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L PP B PuAR , B ARG T35 [ S 2B 72 OR300 (ATCC) FEIR T % FIIR 5 5 PTA-
10431 BLPTA-10432(1) 2435 83 77 4

2. —MPUERPURS & R B i Frid St i 456 v Bo HHARGET 36 [ LY 8% 552 M) OR ik
H0 (ATCC) FEIR T~ L FIIR 58, 5 PTA-10431 BRPTA-1043 21 28 98 7™ AL I e AR Y v B o

3BME R 2B R A A v B, Hetp Frik B R 45 & 1 Bt FH AR 980 T-ATCCIHF IR 7 & Rl R
58, 5 PTA-10431 [ 2R A8 I8 7 A I AR 1) 1 B

4 MR ERIM IR A R B, o Frid S 54 & R BRR A4 G T AP EPEST2H Ko
T E /N T 1. 51x10 "M,

5. BMIE R 2M B R A & v B, Herp rid B R 45 & 1 Bt FH AR 980 T-ATCCIHF IR 7 & Rl R
5, 5 PTA-1 0432 2R A8 I8 7 A I HUAA 1) 1 B

6 AR E RSP R S A B, o Frid $i 54 & R BB R A 4 & T A rIEPEST2H Ko
ST E /N T8.59x10 1M,

7. PR A B IR Todds , R BURESR 2L 5 4 & F B Ho ik ik & B
T AR 5 AN PTIETEST2Hr 45 A

8 . BRI ELR TR A I BRI A4, o rp B 444 2 N JEAL I A

9 MUMER 2RSS & B, b ik B SR 455 B g Fab Jy BREREF (ab” )2 1 B

10 AR ZER TR A B A JRAL I Fodds , Forp Birad i & 19 BN IR AL I B AR A9 75 B AR g
TSR LA R =Y R 0 (ATCC) FRIR T L R ERSE 5 PTA-10431 BXPTA- 104321 R A I8 )™
A PUAR T R B E B AN E X

L1 AR ZLR L A, Horp Brad S 44 o2& | AR5k T ATCCIHFR T~ % R £R 58 5 PTA-1043 11

AT AL R
12 UM EER TR S A4, Horb B 44 2 B AR 3k T-ATCCIHF IR ¥ % A OR ek 5 PTA-10432fK)
AT A R

13 BUCRESR L PuAds , Horb Frid Sk 2 A AR2E 1 o

14 B ER 20 R 45 6 B o ik i 4 & B B AR

165, —FhZR 2298, Hoak 1 20 - ARG T 38 [ i Y B 52 M OR s o 0 (ATCO) 3 I3 & R 5k
SPTA-10431 1 28 A 98 ARG T ATCCH W T L R LR 58 5 PTA- 104321 Z- A5 J& o

16. 2 /b — R BRI E SR - 149 A — ST IR B SR B R 45 & F B e il 2 T4k E
AR BVRE S N AT PR S T2 7K S 34T 58 2 1R300 T 1 G

17 2 /D PRI AS R BRI EL R L= 14 AT — T TR I SR B R 45 & B B il 4 F T4
AR FE RN AT PEST2 0 /KPR AT 5 S 1l 77 1 1 i

18. & /b — P AR E SR 1 - 149 AT — ST B SR B R 45 & 1 B AE il #& F T i 52
PR — 4 P B0 L RS 1300 T P

19 Z /D PR R A A0 BB SR 1 - 14 AT — 550 BT (K oA B SR 45 & BE il 46 T T
TR 52 3K 3 —4F PN FE T RO 700 07 T 1) FH 3

20 . Z2 /b — PP AUR R 1-1AH AT — AT IR B BUAR B R 45 6 v B AE il & T #E =2
TR 5200 H Bt B AR B 4k k96 7 1Kl 7 O T 1) &

21. 2 /D PRAS R B BRI B3R - 14 AT — T IR I TR B R 45 A BR e il % T
B A2 T A AR R 9 32 6 HH Bt B AR Bl 4k 28236 97 1150 T 1) s

2
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22. F A — BB R - 14 TP AL — TR (0 DU B SS & F BAE il % Tk #e 2
5l R 7 323 1 R0 T ) A

23 . 2 /D P RAS [ (8 AN AR SR 1 -1 4 AR — BT I ST BB SR 45 & BoE il & T
WeFES Sllm PR FE I 52150 1650 77 1 1 i

24 BUM EER 161 Al , oo i 52 3 18 R 2 Wi i B R 2 BLZR 1 7 P ECE 2
FEIR o

25 A EER 161K Alig , Horh Ik 32 ol 2 W o B A W

26 U ZER 250K Alig , Hor I 5o 2 1 DhBEAS 4B rh Ko

27 A EER 250 Alige , o i 5o 2 0o MUE 0

28 RUMIEL R 2TH Al , Horp pirids D U8 B 12 B 2 - O TR BRI o

29 . BUREE R 27H Alig , Heh i O U8 B o o S T IR B bk 25 B4k

30 BUMIEER 161 Flige , o Jirid 52 6038 45 465 78 9 HAT A AR 14 IS o

31 BANZER 16 Hlig , Hobh I 52 3 B R I8 — e 2 Bl = - o =B MUAE , =B
[#il 2 LR fa AP, A > B0 A4 E R4

32 BUMIEER 161 Flags , o i S A6 it s MLV MLV B o

33 AR 16 Hlig , Hob g 52 a3 BoAT 22 0 — Bl 2 BN B AR - i BUANE
IR AL 5 o, MR S S, VT 0, Sk, JBE55 RS K

34 BUM EER 1811 Al , Horh i 52 3 18 R 12 Wi i) B R 2 BLZR 1 7 P ECE 2
FEIR o

35 DU EER 18I Alig , Ho b Ik 32l 2 Wi o B A R

36 A EER 351 Alig , Ho i Ik o 2 1 DhBEAS 4= rh Ko

37 U EER 350 Alige , o I 5o 2 0o MUE0

38 BUHMIER3TH Al , Herp pirid D U Bm i B 2 - O AR BIAK R

39 BUREER3TH Alig , Horb ik O U8 R 99 o S I T IR Bl bk R A4k

40 . BURIEER 18I AR , 2 v Jlrid 32 48 7 N BT R AR A ) RS

AT UM ZER IS Alig , Horh ik 52 63 A8 AT 1 38 — Bl ek 2 Bl 5 H i = B HLAE , =R
[ L7, o LI, AT > 3044 H R 4

