] vlE3
4] 6(PTP-1C) 8.07E-05 | 5.67E-06 | 2 0.844 | 1.52E-04 | 3.90E-03 1.69 1.84 0.92

L4ZE401
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2@ 7uA C

AEk B9l (RPCT) 5.08E-05 | 3.34E-06 | 2.50E+01 | 0.844 | 2.3%E-04 | 1.83E-03 1.66 1.90 0.87

299 1 9.12E-05 | 6.47E-06 | 2.39E+01 | 0.839 | 1.64E-04 | 1.32E-03 1.48 1.65 0.90

Y 47 A7 744

(ERBB1) 9.07E-05 | 7.31E-06 | 2.37E+01 | 0.836 | 5.63E-05 | 1.37E-06 0.81 0.81 1.01

cAP f|2F

T Eof ofee

7 (PREACA) 1.52E-05 | §.14E-07 | 2.80E+01 | 0.836 | 8.71E-03 | 4.02E-02 1.70 2.68 0.63

ELOEECTE =

FE2H|E Giah

(GAPDH, 7H) 9.97E-05 2.37E+01 | 0.834 | 3.3%E-04 | 1.B4E-04 1.7 1.90 0.92

Vel 2 Ld-1: HEe-L

(28 albl) | 1.326-04 | 9.80E-06 | 2.31E+01 | 0.833 | 3.72E-04 | 2.64E-03 1.50 1.50 0.94

AfolAE 47 94 17

(FGE-17) 8.04E-05 | 5.50E-08 | 2.47E+01 | 0.832 | 2.84E-04 | 1.12E-06 0.86 0.85 1.02

g€ &3 ¢¥d HSP

90-H] EH(HSP 90b) 3.51E-05 | 2.20E-06 | 2.61E+01 | 0.831 | 3.46E-04 | 3.72E-04 1.47 1,57 0.93

4% dud 19

A # Al (161) 1.73E-04 | 1.39F-05 | 2.26E+01 | 0.830 | 3.83E-04 | 4.08E-03 1.58 1.66 0.95

Hspd0 Z-AFAE

Cde37(CDC37) 1.92E-04 | 1.50E-05 | 2.22E+01 | 0.82§ | 6.35E-03 | 1.B4E-02 1.36 1550 0.90
1.00E-04 | 1.47E-05 | 2.23E+01 [ 0.826 | 1.15E-04 | 8.86E-07 1.22 1.94 0.98
1.60E-04 | 1.27E-05 | 2.26E+01 | 0.823 | 3.6BE-05 | 2,11E-07 0.86 0.84 1.02

el A VTAl 554

(DRG-1) 2.00E-04 | 2.38E-05 [ 2.13E+0L | 0.818 | 0.38E-03 | 6.18E-03 1.55 1.7 0.91

AYH £% crk(CRK) 7.67E-05 | 5.27E-06 | 2.43E+01 | 0.813 | 1.77E-03 | 6.63E-03 1.33 1.76 0.76

dEled ope =] rhA

2(AMPN2) 3.32E-04 | 2.71E-05 | 2.10E+01 | 0.812 | 1.25E-03 | 6.28E-04 1.50 1.63 0.92

Z3 #3 &tz

E4AA(tPA) 4.00E-04 | 3.30E-05 | 2.08E+01 | 0.800 | 0.44E-04 | 4.50E-04 1.68 15y 0.95

PEEQ o}gte

HEL-1(INB1) 2.17E-04 | 1.71E-05 | 2.20E+01 | 0.806 | 3.15E-02 | 3.02E-02 1.49 2.15 0.60

ZE/2E8Y ¢l€y

@ 70 B9 11

ob+#] JEF(CANRD) 5.05E-04 | 4.53E-05 | 2.00E+01 | 0.805 | 2.20E-03 | 9.7IE-03 1.43 1.59 0.90

4 v A7 AR

444 2(VEGF sR2) 7.51E-04 | 6.50E-05 | 1.03E+01 | 0.802 | 1.02E-03 | 8.70E-05 0.82 0.83 0.99

S ~E deolAdaA 8

(HDACS) 2.21E-03 | 2.35E-04 | 1.67E+01 | 0.802 | 1.82E-03 | 4.83E-02 1.15 1.19 0.96

it BEsES 13 4.40E-04 | 3.77E-05 | 2.04E+01 | 0.801 | 3.90E-03 | 2.50E-02 1.64 %3k 0.71

ATP §484 olgy o,

=] EZE 7] o} (ATPO) 3.00E-07 | 1.05E-09 [ 4.14E+01 | 0.800 | 4.56E-03 | 2.45E-03 3.76 4.34 0.87

o] §eld HEA

2493 G9Ed AU 3

(MP2K3) 4.48E-03 | 5.30E-04 | 1.51E+01 | 0.799 | 1.20E-04 | 7.84E-06 129 158 0.93

5 ~E H2A.z 3.10E-04 | 2.58E-05 | 2.11F+01 [ 0.795 | 7.40E-04 | 2.46E-03 1.69 1.42 1.19

LAz

Elel 241-2¥ A 7)hA]