A2 BUREER 20 1) Al , B rp Bl i 52 6l 3 A& R 2 W X B2 R 2309 1 PRl ECE 22
FER o

A3 BURIEER 200 Fage , Hvb i 52 5035 12 W o S8 AT I o

A4 BURIEER A3 Flig , b Bk s 1 B Dhse AN A mierh X

45 BUAEE R A3 A , Herh B 50 2 o0 MU0 o

46 . BUMIEERABH F , Forb pirid O ML R 08 71 4« O S ML AR B 0O

AT BUMIEERASH F , Fovb firids O MUE B A2 SR IR B Ik 47 A AE o

A8 AN EE R 2019 Fag , o vh Tk 52 13 45 46 0 0 B AT AR R I XU

49 BUHM LR 2001 Alage , Fovb ik 52 63 ST R ik — Al sl 2 B« i o = R MU AE , B
[P % LI o L P, AT > 3O R 44 B 5 4

50 . R &, HALE & D — B BORI B R 1 - 14— TR AT AR M SR B b R 45 6 B

51U EE R0 B &, He b B ol G S5 A P A LA B B 45 & B
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52 UM ZL R 50 &, Horp 2/ — PR R 45 & h BR L A4 & T AFETE
ST2fK K% T B /N T-8.59x10 "M,

53 BRI R 50825 &, e b Aol 7 6 1 D B I S 2 M B 5 e e 1t

54 RUHNE KRB0 MG, #— A B A 75 B 1 S 4N ATV P ST 2.

55 . BRI R bART A &L, Hod prak A 4H B2 ARG B 40 .
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AR AST-241 R F 04 #i 5%

[0001]  FHSCHIIERIAZ X 5] H
[0002]  iZHITEESR20104E4 HOH HACHI S H ImR HiE61/322,578F120104F5 H18H 48
135 [ Iim B H I 61/345, 83TIAL Je B, 1% A 4 Il i HR 4 2% B I A 2Rl 5] A IR AAR

Ny

o

B GuE

[0003]  ASCHERIN 2GRS A & N AT AR KR IS L M 2 (ST2) E 1 I FuAR AL AR I
TURES G B O A i U AiAg i BOR R DA R AT AR S Hi s R i BR AT Y
TR .

[0004] P&

[0005]  ST2j& A 55 (ST2L) AR ¥& 1 (s ST2EC A VA PEST2) PIAIIE AL 1 /v 3R -1 32 AR Kk
ik i (1wahana et al.,Eur.J.Biochem.264:397-406,1999) . i K FH CEHIA T H |7
XFST2.5 RAEMFBIF < R T f# (Arend et al.,lmmunol.Rev.223:20-38,2008:Kakkar et
al.,Nat.Rev.Drug Discov.7:827-840,2008;Hayakawa et al.,J.Biol.Chem.282:26369-
26380,2007 ; Trajkovic et al.,CytokineGrowth Factor Rev.15:87-95,2004), A 1] V&1
ST2M AR A JEAE A 5 5 2B B TN (Th2) REZ AH O 1 22 R s (L4 RS PEALBEAR
P R Wiy ) () £ v DL S AR AT T Th 2 N 250 Y AR 00 (L B e PR AR se B AR5 ) o B
F+ & (Trajkovice et al.,Cytokine Growth Factor Rev.15:87-95,2004;Brunner et
al.,Intensive Care Med.30:1468-1473,2004) .1 H., 1/~ 233/ST2Lf5 5 & 348 THL
G ER Ao 175 10 B ) — A o SO LR PP ML (Seki et al.,Circulation HeartFail.2:684-
691,2009;Kakkar et al.,Nat.Rev.Drug Discov.7:827-40,2008;Sanada et al.,
J.Clin.Invest.117:1538-1549,2007) o NP ¥&ATEST2RI T L R 1 005 (HF ) ATCo LA 28
B Z G (Kakkar et al.,Nat.Rev.Drug Discov.7:827-40,2008;:Weinberg et
al.,Circulation 107:721-726,2003;Shimpo et al.,Circulation 109:2186-2190,
2004 ; Januzzi et al.,]J.Am.Coll.Cardiol.50:607-613,2007;Mueller et al.,
Clin.Chem.54:752-756,2008;Rehman et al.,J.Am.Coll.Cardiol.52:1458-65,2008;
Sabatine et al.,Circulation 117:1936-1944,2008) ., A ]V HEST2/KFEFH Eib TR T4
WAE—F W RAFET (S B IW007/127749) o Ja 2, NRTIEVEST245 AN 5 FE 2L 58 5iE PRk
TR IR G755 70 Wk MG AT %, I HLad O 32 J 38 U A2 i35 £E — 47 A BB T I FRIUAR F o
[0006]  HMEIA

[0007] AR B &2 /D43 B T N FTVEMEST288 [ i 1 i AR IR R o 3X e fr s S H it 5
455 v BORT DA HI T 90 dnoxk AR e o (R il PR ot ) v B A AT I MEST2 8 1 BEAT 78 & L T
SR A N BB TR KU 1 7 A 15 FO VR A2l B B0 R SR Bk a2 R T (9 o, A B VR
770 VL Rk #: 2 5im RHIE AU 320 o SO 3R (G 1 IR SU AR S LA IR 45 6 7 B & IR
UGS A Bakan) &, DL A Al AR S8 A R B 44 Py B T

[0008]  ARSCHEME T 4B B FiAk S b i 45 & F B ik ik SR 45 6 v BUR RS
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T A PR ECGE 5 PR 2R A T R R DR S A G, B 2R A J AR R fE American Type
Culture Collection(ATTC)IF4#% 48 T N E MRy %4 (Patent Deposit Designation)
PTA-10431FIPTA 10432, 7F— 250 77 227 , PR B H: i B A 5D066-38(D067-331 44 (MBL
International) 2 —ERFHF W H w4 & (EE LR T,087, 396 A #AR) , 8iF 5 AT AN
ST245 Ao S T 8L /N 1. 51x 10~ Mo 7E— S8 SLifE 7 b, JUAREL L Be 5 AN AT M ST24%5
A HIK S T B0 /T8, 59x 10 M. 72— S8 S 5 e vk , Fuik B A BRIk A 1B A VR
(1) o fE— 25 Ty S8, B A :Fab i Bt F(ab’ )2 Bt fllscPv i B o fE— 2L SLjif 77 R
PURECH B ML AR — B SC i 7 b, AR B BUE R RS e AR I R I R
FEBLE R — B AT ANR B X, H P BTk 28 A8 8 4 AR R FEATCC , 45 58 R 2 FIR IR Ay 4
PTA-10431B(PTA-10432 /£ — 2L J7 R, Pudh s IR AEATCCRE R € & R IRk A 44
PTA-10431 (%) Z=5 98 ™ AL B Fidds , BB R 45 6 7 B s B 2 ARG AEATCCH T 2 & R IR R
i BPTA-10432) 2 A8 7= A I ik, UL R 45 4 F B