Sre(SRCNL) 1.28E-06 | 2.55E-08 | 3.50E+01 | 0.794 | 3.95E-03 | 9.74E-03 3.83 3.97 0.97

HE-2-

el dE22ER 2.21E-03 | 2.37E-04 [ 1.67E+0L | 0.793 | 5.18E-04 | 8.62E-05 1.21 1.20 1.01

ez 8.B7E-04 | 7.75E-05 | 1.80E+01 [ 0.791 [ 4.41E-02 | 3.34E-03 0.33 0.35 0.93

2 84 992 784

14 % (BPR1A) 1.26E-03 | 1.17E-04 | 1.8IE+01 | 0.787 | 3.72E-04 | 0.16E-06 0.75 0.72 1.05

[0031]
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[0032]

[0033]
[0034]

[0035]

[0036]

[0037]

SE=5061 10-2513485

N34 AR =%

T5A 242 1

(Notch 1) 1.57E-03 | 1.51E-04 | 1.76E+01 | 0.787 | 6.05E-05 | 1.22E-08 0.86 0.85 1.01
EFd 1.54E-03 | 1.47E-04 | 1.76E+0L | 0.786 | 3.40E-04 | 2.07E-02 0.52 0.55 0.95
g2t 1.70E-03 | 1.73E-04 | 1.73E+0l | 0.786 | 2.01E-04 | 8.12E-06 0.83 0.85 0.98
Ex~Zd ZEEZ 13

£ 7 fsgaa 2

FLaUEHE L

(ATS13) 1.70E-03 | 1.71E-04 | 1.73E+01 | 0.785 | 5.40E-04 | 3.41E-05 0.73 0.74 1.00
2 E W & A r}A (PERL) 1.69E-03 | 1.67E-04 | 1.74E+01 | 0.784 | 6.52E-04 | 8.40E-05 0.67 0.73 0.91
AHFE 99 AN A=

4H(eIF-4H) 1.526-05 | 8.01E-07 | 2.81E+01 | 0.783 | 4.00E-04 | 3.20E-05 2,17 3.32 0.65
gANE g

T84 L 2.17E-03 | 2.28E-04 | 1.6BE+01 | 0.782 | 7.38E-04 | 2.04E-04 1.21 1.17 1.03
E3 fH|Fa-a43

Fl7} ] Mdm2 (MDM2) 4.79E-04 | 4.08E-05 | 2.02E+01 | 0.781 | 3.63E-03 | 6.30E-03 1.14 1.30 0.88
FH LA = T2 FEH

[Mn], FIEEE=7]¢}

(Mn S0D) 2.03E-03 | 2.00E-04 | 1.BOE01 | 0.779 | 1.07E-03 | 1.24E-04 0.81 0.79 1.02
C-E}g =2l Eiﬂd

Whe] 1 749 B

(CLC1B) 1.70E-03 | 1.70E-04 | 1.74E401 | 0.779 | 8.50E-04 | 4.74E-04 1.45 1.62 0.90
Qe F2-17 583 D

(IL-17 RD) 2.36E-03 | 2.54E-04 | 1.BBE*0L | 0.777 | 3.10E-03 | 6.05E-04 0.87 0.87 1.00
E3 frHElA -t

2] 7}Al CHIP(CHIP) 2.17E-03 | 2.20E-04 | 1.68E01 | 0.775 | 5.84E-02 | 4.07E-02 1.36 1.58 0.86
TAZ 43 9%

T8 (Met ) 3.13E-03 | 3.49E-04 | 1.50E+01 | 0.772 | 7.58E-04 | 1.26E-04 0.84 0.83 1.01
4 5E2E Y

= =2 &7 (SHBG) 3.87E-03 | 4.40E-04 | 1.55E+01 | 0.770 | 1.80E-04 | 5.82E-07 0.41 0.43 0.96
7h2=}7)-3 2.36E-03 | 2.55E-04 | 1.B5E+01 | 0.770 | 2.33E-02 | 2.20E-02 L3¢ 0.80
A4 L2 A V) 3.87E-03 | 4.44FE-04 | 1.54F+01 | 0.760 | 3.64E-04 | 1.50E-05 0.70 0.04
A3 AZ =& &7 1,

120kDa o} F

(CAM-120) 3.68E-03 | 4.13E-04 | 1.56E+01 | 0.760 | 6.50E-04 | 1.22E-04 0.50 0.80 0.99
eIy 597 94 2%

=2 G(IGFBP-6) 5.63E-03 | 7.10E-04 | 1.45E+0L | 0.766 | 8.96E-04 | 5.00E-04 1.17 1.17 0.99
o1H F71-19(1L-19) 5.626-03 | 6.92E-04 | 1.46E+01 | 0.763 [ 4.61E-04 | 7.78E-05 0.83 0.8 1.04
C-e}Y =el =49

#de] 4 FE9 K

(CLC4K) 5.14E-03 | 6.16E-04 | 1.48E+01 | 0.761 | 0.87E-03 | 4.73E-03 0.01 0.01 1.01
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A7 FUz= =9l LACIT-K1(50H %] 1079 zH7]), LACI-K2(1219 %] 178" zt7]) 2 LACI-K3(213¥ W)
2 270 Z7))elgf Asizck. LACIY cDNA ALS Wun S(J. Biol. Chem. (1988) 263(13):6001-6004)c) 4 =
o] A}, Girard S (Nature (1989) 338:518-20)2 3709 FU= Zu|ele] Ztzte] Pl 7|7 HAEE =4

al
Hol AFE Budht}, LACI-K12 F.VIlaZ7} 22 dxte} H3A|std w Vila AXHF.VIla)E Asistar, LACI-
K2
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[0118]

[0119]

[0120]

[0121]

SS=50l 10-2513485

GAAY FUz EWAL Fhohe DAL 712 TIATHOVISSPROT 55 W3E T3 v 98

A4_HUMAN (P0O5067), A4_MACFA (P53601), A4_MACMU (P29216),
Ad_MOUSE (P12023), A4_RAT (P08592), A4_SAISC (Q95241),
AMBP_PLEPL (P36992), APP2_HUMAN (Q06481), APP2_RAT (P15943),
AXP1l_ANTAF (P81547), AXP2_ANTAF (P81548), BPTLl_BOVIN (P00974),
BPT2_BOVIN (P04815), CAl7_HUMAN (Q02388), CA36_CHICK (P15989),
CA36_HUMAN (P12111), CRPT BOOMI (P81162), ELAC_MACEU (062845),
ELAC_TRIVU (Q29143), EPPI_HUMAN (095925), EPPI_MOUSE (Q9DA01),
HTIB_MANSE (P26227), IBP_CARCR (P00993), IBPC_BOVIN (P00976),
IBPI_TACTR (P16044), IBPS_BOVIN (P00975), ICS3_BOMMO (P07481),
IMAP DROFU (P11424), IP52 ANESU (P10280), ISC1_BOMMO (P10831),
ISC2_BOMMO (P10832), ISH1_STOHE (P31713), ISHZ STOHE (P81129),
ISIK_HELPO (P00994), ISP2_GALME (P81906), IVB1_BUNFA (P25660),
IVBl BUNMU (P00987), IVB1 VIPAA (P00991), IVB2 BUNMU (P00989),
IVB2 DABRU (P00990), IVB2 HEMHA (P00985), IVB2 NAJNI (P00986),
IVB3_VIPAA (P00992), IVBE DENPO (P00983), IVBC_NAJNA (P19859),
IVBC_OPHHA (P82966), IVBE DENPO (P00984), IVBI_DENAN (P00980),
IVBI_DENPO (P00979), IVBK DENAN (P00982), IVBK DENPO (P00981),
IVBT ERIMA (P24541), IVBT NAJNA (P20229), MCPI_MELCP (P82968),
SBPI_SARBU (P26228), SPT3_HUMAN (P49223), TKDl_BOVIN (Q28201),
TKD1_SHEEP (029428), TXCA_DENAN (P81658), UPTI_PIG (0292100},
AMBP_BOVIN (P00978), AMBP_HUMAN (P02760), AMBP_MERUN (Q62577),
AMBP_MESAU (Q60559), AMBP_MOUSE (Q07456), AMEP_PIG (P04366),
AMBP RAT (064240), IATR HORSE (P04365), IATR SHEEP (P13371),
SPT1_HUMAN (043278), SPT1_MOUSE (Q9R097), SPTZ2_HUMAN (043291),
SPT2_MOUSE (Q9WUO03), TFP2_HUMAN (P48307), TFP2_MOUSE (035536),
TFPI_HUMAN (P10646), TFPI_MACMU (Q28864), TFPI_MOUSE (054819),
TFPI_RABIT (P19761), TFPI_RAT (Q02445), YN8l CAEEL (Q03610)

kst e Ad dolgo] 22 RE FU= =Ws gRlsy] ) AMHEE § dd. dE B9, FU= =
wele] FAH opn| At Y, FE Y T REZ(4E £9], ProSite RE|Z)E o2 Eo] BLASTE o] &3}

o] GenBank A& HlolgH|ol(=Y AEFS PH AE (National Center for Biotechnology Information), =
Y B (National Institutes of Health)(WlEA=F wdlxt)))ol disll; & £ Plam AR Witk O &
E 7|45 AL8-3lo] HM(Hidden Markov Model)2] Pfam Hlo]Ejw|o]2~o] ths]; i ProDom Hl o] E o] 2o
sl 2AFE = ddk. d& £9], Pfam Release 99] Pfam 4= W3 PF00014:= t4=9] Y= Trel 2 Y=
=S Felsly] 913 HIMS Al&3tc}h. Pfam dlo|EHo]~o] A& 3l [Sonhammer et al. Proteins (1997)
28(3):405-420] A A" 4~ i, MM At AW o & Eo] & I[Gribskov et al. Meth. Enzymol.
(1990) 183:146-159; Gribskov et al. Proc. Natl. Acad. Sci. USA (1987) 84:4355-4358; Krogh et al. J.
Mol. Biol. (1994) 235:1501-1531; 2 Stultz et al. Protein Sci. (1993) 2:305-314]clA =" 4= i},
A [Schultz et al. Proc. Natl. Acad. Sci. USA (1998) 95:5857 E Schultz et al. MNucl. Acids Res (2000)
28:231]° 71AE wlel 2 HMMS] SMART d@lo]Ef#o]A(Simple Modular Architecture Research Tool, EMBL, %=
o o€l =), SMART dlolEjdlo] = HMMer2 A TR0l HAX Markov Rol o) Zzyldestor
A geld Twels SH-3oH(R. Durbin et al. (1998) Biological sequence analysis: probabilistic models
of proteins and nucleic acids. Cambridge University Press). Hlo]ElHjo]A: T3 ¥ 11 TUEH AT,
ProDom T d Z=wQl dlolEulo]~e s Euele] As HPLE o]FoZItH(Corpet et al. Nucl. Acids
Res. (1999) 27:263-267). ProDome] @Ajel W& SWISS-PROT 38 2 TREMBL wuizdl wo]ejmjo]2~9] A7 4
PSI-BLAST ZAF(Altschul et al. Nucleic Acids Res. (1997) 25:3389-3402; Gouzy et al. Computers and
Chemistry (1999) 23:333-340)% o]&3lo] %oz}, dlo]guo]ln: A5 oz 7h7te] mrele gk 3% A4
< Attt Prosite® FYZ= EHlS REZEA ZIAS, FU= =HR1E E3ste gl S gl