[0009] &4l T SR MEST2HE R4 A I A B ik L PR &6 7 B i prid ik
F B R 456 7 B P AR ik AL EE A N AR () 4 N B2 24 0 22 A i R 2 g
VA2 B JU I AR A A, A A1 AR B A ) 3 1) 2N T M ST2 50 % Al AR L
A NN R AR L3 AR R RS ) o AE—SESK T B, A BB AT
PEST 2% 584 MR, RIRT A M35 A A7 76 B9 R R P IR N PTIE ME ST 25 e A [ AL R
A AL SR BT A U Fr B i) — R8st 5 b, iR s i B A AR it

[0010] 4t T ARFEMAEATCCH # 45 & v L FIAR iy A4 PTA-10431 (1) 2= A I8 1 40 il , FAR
JEAEATCCHF A 5 58 9 T MRS iy A4 PTA-104321) 252 T8 1K) 41 i o

[0011] 4 (it T 2 &2k B 523 (WA S v B9 N ATV PR ST27KSP () 77 2% o BTk 7 1 AL I
B 5 2 D — P SCREAR B SR B 7 Bz i, AR ISR B 7 B 5 AP PES T2 45
BAE O o AE—LES i 7 b, J i REAT FH 2 /D PRI AR SR AN (A sl A B
[0012] @4 it 7 T A2 — 4 N BB T B U () 7534 o i 7 6 A4 R B2 303 A i f
) FH 22 20— Bl AR SCHEIR B BuAR BOH 7 BB e 8 5 (N ATV PR ST2 K, Hodh 5 AT v e
ST2Z RSP AH L , 8 i o N AT MRS T27K P FF iy 3 B 524 2 A8 — 47 P9 BB T 19 XURS: 384 Jom (441
QAT R L 55 A R REAH LG, A ATVAPEST 27K B 33 2 A AH ) 19 523038 (491 o E8 A A TR
PRI I 52 ) — 4 P B T 5 AU 3500 ) , T e 1 B3 R AR AH R 1 N ATV PR ST2 7K S 3R B 52
TR — 45 P B0 T 1 XU ik 2D (48] 4 5o R L 5 A )0 BEAFEE , ATV PEST2 /K P+ B3
AAH A 52 503 (] S8 A AHIR B I 32303 ) — S AR T XU R R -

[0013] it 1 2 2 15 RVE AR A Be B3 45 52 3038 IR B A SR Be VR T T I 7%
BT I 7512 A 3R BUSZ A 2 58 ot R R FH 28 20— Bl AR SCHEIA B oA sl L B e R e A
LA MEST2/K , Horp 5 ATV 1 ST2 2 BR/K P AHLEL , FH & AT HEST27K 1 3 B B 4 4
BUE IR BT B IR T, T R BCE A B N RTVEMEST 2K 12 B AT LLZ% 18 e V32 i B o 7
—UE st 7 G, A2 E A LN IR TP R B D — FhECE Bl R B AN I IR SR G
MR (B S TR O Sk R B AT IR

[0014]  R$RLE T IEFE S 5w RWF 78 19 326 (1 75 32%, ik D i A FE IR B2 W 35 B i, Al
FH 22 20— Pl AR SCHEIA B B 5l B e 5 v B N AT PR ST 27K, L R ' 5 N AT i
PEST2Z BEACE ML , 323803 10 A AT VA PEST27K S 38 B Ath R 24 4 3% 2 55 PRAJE 70 e % 1%
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ZAAE S 5 RIS AL — LS 5 P AFAE T R N TV PR ST27K P38 B 32 3 B 4
et 2 5 15 PRAFF 5L

[0015] 4Rt |45 32 i B EFRIB YT 07 RN TT 5, Bk 7 i AFE R & D — P AR SCHEAR 1Y
FUREIL 7 B >k 520 I AR RS P B AN AT PEST2K S, e A A AT A PEST2S
RSP 3230 NPTV PEST2 K P4 B T4 52 B IR BB IT T R AT — S Siti y Bp , 47
TEF B AT ST2 K4 T 45 52 il B IR BRI T T %o

[0016]  FEA SCHEA AT R — A7V — S8 52 5 v, 5208 RS Wi B8 N F AR
RSB PR EE 2 (B4, 22 /0 = DU Bk ARl SRR 5238038 O 02 W s S Rz s (4l
O REIR BRI O ML B0 « SR RDIRBIIK SR S AR B DhREAS 4 L b RUBIE A8 SCHEA 1
P AT B —Fh) s B 523G A DA 09— B Pl s H e = A | o L A EE
I I H B AR 5T 455 > 30 AE AR SCHER R — Py Va0 — Ses2i 7y Bh g e A T
Z /DR SCHEIAR B PR A B

[0017]  FEARSCHER TR — P iE I — e s2iE 7y B, AP TEST2S B & A AT
PEST20 BRIE /K o 72— LS 7 S, IR /KPR R0 3 B Ak (4] o R 59 v 2 3 T A
B L T B AR ) v () 3 N AT I I ST27K ST o 78 A SCRER (AT 25— Py v I — e sk
i 77 & 2 K X R 5233 R i R AR AE R A TV PEST27K S, Bk 32 i3 R 2 I
FRERLEE 22 BB o it IR  ARAFS W A P B AR 568 e A R B I U o
[0018]  YEA SCHEAMIAT R — Py v, 5238038 RS Wi o A m (B, 00 % el iR 3
JKER O L8 50 B PR TR Bk 48 B A B ThREAS 4 AR B A SCHE A i 5993 v (/T
B AEAR SRR AT R — PV, B B M L35 B R o AR SCHEIR (AT 4
Je IR BT DA T X AR T — Rl ik

[0019]  $24iE T2 Wi B2 338 1 B 1K 5 V2, T 7 i F 3R U2 303 e o, R A 22 20—
Tl AR SCHEIR (0 A B B 5 A58 & v (99 NPTV MR ST 27K 0 28 /b — BB/ it 1 7K
S, Ho g 5 A AR R ST2 S BUKSE AL , 32305 19 A AT PEST2KF s Horp 5 A AT A M
ST2% B K SEAH L , K2 5 FH 8 1 A AT VA PEST2AK S , FIAH S BTk 2 20— Fhai A it () 2
B K1 R A AR I 22 2D — PR A AR iC ) 7K ST 22 PR 52 K38 S 9 s (M8 2, o L 38 9 9 T
I3 JEIILAE < 105 975 (Kawasaki disease) B Th2AH < BIm , B AR SCHE A A HoAth 599 vh AT
=S LD