2 £o], ¥&[Falquet et al. Nucleic Acids Res. (2002) 30:235-238]1% Z=3ht}.

el F= FYOAF FEONN FE opwmite AbgEte] EH  Zzeolals
1 F3 Qo9& BPIIS) 133 WA 209 obvlicdbel] ek 7] Alelolth. A2 FE GIe
309 ovliate] st 7] Aelelrt, FUz mrlele] A HQl soluelYt Al B/
oM Sht olgel obvlwgt 917k W, AN FEAGE FUx EoAS A3
AR ASE wolAlel tal AEE w ek 53 f8@ X% IS 4D Bt 13
1591, 1681, 1791, 181, 1991, 3181, 3291, 349l o 309 $1X% EFAT). o5 9A F Holw g
maelelAlst A BEeE Ao dgEd. T AA, o Hol 349 FxM YY) AFw
A5 91 WEAYE o] B3 F8st,
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[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

SSS0l 10-2513485

FY= LrQle] " d9g"e, FU= Zule] dRolAnt, FAHeR Al 9 A2 AF FX JY
Aol 7], & BPTIQ) 13 x| 20 ofm| =2k 2 BPTIS] 31¥ WjX] 398 olm|izitel] 483t &7|E wiAld,
71 2A XM%B}. W2, A3 Fxo A @ = o W2 WLl oAt AE(dE B, BREH
218 g/EE HREH 23S 89 5 9
A AAIFH A, o] FYUZ Z=HQle Az Akl Ay §a ASA(LACDH @A FU= =l 18 X
el FER ¥ x| WolA Feo|th. LACIE Ttk Fuz= m=HQld 371 uife] g H FEfol=
Fx fZE el (Girard, T. et al., Nature (1989) 338:518-520). ¥ WAl 71A& LACIS] FU= &=
Wl 1] WolAE ~3gdEa, dEEa, FoE JstxE B Sojdoz ZE|awcld A (dE 5ol v
= 53] A5,795,865% 2 A|6,057,287% 7;;&). o5 W e Zhagyol, o= So] I Zelmy oy szt
&3l v FY= EvdS 47] 98 v FU= T Zadad =g A8E 7 dvk. ZEadd V)
Y &% 2dAE FAAoRE Zeade A’ 9 Al AAE ol &5t ZAYE wdE Zejawdlel Ajt
star/stA, ol& Asfget.

ook o]

14, 83 ez AdiAle 93 Zejawcle] &4 Fedd Afdn. 22 AAFeelA, 8%
add AsAE 28 ZEId, dE 59 A 8F Zyadd 2/5E Y Zyadded AgsiAy
Aagtel. oAlAQl EZEHEllE dY ZEAa E3 A5,795,865%, H= B3 A
5,994,125%, wl=r 53] A6,057,287%, "= £3] #16,333,402%, vl=r 53] A7,628,983% L wl=t 53] A
8,283,321%, w7 53 A7,064,107%, W= 53] #17,276,480%, vwl= 53] A17,851,442%, wl= 53] Al
8,124,586%, W=t 53 A17,811,991% 2 w=F X A20110086801% (]9 Z}7ke] AA| W& 2 BHAM e
a2 X))ol JAEe] k. 2E AA A A, g ZelzwEd AsAE A ZHErels T HElo]
zolth, @E AAFE A, Al FElo] = o Zeteto] =(DX-88 i KALBITOR(5=4%); A9 W3 30|gtx
Aok, R AAFEel A, AT AsAls AF HE 39 30 W] 60% ofw]wAike] of 58749] o}
HeAk A EE AD HE 39 60719 ofn it AES ZEE DX-88 EEElo|=E XTSI o]ER o] F
o}.
Glu Ala Met His Ser Phe Cys Ala Phe Lys Ala Asp Asp Gly Pro Cys Arg Ala Ala His Pro Arg Trp Phe Phe

Asn Ile Phe Thr Arg Gln Cys Glu Glu Phe Ile Tyr Gly Gly Cys Glu Gly Asn Gln Asn Arg Phe Glu Ser Leu
Glu Glu Cys Lys Lys Met Cys Thr Arg Asp (A€ ®HZ 3).

O Y oug
TR e
o

N

H

2

g Zeladd AdAs A dA(HdE 599, IgG(O'ﬂE S0, IgGl, 1gG2, 1gG3, IgG4), IgM, IgA(E &
o], IgAl, IgA2), IgD % IgE)Yd 4 IAY, 22 Y 2% dH(YS E9], Fab, F(ab')2 EX= scFv &¢31)S
F33 = Quy. A% gAL 27 F AYFEEY 2 2o A AYFEEAS T £ ALY, @
A FAY Aok, Ayl AsiAle Azt S, o ‘ﬂﬂg}

¥, R Zef=wgd, 7Ivizhyd, &
Wste e AR A" AL 5 dar, A AN HYsEsd AdERE fdd BW 99S o
oz 23S 5 Utk A AAFEHA, @4 A AsiAe ddEE Aol

AAHQ FF Zelawel A3t dede vla FH 1201202017565 (0] 9] HA] Ul§-S i WA FuE x
ol A Ak, 2 AA e, ZElFdd Ag huE-e M162-A04, M160-G12, M142-H08, X63-
G06, X101-A01(DX-29222}ir% 3}) X81-B0l, X67-D03, X67-G04, X81-BO1, X67-D03, X67-G04, X115-B07,
X115-D05, X115-E09, X115-H06, X115-A03, X115-D01, X115-F02, X124-GO1(% Aol A DX-2930 w+& #hi}e
Futolgtay A3, X115-G04, M29-D09, M145-D11, MO6-D09 = M35-GO4E o] Fojx Fom e Meld 3|
A 2/EE FHAE e FA(AE 50, A3 FADolvt. HE AAFH A, 4 ZEadd A% @A
2 M162-A04, M160-G12, M142-H08, X63-G06, X101-A01(¥- "A|A oA DX-29228}31% *3}), X81-B01, X67-DO3,
X67-G04, X81-B01, X67-D03, X67-G04, X115-B07, X115-D05, X115-E09, X115-H06, X115-A03, X115-D01, X115-
F02, X124-GO1, X115-G04, M29-D09, M145-D11, MO6-D09 % M35-G04$} T U3+ o &Ll HAstAL) o] 5o 4
ettt 29 AAgHO A, g 23 A% v ghudRgelr). US A1201102006115 2 US FR
A|20120201756 5. (2 HAA ] a2 x3hE)E Fxer).

g4 Ayl As gAY o gudFelrt, 2Evke] T4 2 A 7hA d9e] opvmal L
at7] A=, (DR 94e BeAe aua UE RAH] gelgr},
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[0129]

[0130]
[0131]

[0132]

[0133]

[0134]
[0135]

[0136]

[0137]

[0138]

[0139]

[0140]
[0141]

[0142]

[0143]

[0144]

SS50l 10-2513485

g2 2 b 99 g (Y HE 4)

EVQLLESGGG LVQPGGSLRL SCAASGEFTFS HYIMMWVRQA PGKGLEWVSG IYSSGGITVY
ADSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCAYRR IGVPRRDEFD IWGQGTMVTV SS

gha=ul A 4 gl AHd (4 WM 5)

DIOMTQSPS TLSASVGDRV TITCRASQSI SSWLAWYQQK PGKAPKLLIY KASTLESGVP
SRFSGSGSGT EFTLTISSLQ PDDFATYYCQ QYNTYWTIFGQ GTKVEIL

gl AAYGeol A, FF L IHd AsiAe 2 PAAMCd 7" g% ZEadd AsiAet oF 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% E+ oA x¥eo] NE FUHE UM & k. ©E HAAFHH
A, g Zelawel AsiAE 2 gAAC ZAE 28 Zelawl AsiAle HC B/Ew LC ZddYa 99
(2 Eo], HC ¥/ LC FR 1, 2, 3, D/%E 4)ollA <k 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, 99% E&= o3 2] ME TdHE 7HE & Aok 2E *a‘f\lfﬂﬂww, g 2z AsiAe 2 ¥
Aol Z1A4E I Zelad AsAe HC 2/%EE LC CDR(IE Eo], HC 2/%= LC CDR1, 2, Z/%E 3)d
Ao 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% WE o]A ZIe] Md FUAAHS JHE F
At HE AAHE A, I A AsiAs B g JAE 8 ZEladd AsiAe B Y
(]2 o], CH1, CH2, CH3, Z/™=E CLDIA <k 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% =

= oozl 2o 4D US4 5 Ak,

29 e, 2R 99 2o B4 Feel AFsa olF A,

>

HIo7]H B2 544 A&iA]

P Aol A, Btz B2 F8A HAMA(AE S0, AFA) = dlFA A FoAH. Oﬂ A4 B
719 B2 F&A AFAE ol FFENFE (Firazyr (55743%))E E3staL, o= BHt7|d B2 F&A et o]
By vg7|de] A3s Adste 10719 obn|x=its df-3tE HE|Zr|HE kol

CI-INH 4] &2

P Aol A, C1 ol 2=F kA 3| AI(C1-INH), oz
CI-INH i &2 FZFoA °)§ 7Msstal, dE 5o <%
2 CINRYZE(SE4%)S Xg3i).

o % ﬂ CI-INH =42 tlidAlol Al Fojet. oAA<d
7+ 83 58 C1-INH, <= 59 Berinert(534%)

Z7h e glol, WA, AV Al Jlzajel, & ANULS oo 4 AT AE= o8 = Y
AZrEY. webA, 87 FAH AAFHE B dAFolw, FololE ofd YAowE X AAEe]
A% AT e Ao AAsolol Brh. X aMelA 8W RE Fui B PAdel QdFgE B4 E

[e)
e 938 Fu= 2FgE).
A Ao
A 10 7A7gE fAe v HAE SRR R-E o] AEdA th2A At whulde] £9]