[0020] 4t T B e 52 A A 15 A IR I N ATIE MRS T2 7K1 (R AT B R A8 A 7™ 35 55 0
(A8 o ML A8 2 9 ) AFNVA8] 21— P B0 T2 BN B 149 RURS: 1065 ) 1 75326 5 BT I 77 Y20 4B 3R B2
B RE T, R Z D — P AR SO I BUAR B B B A I N RS ST 27K, o
NATVEPEST27K P94 7ERE 5 VE R (40, /£ K 2914 . 5K 2925 3ng/mL, BLE K£118.1- K4
19.9ng/mL2 [8)) , Wl 58 52 50 BAT B B AT PEST2K Y AE— S 77 2 rp , S 55
PESZ 3 BN AT 1 ST27K - 4b T2 9 51 28 BIATART 91 [l - 1), W) 52 X3 i o o B AT TE 5 (1)
NATEPEST27K S o 75— 2252 77 2, SR 2o VRS20 B N PV PEST2 /K 4b T 3R 97125 1
AR R 2 ), T 52 33 4 e e S LA I [ N T PR ST2 7K

[0021] g4 it T a7, B il ) & 5 A AR SCHER I 22 b — Bl (B i B b s =P DY Fhak
FLFP) POk TR P iR 45 A A B o 1% S84 1) B 1 — L8 St 5 B PR R AR SCHE R I P AR ER
UL G B AR IR ) S i — Se S 7 R rp, B b — PR s B A AT ST 2

7
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(Bl tn, EAN AT PEST2) 45 A Ko F 30 /NTF8.59x 107 M. E— R8s 77 b, Wl &
PR A IR S 5 M B A 36 (EL T SA) B T 2 o £E — B SL i 75 22+, b R i 57 A 4 i (51
w1, NGRS g0 i) 4 B N T IEPEST2 AE—Bes iy &by, 40 A A VA PEST2 5 4
HA.

[0022]  RiE “FIIEMEST2” BWAE & XA P I RIS S A, Brid 71 S5NCB1 % 5% 5NP_
003847.2(SEQ 1D NO:1) % /b90%+H [F] (5141, 42 21>95%.96%. 97%- 98%- 99%BEK 1 00%4H [F] ) ; B &
TH XTI , Brid 731 5NCB1 & 35 NM_003856.. 2(SEQ 1D NO:2) £ />90%+H ] (4]
u, 22 7195%.96%- 97%- 98%- 99%E, 1 00%+H[F] )

[0023]  RiE“FHmif)” 8L “FHaT BRE SZSRAKCE (B0, R ERRRZAE B2
P73 1) TR PR B 22 PRI S22 B RIS 8 A R 5 T R RS 16 52 33 i AT
FETEST27K s B N ATV PR ST2 I B K 1) FHEL , 2 1Y B I & 1 AP (9 o, A AT
ST28E K AR E S, Bl g vt 2 Y B 25 2 5 (I, 38 n) 72— sy 2h , 2
SEBME A AR I B R KA A 2 i o SO R 1 A ATV RS T2 Ho A 22 e 7K
[0024]  RiE “BRITHIA BRE 52 E 7] A2 R 40 N 50 (9 a4 = B = il B2 ) ()
BT 9 B B T7 o B g7 ATLAG ) R PR i 2 9 A0 465 1= B 12 B A0 & B R R AL (o, 37222
B ) o

[0025]  ORiE “LERiim N B AE BN ST ALAS (1 2, = B B4 B4 B AT LA ) 1) 32 i 2 o
[0026]  RiE “fERiadT” MR E AN BRST AL (40 , = B Bk Bh 3 BE ALY ) 1 52 13 3
AT R IR/ BRR T o 2, S AR B VR T I 32 P RE R 37 N IR 25 7 — B PR T 77k
FATIR SRR (B, AR, 2B B O IEBAR) , I AR5 (5, i3
PR G R S AR AT T BT JZ ) ) o AE HARSE ], BT DA BR 4N 5 A U P kb 0
BOR O™ R L) — B 22 FERIC M T VPl 2 IR B 52 13 PR O ) ™ JE R B e
[0027]  RiE “SBUKF R E X B 638 BON HEUE 2 B v (1 BRI (B K « 2 HEK S B
TRAT IR, AT DA AR GURE AR N RI#IE « 2 MUK P R] DL ZE il 7K P BiCE A [R) 2838 v B
FFLBSE H FAT BSF T) t FRT 7K o NPTV P ST2 5 BRKCST () — SR SR R i VR 9] B FE IR R 1) F
W N AT T ST27K A, BTk S 3 - RAF S W A B0 s A B0 1) R P B 22 Pt
B E ST CVD s A S 308 5 VA T Yl =I5 0L s L I L s OO0 A/ B8 A o
FREL<30 (91, BMAIRT25) 5 A7 R R HA 5 90 1A JRUSG: 5 AR/ B3O A6 5 ST 27K P 38 IAH 2 1) 2
(G, O 0L 78 2 99 IR« TUBCIILAE ) V|0 99 B Th 2 6H 5 2 9 5 BROAR SCHE AR 1 AT 7 — i oA %
) o AR SCOEFEIAR T HoAth T HR B o NPT ST22 HE/KT 1 o Ath 1] & A AT PEST2 1]
{ELZK - o AT AR AR G038 L 7 V5 8 N ATVEPEST 22 BR/KST s AR ST 1 — BeoRJE PR ) 7K
[0028]  7E—HEsLjii /7 &, v TSR IS ARTEMEST2KP I L 22 . R LR S R L
2 55523838 (a0 SCH R AR AT RS2 38 B[R] — 32 603 ) R DU &= 30 A ATV PEST2K
P S 2 AT EU R, 9 01 2 R EL 22 ] DL 2 95 (90 4, o U (610 o0 3% o e IR 3 ik
PRI O ML 79 S PR TR B SR A AE AL 80 ) B DhRE A4 XU, B3 QAR SCHREIR 1)
L N RLE TS T2 AH I I ATART At 2995 ) AR HE TR A0S B9 A AT P ST 2K P [ b
gm0, o0 5 08  eE IR BT 995 /0o M7 00 S Pk el AR Bk & S AE AL 480 ) B 1)