2758 MA(N=22, " AZolgt A F AF FA(N=33, "7|A"e} Fg) Fore @ 2(N=33, "&F="o]
2} A3 Heke] HAE(IE/ 118)E zke= < !

A, o714 WEZEte] Us, sy HeHE 2 Egtad IS AL

Tt Al o AL HriE " Polddh. TREHookA A =
o FHT(PI00 ) TMAE EA o] AFLFHATE, P100 Tl A FHE NS 7] 1A7F o] dFoz A
glatal, ¢ HHoR Yral, ~70Cel A FAAH

1,310709] ZFelst 17t g Ao A EAME AT F UE vFstE HAAS olgsted Y AES A e
SFTH(SOMAscan(ZFE™ ) #HA; Somalogic(ER=F ELH)). 9] ,
FA AdEe] HAEE zb= 34 9 HAEE Zie 34 2b)ol] ois) 1,310719] el zhzhe] digk s 3
H] L3}l

Ware] Kruskal-Wallis #412 olgste] dolgold 4 4 Fastar. ol $U Ex Joldt AF 2
N b 5 a2 2] aFe REES A@sHE MRS Yot F4o] AAUYH R SN
o ol @ AelT WAL BE aF BAsthE oW, AT e RE IF9 FYAL BLsrhs A



[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

SS50l 10-2513485

S,oTjek e e aFe] Ae FRA7 Aok shte] te 1ge) dw FUAAY d2u A
7 z Z9})

AZF FreldE UERIA &8 A5, BE Ateldl &4 A9 SV slvk. ey, SYA #elA ool
UE A5, Aok shte] MES FEAORE T tE AlEd Ag.

0.01 W%ke] Y E(q ) 2 T AP (p % <0.05, & A4S Ha)& ke A4 /WA vaE HAE 33t
(714 BEe E2) Alo]o] thE gid FFE2 1 1o ZIAIEY ok, g@iES FA17]) 227] S4(R0C) A L
2HY -84 #tell ot =93kH a1, 047]*1 1.00 HTshe -8l g2 HAE(L/ID)S] 44 A&l digk 7+
& Bojd W WL E Zhevh. HAE 13 Ak A C1 A3Al A (C1-IND 9] Lt o 1401 50%( H%
30% MIRHE Zte Ae= Qf?l%ﬁ}(DaVld—Lorton M. J. Drugs Dermatol. (2015) 14: 151-157). HAE 113& 3kx}

]

g CI-INH @9l d-& HAA] 7] SERPINGL frdxfellAe] EdwolE zta, 7] Cl-INHS dxt 9
Aol % 50%5— Zb= Zlo g FolEt}, o] dAFolA, HAE hAlE o]Alo] 18 & 113 HAEE ZHe=xld tis) &

I 1o 71AlE wioE, 152709 vl HAE (2 e ) A)ERE S @ dEy A4 MAERYH ¢
2 3 BE Afolo] AL RE Folgh(P<0.05) FEe Zte AoxE wHEo A, H3lo] glv /AE5E HAE
g zte JIAE RS fE 37t ¢ e vlolewtAE JERY. @A B4 173 JA2EEY
AZ vlalste] HAE AR F-EH 3 AMEdA 28 232 ¢ &2 58 Zte 58709 @A (P<0.050) ¥
WE AR @7 AT o) 2B U Be FES 24 12708 uAP<0.05)E Fskedth 0.93
23] C-F7 #& Ze 10719 ddo] FRlxGlr). o] duld | d& 5o 2 -84 #(dE E9, 0.9
ZIE 2t AL, @502 e 2FoE FHIAA, HAE 2 g2 HE A|=gy Add d oigk 415 7}
3 vlo] o mtARA ALEE 4 T}

HAE A= 5-E o] I AMEe 14 MAZTEHY dguct 1A did 4('C4") 9] FovlehAl o @ s
sl t(= 1, #g a). W¥E 4 FF& HAE(L/ID Y 94 Agro A AlgEch(Davis-Lorton, M. J. Drugs
Dermatol. (2015) 14: 151-157). T3k, 7A7et MAZFE ] MZol H|&] HAE A2 HE o] WMIoA ZE|Ze
Aele] el okzbel FaAvh #EEATHE 1, #d b). ZjZeadRle] ¢ A FF Blaste] HAE 3
Ao A AaE RAoe R oldd Esk yepwth. i WA ZAE YES ol &ste] e AL Zlo nlF]
HAE $kxfelAe] C4 H pKale] &AW #Has ®ishs 7] Wile] A% of wla] ©Ad FFEe] MAS A

)
=2 7 vk AS vER

Az ‘“
ok

HAE 4 2 A% AAzrEe] 99 4%e 99 Zeladd Aol s £ Briult. has, AEd
olEst A AEL FXllaol o8] BAEF ¥, 55 294 AalAel o8] FXIla% FAAAT. A4 ol
Hlal MAE BARRE S ATolH W el aee] SEe] okl et ANATHE 2).

o] AFtolAl, HAEE Zt& 33% < 1599 didAle HEd 84 C1-INHe 4 S7HA7]1= CINRYZE(SS41E)Q
CI-INHel ejsff estd ez Aadnt. 22, Cl- INHoﬂ Skl Gﬂ Pt o A 5H A 42 HAE &AtelA, A
CI-INHe= 73 @4 A3t wlaste] gasielnt(= 3, g a). shdsgel ofa] = 3, siE aclAd FAE AA
H, 199 Az REe 8 A= Cl-INH 7]7<1 U *LH%J dod Toe otk o ooy
MZol A o, dvlolE = HAE Al A o] E7 Cl-INHolA o] HEe HAE BAFAR(E 3, HE b).

A% dlolelt wat el BTl e AFH FHE AFoAAL. ol Fol, WE BARFE 2

Qg el Swe MEFTEl 75y ARATHE 4, AY ac). AP

A A S DAl o AAR vETEo} B AW FAA T

o] #=A) doll ADPEF-E ATPE A= 4 v|EE=go) o A (FF, ATP a4k = 539 Vake &
2~

Ag)oltk. FASHAl, AtelE28™ F(Ato] 228 D £ JEE-ZTE5E AX-Eds o]ddAas F, VEZ
celo}, EC:5.2.1.82% FAP)E LI vEIceol u wwAoeltt, 60kda WEZSelel 4 7 wwd

)
(HSP60) 9] 4~ HAE A2 H-E o d MIoA Jsd Aoz Fdt HAHS .
3}

HAEO] tigh nfo]lwpARA ALE&E 4= = D AE Ao & 2l 2|
3-37) wuidolty, = 5o =AlE upbthE, 14-3-3 Aleh/Her @) sE2 AAe JiAek vlalste] HAE ¢
AzFE o] ol ek, 14-3-3 Aer/dep gulde 7 A9l o gl T shelar, oo &
TAYUL 14-3-3 HE/GaE ek HAE A =5 H o dFol A ot oz wg HHAHJAG(E 1. 14-
3-3 wulde A8 9 ¥ iF FollA HASY Ay neZ BEHT, OAL, AR, olFEAIS, ©E S
& B AE F7] ™o TojE s AY A2 x4 FHol¥th(Aghazadeh et al. Drug Discov. Today
(2015)). olE& wWAe] WHE Y Ev= Y $F2 FrlElaA BE YA (Maksymowych et al. Clin. Exp.

oL 14-3-3 AlEH/ REH(14-
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=i
Z1U-A LYN, MAPK14,

s=s3
Exper Opin.

1-13)
12} 5A 1(elF-5A-1)%

RS

Elo] &% AEelA

(2015) 79:

oF(Matta et al.
g A2

=]

T

Dis.
AE WY A

il

3

i
HAE 3HA}=

1

s
<l

7

1913-1921),
=1

o

-

=

Neurobiol.
T

Fol HAE ShA=iele] oA doe 14-3-3 A/ 2Lep &

1 19B);

(2015) 67:
=

9714 (Slone et al.

A
Hl &

(2011)22: 696-704) 7}
b

elF-5A-19] 77

=~

[L-1F69] $3& HAE SR 2Ele)
=1

A
100 =Al€ wiiz, Elol®

Arthritis Rheumatol.
Zh= A RFEHO A

=

=

<

[e]

PEEREIFE

$35-$39),
WA 7luAl 14(MAPK14); SEFolZA a4 7IUA 3 &3b/HEHGSK 3 &3t/ HED;

Semin. Cell Dev. Biol.

Fol HARE

A
=
-

|

= 6o EAE wiE,
GSK 3 <+3}/wlE}, DEAD box W& 19B

(2014) 32:
et al.
]

o 1l

A

sk 7

01—
1F6(Q1E]

.
ATP ¢]&% RNA 2714 DDX19B(DEAD H}~ o

Targets (2012) 16: 515-523),
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SEQUENCE LISTING

<110>

<120>

<130>
<140>
<141>
<150>

<151>

Dyax Corp.

PROTEIN BIOMARKERS FOR DISEASES ASSOCIATED WITH THE CONTACT
ACTIVATION SYSTEM

W02018/053244

PCT/US2017/051749

2017-09-15

US 62/395,712

2016-09-16
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<150> US 62/518,492

<151> 2017-

<160> 5

06-12

<170> PatentIn version 3.5

<210> 1
<211> 304
<212> PRT
<213> Homo
<400> 1
Met Ile Tyr

1

Leu Leu Leu

Asp Glu Glu

35

Leu Met His
50

Ala Tle Met

65

Glu Phe Ile

Leu Glu Glu

Ile Lys Thr
115
Glu Asp Pro

130

Asn Gln Thr
145

Asn Met Asn

Asp Gly Pro

sapiens

Thr Met Lys Lys Val His

5

Asn Leu Ala Pro Ala Pro
20 25
His Thr Ile Ile Thr Asp
40
Ser Phe Cys Ala Phe Lys
95
Lys Arg Phe Phe Phe Asn

70

Tyr Gly Gly Cys Glu Gly
85
Cys Lys Lys Met Cys Thr
100 105
Thr Leu Gln Gln Glu Lys
120
Gly Ile Cys Arg Gly Tyr

135

Lys Gln Cys Glu Arg Phe
150
Asn Phe Glu Thr Leu Glu
165

Asn Gly Phe GIn Val Asp

Ala Leu

10

Leu Asn

Thr G

=

Ala Asp

Ile Phe

75

Asn G

=

90

Arg Asp

Pro Asp

Ile Thr

Lys Tyr

155
Glu Cys
170

Asn Tyr

Trp Ala Ser

Ala Asp Ser
30
Leu Pro Pro
45
Asp Gly Pro
60

Thr Arg Gln

Asn Arg Phe

Asn Ala Asn

110

Phe Cys Phe
125

Arg Tyr Phe

140

Gly Gly Cys

Lys Asn Ile

Val

15

Glu

Leu

Cys

Cys

Glu

95

Arg

Leu

Tyr

Leu

Cys

175

Cys

Lys

Lys

80

Ser

Asn

160

Glu

Gly Thr Gln Leu Asn
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180 185 190
Ala Val Asn Asn Ser Leu Thr Pro Gln Ser Thr Lys Val Pro Ser Leu