8
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Re AN A X, B AR SCHE AR I 542 1 B9 T T ST 27K P A8 20 AT AR A2 59 ) 12 W Rip
Je AT VA PEST27KCSF 0 B 285 50975 (1, 500 38 38 Tl >R B k0 O ML 0008 S PR el iR 30
k&7 A AR RO A ) B DhEe A A R, B AR SCHEA I 5 £ = i N TV R ST2 7K SF A
FATA F At 9% ) ¥ T 7 RS B ST27K S Bl 285 50998 (481 4 5 o0 5 v Tt R B ke s O I 7
P~ S IR B SR A AE RO &R ) B Th e A B R, B A SCREIR R S5 s A
ALY MEST27K V- AH SR AT ART H At 2299 ) ¥R 97 (BN Be B3 1 12 va J7 ) 1 B2 v AN AN [ e [1]
AU AT PEST2 KT bl 28 5 B O IR =44 (491 20 LA 28) 117 i 9 N ATV PES T2 7K P (1 L
[0029]  7E—uLsijifi 7y L, Wl DU 32 3038 & B N FTAPEST2 /K L 2 5 s {E 5
R L 22 3E AT Ll A o AP PEST21 23 BE Ll 22 ] DL R B A 00 O 177 V2 0 5 T DA FHAS SCHS
AR T AT MEST20 5 AL 2 i, ARTIEMEST2H S I EL R T D& K £90.7-K
2111208, 83 K41,

[0030]  RiE “Vayr A B 8L V69T MME R — BUZ P2 )4 T 32 i BUE A 2 F
B RS R 7 (B, i i ds B BHEBUOIETF R TFAR) AT A T 3208 25 710 3E
P i T2 491 B, i R 5 480 20 3 L ¥ 771 AR PR R I A Y A 91 Bt B R L R Tk SR L
B 2 48 (RAAS ) YRR 77 (491 01, B—"5 - iR 25 B BEL I 771) - 0L/ A 416 2% A A i 00 1) 7] 58 1] 5 4
F B 2R A R R I R T 21 L 1 S AARBEL B 7)) A I ] e e AR (A, Bkl ) o ARTER YT PR AL
B AR T (0, s 2D ) 3233 A I — B2 2RI R E U L 4 T
— B PB4 70, B IS BYR T T v R — B B2

[0031]  FH-TARIC, “S23E” & L3, Bl A .

[0032]  FH-FASC, “HEWRESL ELFE MLVR « 37 02K PR RN 5 A 28 b (1) — B 2 Pl — R
Ui, AEDRE S e S A T3 IOV I R A

[0033]  FH-T AL, AE “BUik” & F518 7 & A HEE 2 IR BE 2 IR & A 5. B iR i A
GO R EENREEN AR X A — AN EEE A — AN RN 25 M ik, FIAS & 5 5
() EE B BT TN 45 B U EL S R a6 s e |y R FLRRAS (R S 2 E B b () —Fl
Foo 2R3 T FE R IE 2 X R LR 7 91 o IX AN [R) R R (1) EERE T B T 28 i, 73 il A 1 gA
(f0451gA1FI1gA2) \1gD. 1gE 1gG(1gG1.1gG2.1gG3H11gG4) Il gM. 45 5 R FAR I AL &5 4 TR
SRCHIM R T A B R ) — b, S 8L T R B AE 2 25 M I R R 7 91 o 1gG L 1 gD AT gBAit
AT 5 A VP A I 1540 2 5 AR A AR TR 1 2 N P A0 i 45 A 45 P 3, A B L ] AR X
(VH) FAREE AT AR [X (VL) ZH 1l o 0, L gABUAA FH AN AR ol , B A SR A FH 9 A S8 A 7R A
PR R (T 186G gD AL gEHUAA) IXKE , 1gA Sy A VYA IR 45 & 45 M35, A A R H VH
FIVLAH o HE L 1 g AP AR A B AA T SR, B A AT T ER P A B R AN 32 B A Rl o 23 WA T 1 ML
A — M R AN FRAR A 1, BEAS EH PR AN FEE RIS 3R B2 O T 1g G LgEHAR ) o XA , 73 i
(1) 1M+ BA TR 5 A S5 I8, BRAN R FH VHATVLAY R o 847 7 28 i 22 10 T2 201 1M,
H 5166 1gDFgEfTAAIAL, BA I E#E/ I FREER 4544 .

[0034]  HTASC, RE “RA DA RIRE uE A8 2 b — A ANE E X k. 5140, /s
SR A4 (8] 21/ BB B B oA ) | — AN BRI (4, — AN SN BCEAS ) AR B AT AR [XOR /B —
ANBLASH (B, — A A B AN ERE AT AR X AT PASS 5 AE 2 X, b i{EA R T
1gGUNAESE X o FHXTHEIR A DU, 8RB TR — BT A G 88 JRU PR AR » DR S A R e 1 T T
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TGRS BRI AL AU N R T i E Uik, O BT R & eI A EHR 2 W an
EE%H4,816,567.4,978,775.4,975, 36913 [F £ F]4,816,397,

[0035]  HH-TASC, AAE “E4a APUAE” Je R & RIET N2 51 e 5 SR BT AR I 31
JR &5 G R B M, 56 4 A4 ] LA A BARMBERE A J A8 o 4 i ™ A o 78 HoAth SE i 5 22
AT LA E B R R Eh P e AL A, ik B SR R S A N R G ke B M N R e e sk e
ok ERT L B 25 A G A e 8 N DU EE B AN B A AR

[0036]  RiE “HAME X BL “COR” FI-T A0 18 S BE AR 3 22 IR m] A2 X A ORI 22 IR
P, X RG22 Ik P £ E AN T S R B R Kabat et al.,J.Biol.Chem.252,
6609-6616,1977;Chothia et al.,J.Mol.Biol.196:901-917,1987; fiMacCallum et al.,
J.Mol.Biol.262:732-745,1996 9 #i& ik CDRs o 7ERF AN VLAMEANVHF A =ANCDRs (L FR A
CDR1.CDR2AICDR3) .

[0037]  R¥E “J B B“HAR v B T AR SO AR RIE T oA 2 Ik oy (il , 44 S AT/
BREEZ ORI 2 Ik, AR S A KGUAZ IR AT & A 5e W 455 PR I 2 Kbk 2 ik 2 /b
—H 5 Bk BRI LS AR PUE 2 IR TR — 8 5, BRI A ARIEA R T X A7) %)
Fr B itk A BORT LA ES , Bl WiFab Fr BEF(ab’ ) 27 Bt scPv (FREERV) F B ER MR udd L Bk
SPEB 2R R PEPUAR R B, bR S R R N 2 R R P A (B, A = AL T
) S VB (chelating) AP  =AREE A B GRS G g 24
P)(small modular immunopharmaceuticals,SMIP).&E& 45 M AIEEREAFI S E A W%
GEA TR NI A7 VHHI LA o 70 R 45 S A4 B ) HAth 8] 7 AR S5 2 i

[0038] R E “HEZEIX” HI-T A 3CA& f B 55 A4 22 JIK W] A8 [X P9 AN A2 CDR T 91 1) 2 22 1
A, FEAFTYERFCORFF IR L E S LME R TR S & RIMERX A 5 — A HES S
JURA & AR IE AU RN, R AR FIHEZE XN i L L3 e n] DL Hi 2 5 R4 &
BCHE S UMCDRs A — B 2R AR 5 s BLAE AR B8