195 200 205

Phe Glu Phe His Gly Pro Ser Trp Cys Leu Thr Pro Ala Asp Arg Gly
210 215 220
Leu Cys Arg Ala Asn Glu Asn Arg Phe Tyr Tyr Asn Ser Val Ile Gly
225 230 235 240
Lys Cys Arg Pro Phe Lys Tyr Ser Gly Cys Gly Gly Asn Glu Asn Asn
245 250 255
Phe Thr Ser Lys Gln Glu Cys Leu Arg Ala Cys Lys Lys Gly Phe Ile

260 265 270

Gln Arg Ile Ser Lys Gly Gly Leu Ile Lys Thr Lys Arg Lys Arg Lys
275 280 285

Lys Gln Arg Val Lys Ile Ala Tyr Glu Glu Ile Phe Val Lys Asn Met
290 295 300

<210> 2

<211> 58

<212> PRT

<213> Homo sapiens

<400> 2

Arg Pro Asp Phe Cys Leu Glu Pro Pro Tyr Thr Gly Pro Cys Lys Ala

1 5 10 15

Arg Ile Ile Arg Tyr Phe Tyr Asn Ala Lys Ala Gly Leu Cys Gln Thr

20 25 30
Phe Val Tyr Gly Gly Cys Arg Ala Lys Arg Asn Asn Phe Lys Ser Ala
35 40 45
Glu Asp Cys Met Arg Thr Cys Gly Gly Ala
50 55
<210> 3
<211> 60
<212> PRT

<213> Artificial Sequence

_36_



<220><223> Synthetic polypeptide

<400> 3
Glu Ala Met His Ser Phe Cys Ala Phe Lys Ala
1 5 10
Arg Ala Ala His Pro Arg Trp Phe Phe Asn Ile
20 25
Glu Glu Phe Ile Tyr Gly Gly Cys Glu Gly Asn
35 40
Ser Leu Glu Glu Cys Lys Lys Met Cys Thr Arg
50 55
<210> 4
<211> 122
<212> PRT

<213> Artificial Sequence
<220><223> Synthetic polypeptide
<400> 4

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu

1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe

20 25

Ile Met Met Trp Val Arg Gln Ala Pro Gly Lys

35 40

Ser Gly Ile Tyr Ser Ser Gly Gly Ile Thr Val

50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

65 70 75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90

Ala Tyr Arg Arg Ile Gly Val Pro Arg Arg Asp

100 105

Gly Gln Gly Thr Met Val Thr Val Ser Ser

115 120

oin
1]
Jm
el

Asp Asp Gly Pro Cys

15

Phe Thr Arg Gln Cys
30
Gln Asn Arg Phe Glu
45
Asp

60

Val Gln Pro Gly Gly

15
Thr Phe Ser His Tyr
30
Gly Leu Glu Trp Val
45
Tyr Ala Asp Ser Val
60

Lys Asn Thr Leu Tyr

80

Ala Val Tyr Tyr Cys
95

Glu Phe Asp Ile Trp

110
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<210> 5

<211> 105

<212> PRT

<213> Artificial Sequence

<220><223> Synthetic polypeptide

<400> 5

Asp Ile Gln Met Thr Gln Ser Pro Ser Thr
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser

20 25
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys
35 40

Tyr Lys Ala Ser Thr Leu Glu Ser Gly Val

50 55

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr

65 70

Asp Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
85 90

Phe Gly Gln Gly Thr Lys Val Glu Ile

100 105

Leu

Pro

Ile
75

Tyr

Ser Ala Ser Val Gly

Ser Ile Ser Ser Trp

30

Pro Lys Leu Leu Ile

45

Ser Arg Phe Ser Gly

60

Ser Ser Leu Gln Pro

Asn Thr Tyr Trp Thr

_38_

15

95

80

SSS0l 10-2513485



	문서
	서지사항
	요 약
	대 표 도
	청구범위
	발명의 설명
	기 술 분 야
	배 경 기 술
	발명의 내용
	도면의 간단한 설명
	발명을 실시하기 위한 구체적인 내용

	도면
	도면1a
	도면1b
	도면2
	도면3a
	도면3b
	도면4a
	도면4b
	도면4c
	도면5
	도면6
	도면7a
	도면7b
	도면7c
	도면8
	도면9
	도면10

	서 열 목 록



문서
서지사항 1
요 약 1
대 표 도 1
청구범위 3
발명의 설명 5
 기 술 분 야 5
 배 경 기 술 5
 발명의 내용 5
 도면의 간단한 설명 5
 발명을 실시하기 위한 구체적인 내용 7
도면 29
 도면1a 29
 도면1b 29
 도면2 30
 도면3a 30
 도면3b 30
 도면4a 31
 도면4b 31
 도면4c 31
 도면5 32
 도면6 32
 도면7a 32
 도면7b 33
 도면7c 33
 도면8 33
 도면9 34
 도면10 34
서 열 목 록 34