[0039]  RifE “ NIEATUAR” Fl T A S FR ad o 7 w42 X S5 AE A (12, /N B OKBR B
O B ) AN/ B BE TLANR E X (CDRs) — 20 & — B D AMEZRIX o AE— LESL i T &=
NIEACAUAREL EBR T CORIX 5842k 3 AR 51 o A AE N JRA AR , NIREALHUAA 0 AR G
JEPE— RCEAR, PR G AE SR BB 0 B 40 TR ST B OL A o NSRS A ST AN, i 4
NI G EBAR B AT R . Z W aHwang et al. ,Methods 36:35,2005;Queen
et al.,Proc.Natl.Acad.Sci.U.S.A.86:10029-10033,1989; Jones et al.,Nature321:
522-25,1986;Riechmann et al.,Nature 332:323-27,1988;Verhoeyen et al.,Science
239:1534-36,1988;0rlandi et al.,Proc.Natl.Acad.Sci.U.S.A.86:3833-3837,1989;3%
£ %5,225,539.5,530,101.5,585,089.5,693,761.5,693,762516,180,370; LL &ZWO 90/
07861,

[0040] T AL, AU “Th2MHIR IR /& 45 5 7 W 278 4y B PE T IS (Th2 ) B2 28 AH G A R
T o

[0041] T A, RiE O ML B A2 48O IEFIIL A (1 25 8L , ARSIk K N Bl /s
ok A 0 L5 ) 3R L

[0042]  FITFAST, At “Birfs” 2 4R B0 2K AL o

[0043]  Rifs “HAARICY)” BKE BE W2 Wi e B POW M AFTERI S B V2R IR K BUR K L
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G EAI LS (B, FIAPECCL 1) o R SCHER R 2 W 323 2 A w7 i Bt
K Ik 1 5238 3 B R v i Al s e ST 2R 2 /b — P HAR AR iE M A 7T DL TR 2
Wi 1) LA HeAth bR 104 2 A< Ak 20 1 (1801, proANP \NT—proANP . ANP . proBNP \NT—proBNP .
BNP U145 25 1 - CRP LI - i PR 28 (BUN)  JH D BE il (A &5 M40 TR N B2 3% s DA AR 4 R
152007/0248981.2011/0053170.2010/0009356,2010,/0055683,2009,/0264779 H #5314 [ H
SEPRICH) , 1X B R FRE @ LE 5] R A SO

[0044]  RAE “f H i = BE ML R K T BUE %6 T 180ng/mL I H i = Ea7K ¥ (440, K
T T-200ng/mL)

[0045]  ARAE ey L[] B T A W o 32 0 3 HH 1) 2 /0 — b L[] e B 2 e R [ s g 7K
S35 Gn , A v AL B A0 1 32 K T B A > 40mg/dL (1%, > 50mg/dLEL > 60mg/mL)
19 71 %5 e & 1 (DL ) 7K F, > 130mg/dL (440, > 160mg/dLEY > 200mg/dL) AL 2 R &
(LDL) 7K, 1/ > 200mg/dL (1, 240mg /dL. ) 1) ik 1B [ B 7K~

[0046] R “wy il R BWR A T+ s IO US4 R/ BT 5K R KT o 1 4, B8 s I s 1 32 4K 3 ]
Beli i s > 120mmHg (440, > 140mmHgBY > 160mmHg ) F1/BL 75K s > 80mmHg (#1401, > 90mmHg
8¢ > 100mmHg)

[0047] AR “f@ e 52 3" BMAE 23 R B A (B, O IS B s SO ) o 49 4 fik
FRAZ A R 2 W o AR, FIR B I IR ) — B2 A (9, PR A = b DY Rl 1o
FROREIR o

[0048]  “ZE T KR Sk & 5 S R (Bl a0, 4 B BRFE 44 AL , 5230 TR B &
535 9 HH 2 1 H RCEE 1T B8 T2 19 AU o SCHR S FH IR AR 3 “DE T U™ AN 48 B S B B A
T, 0 F R A B A% (bb T 25 4) 38 B BB T2

[0049]  F&AE SA7 5E S, A AT FHI BT A BOR AR 22 AR E 5 Ak BH BT Ja AU i B B AR A
SR PRI & SCRHIA] o SCH IR 1 AR R IS R VR AR B ot AT RLASE A A G080 2 0 )
HARA GBI TTIER R R SR} 77 72 R0 S8 e A FH T B3 AN A2 X BR (9 R il o S 42
FIR A AR B R G B R e 51 HE e s NIRRT H At 225 243k 5 FH A B O A
SCAEIP RGO T , A UL ARG e k.

[0050] MDA TR FHB B, LA S AR ZE SR AT DAY 28 5 H A IR 1 JE A RRAE AL £

[0051]  [ff I HiA

[0052] &1 45 0o 7 B 4 A AT VA MEST 285 1 Al Ak (1) 41 49 11 SDS—-PAGEEE I 43 465 51 . 9k
T (FFANFRESLIE LOUL) W1 : 1-MWM(5RL) s 2-HisFEFRE (3ul) 3 3— R &5 YL 11 ) B -4 4k Al
(1) 35 s oA F IR I s 638 — IR 5B SR IR Ik s T— 5 IR BmMPBE % s 8— 58 = IR SmME 5k s 9-
200mMBE 37 432 5 10— 200mMBE 375433 5 1 1-200mM¥BE [ 375454 5 1 2-200mMEBE B8 37435 5 13-200mM
BRI 536 5 14-200mMBE i i 737 s F115-0 . 3ug Al VA EST2,

[0053]  [&[2% R 7 T4 I B 20 A A9 R ST2 88 A v B A B IR bR 2 i 4l Ak I 43 i We s tern
EE o Yk 38 (BN RE B 1OUL) 71 7F « 1-MWM(5uL) ; 2-Hi s FE A6 (3uL) s 3-2E AL T K 13 s 44
FURIEW s 55— IR S5 B MR BRI 5 658 IR A5 G2 PR 6% 5 T— 55 IR bmMBE % s 8- 55 =
R BIMPER 3 9—200mME it 72 732 s 10—-200mM B I i 733 + 1 1-200mME i 37 734 5 1 2-200mME i 7t
4355 13-200mM¥E 7 ¥ 436 5 14-200mM¥E R 372 437 s FT15-0. 3ng ] YA PEST2,

[0054]  [&[3A-3CHE R T afifb F4H nlyE PEST20 25 E i i (I 3A) FIP AMWes ternE i , & 5

11
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i e PUST24144D066 (MBL International) (E3B) FI7S4H 2 BR 4 (K] 3C) LL 3L - YKkiE (BFA~
FESLITE1OUL) A1 : 1-MWM; 2-Hi s 51 #f ; 3-ML7E ST2-His 1000ng;4-1175EST2-His 500ng;5-
MiEST2-His 200ng;6-If1jEST2-His 100ng;7-1MiFST2-His 50ng;8- T M iEST2-His
1000ng; 9- I FST2-His 500ng; 10-FIMEST2-His 200ng; 1 1-T¢ MLiFEST2-His100ng ;s Hl
12-FMiEST2-His 50ng.

[0055] P4y il 2 ] 7R T TEARNOFSHUAAIT) o i R A5 B PEAR &5 IR .

[0056]  &|5(%) il £k I&] 7 T TEAMIOFSFUAR I 470 S5 R HUE VPl 45 AL - TEAMI9F8Hu A4 LA Sug/
mL—O ) FE AT AE 96 FLAR 19 FRANFLH , 6 B AN IR FE AR IC 7 A 2= 10 FLAH m] ¥ PR ST203 4T
Ao

[0057] V&6 Ze &l o 1 AR B ATT— 42 FH T B0 vl B A 2 o 8 402 0 A (E 1A ) A% 2N B
FI 45 R, Hdh TEABLOFSFAR 4 A= ) 2 Ak

[0058] | TA-TFIK NN B T PRIt 5 B AR T Bt 22 1 55 25+ 4L 4% (SPR) 43 #r
(K45 R I TAR IR T A TARIFS(LL) (I SPRA At o I TB /N 1 XS Hi44 7E4(L2) ¥ SPRA o ] 7C
BN T A HUELTIAT (L3) BISPRAHT - EITDIE 7R T X H44kD066 (1L4) FISPRAHr o I TE 7R 1 5%
PUADO67 (L5) ISPRAI B o B TR 7R T A FERFiAA (L6) IR SPRA 7

[0059]  E8A-SFIINMNMEIE IR T ik -Hi R B S48 i) SPRA 1T 45 R - B SAR /R 1 4
FURIFS(L1) I SPRA T o EISBEL /R T X FUARTEA (L2) I SPRAI A1 o EISC 7R 1 X AR 1 1AT
(L3)HISPRA M7 o EISDE IR 1 4t iA4 15D6 (L4 ) FISPRA HT « IKISE & 1 f7144D066 (L5 ) [ SPR
3T o BI8F IR T AT FiARDO67 (L6) I SPRAY #r

[0060]  PEORIAHANE] s T 4 BB I B9 NPT VAPEST20 B .

[0061] 1009 E 7 Won 1 I A R N RIS HEST2IR 73 A1

[0062]  V&[11FIAEZANE BoR 1 I H R AA th AR e A AN AE 8 i £ N LA PEST2IR .
[0063] ﬁjzﬁ

[0064] A SCHEAR T REWHF R 45 A NTIAVEST20 BiAh S Hod i 45 & A BL & A Frid fi
R BRI &, DA R S 34 R0 1 BER A FH 732

[0065] ST2

[0066]  ST2HE[RIJE /38— 1 S AR SR R I, L8R A P M A7 AE T 30 B8 R =R AT LA
FE ML RS I BN i AT VAR 2 AR T R (Kieser et al.,FEBS Lett.372(2-3):189-193,1995;
Kumar et al.,J.Biol.Chem.270(46):27905-27913,1995;Yanagisawa et al.,FEBS
Lett.302(1):51-53,1992;Kuroiwa et al.,Hybridomal9(2):151-159,2000) . A 7 PE:ST2
PR AR O IO A R b 25 i (Weinberg et al.,Circulation 106(23):2961-
2966,2002) , 3 HEHER I ATIEPEST2H B 78 IR 4L S A 18 PE ™ B .00 % (Weinberg et al.,
Circulation 107(5):721-726,2003) 124G &M UAEZE (Shimpo et al.,Circulation
109(18):2186-2190,2004) ft) A 24 FH i o

[0067]  7EA A B4R R A9 IIAE DL T, 35 BT B0 ST28% DA 78 18 25 4l By M 2 284 T8 Ja )
MNZ A EEAEH (Lohning et al.,Proc.Natl.Acad.Sci.U.S.A.95(12):6930-6935,
1998;Schmitz et al.,Immunity 23(5):479-490,2005) , 7] BEAE ™ B B8 28 E IR A& T it
ZPER R B RAEVEFH (Brint et al.,Nat.lmmunol.5(4):373-379,2004) , i o] iAPEIE K
(K ST 246 A K HIE AR 41 4 4 B P 4 13 (Yanagisawa et al., 1992, [A T ) o k56 B & 1
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ST2R:RE O LSRR A Tk 2 i (Weinberg et al., 2002, [AHT) , FEK 7 5BNP
FER 5 5254 (Bruneau et al.,Cardiovasc.Res.28(10):1519-1525,1994),

[0068] Tominaga et al.(FEBS Lett.258:301-304,1989) 4 &2 /EBALB/ c—3 T34 i 14 %
A K R RIS /N R LR JHaga et al. (Eur.J.Biochem.270:163-170,2003) 5k T
BT A KB T S (K ST 2 [R iy 48 o ST2. L DR B T B 2 141 P2 = TV () 45 WA T =R S T2
BsST2; Fl 5 AN F -1 Z AR L B K32 A X ST2L . The HUGO Nomenclature
CommitteeFST2H) AFVEY) (H FifE /£ Tominaga et al.,Biochim.Biophys.Acta.1171:
215-218, 1992 HHiR )t B NEA N E 1246k (Interleukin 1Receptor—Like)l
(1LIRLL) o IE AN A EAE A S A 22 0 f8 H

[0069] A ST2M %40 ] ¥ 4 P AL [F)mRNAJT 71 A] LA fEGenBank & 3% ‘5 NM_003856 . 2(SEQ 1D
NO:2) 3, Z Ik F 7 GenBank & 3% 5NP_003847.2(SEQ 1D NO:1) . AST2[15 KK
mRNAJF 312 GenBank & 5% 5 NM_016232.4(SEQ 1D NO:4), Z ik F /& GenBank & 3 SNP_
057316.3(SEQ 1D NO:3) . HAth (5 BAE A I E 5 EGenelD: 9173, MIM 1D#601203F1UniGene
No.Hs. 6677 $& 4 o B KU, A SCHER I 7772 & 2 N el U ST2 2 1K

[0070]  HifRANL R4S &bk A B

[0071]  ARSCHRALE T 5 AFIEMEST24: A 1 7S i L HA R 46 R B Frig i fa
oI BER] DA A8 AR SR Se 45 5 BT IR 4SS SRR AEA TCCHE A 4 2 e IR ik
A PTA-1043 1B PTA-10432 (43 HI X ML TEAFNOFSHTAR ) o /£ — LESL 7 B, HUAR B Be A
5D066-3F1D067-3Fi4k (MBLInternational ) (££ 35 & 7,087,396 H ik ) =4 454
H HEE A AT TEST2M Ko S T3 /T 1.5 1x10 Mo £E— S8 S 7 b, JUAR Bk BR 45
N AT PEST2 Ko 2 T B /N F8.59x 10 Mo SCH RIA T i e AR B BL & & ARl VA PEST2
()25 A1 77 (Ko) 59 7792 (9 3, FR 1 2 B8 3L R ) , HoAth 55 2 A S O A o e 3 44 1 F AL
IR 7757 A TEAFNIFS B v fi Ak A A e IR BUR 45 A A B o

[0072]  RTARIC, MG “EHRE S R R X O, Hh — DIk siiiig h Bi 54 € it
SRS A FEAR T8 A PURBEUE B S AR PUR I 4 & oA — S 7 R, AN
B BOE AR G T 45w s (B, NaT¥E 1% AST2) b AH R R AT, AR E A B
55— E o B 45 A IE QLA SEHE 8 R S VRGN RIR B, 4 FE R R ORgE A 4
PTA-10431FIPTA-10432) 252 I8 It 7™ A2 1) A — A Bro AR #5104 I ) 25 b At Je A4 (491
W1, K EAMBL 1nternational{ID066-3F1D067—34044 ) B i A i AN [F] (1) 47, R AN 2 58
SE AR e G 4 B o AE— LS TT B, AR SCHR U B BE AT 45 A 1 A RTATEST2 |
() e o7 W 46 2 R B PRI Ay ZPTA-1043 1 BLPTA— 1043 28] 238 98 7= A= i AR Rl o 1 58 AN
ANFISUEB BB 15 50 5 45 A I T3 IEAE SCHR A #508 , FF ELUR AU A1 (1t , 56 4+ PR
IR A R B2

[0073]  fE—SLsja )y rh, PUAE N Bt 5 RAL A A B Won HiRmN 45 &, ik SR ALAF
FETHH AN (I 0r, N RAF4E A | 1 52 40 P B2 40 e L BROP 40 i TR i B0 R A 40 e » B
T NG 400, 45 WIHEK293) 7 AL ) B ZH A RIS EST2 88 AHAAEAE T H R AN 2R 41 g
FA A ) B N AIVEPEST2H o AE—BESKt 7 2, PR B BL S 3R AT 45 A B o 4
B S A TR RN ATAE T S ML A RIPEPEST288 1 (430, Al rh 43 5 9 A 7]
FETEST2E ) , M ASAFAE T35 A WL A 5035 4 6 M I A0 BB 3L A0 AN 2 (B Ny A 58 A i 0
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B R S A P A5 X (90 Sk F B 2 o7 i T/ B T ) 7 A AR (B /e N IS ) I R AR AT
FEPEST2H A/ ) R E AN P IEPEST28 A P A — LS 5 e p , AHLE A RS S b ids, Bt
AR A B S R AR N AT I PR ST 245 4 S AT (5, S A FT s ) .

[0074]  7E—Uusijifi g &, UM R IR AEATCCH T 72 9 PR s iy B PTA-10431 [ =48
S8 Fr 7 A 1 B v B A (TEABUAR) , B = AR AEATCCHF 48 5 & FIR B iy & PTA-104311
FAE T AR PUR I BUR S A 7 B (TEARUIRR F BY) o 78— Le sl 77 R, B 2 (R AE
ATCCH 45 52 N & IR A A4 PTA-1043 201 242898 BT 7= A= 1) B0 7 B 304k (OFSHUAA ) , B A2 1R
FRAEATCCIE 45 58 N & FIRIK Ay ZPTA- 1043201 258 98 FT 7= A I AR (M 4L SR 45 & BL (9F8HT
PRI B o AR SCHETR Y PR PR EICE 22 Fhbu AR Bl B 46 (94, TEABUAR L TEASLAR B LOF8
PR FIOFSHUAAR F Bt Hh I P FRER BE 2 ) n] L AT SO SR R ATART 77325

[0075]  fi& 5 A& FIR G iy 4 PTA-10431 Fl & FILR 58 5 2 PTA-104 321 25898 Bt = A2 1 A
AIEEST245 A B e b Juid By mad it 4y & B ARG (HEK) —29 34t Ja i) 25 20 A\ ] ¥ PEST2
G AE NI LB KA o NPT ST2A A0 2 K &/ B B 13 S 100 MR A L2 L R 7
B, PRI ATV PEST21K 2 1 & 4 N 36kDa. i RARE A B T RIR GBI, 28 KL4L
58kDa o IE WIA ST A , X Rl 2 5B A B Ik RS S A B AR h e A/
WA o PR3t TE G0 DA S 8350 3 VR AHREIR 1Y B AR o T FIAR g Ay P TA-10431 [ 22 28 I8 7
AT N AT Y PEST24E A B v i A Ll FLAR AR AR A ATV PR ST 2 o s (KIS A1 g, IR e ]
PAVE A2 i PR A H A 77

[0076]  7E—LeSLjif 77 &, A SCHEIA W SR B Be AL B B 4B o & RIR G i A PTA-
10431H1/BLPTA-10432() &3 988 B 7™ AR B JuAd 1K) L FE AN /B B (B 7y B o AE — 285K 7
FP AR SCHIA B FUAR B Bt B 4R 8 O T R IR L A 4 PTA-10431 M1/ BEPTA-10432) %
K98 FIT P A A oA 1 o R/ B e T AR X (B B

[0077]  TEQIARSRIE L A1) U 45 58 P J B e e 11k 2 R B BE AR B ] AR X A S 1 o 2
AL, TR XS 25 5 B J 1) e e P 3 B o R R ] A X PN PR A LA e S [X B CDRs
[ RE 7 T B o AE— B S 7 S8 P, AR SCHEIR R PUAR B B & A 48 8 N & FIAR 5 A 4
PTA-10431HF1/B(PTA-104321) 2 52 Ja Bt 7 A= 1) oA (1) B 5 A0 / B e 1) — B 2 A~ (il 4, —
AN ZA YA VAN ) CDRs o 7E— S8 52 7 R, AR SCHER I ST AR B BUE & 4
T 52 N FIRE A A PTA-10431BKPTA-1043 21 2422 988 T 7 A I B A4 1) T8 85 1 451~ CDRss o 7
—RES T SR, AR SCHEAR B AR B BB R AR i R R ORSE Ay 4 PTA-10431B(PTA-
1043218) 24 A2 988 BT 7= A I AR I 50 B () R CDR's o £E — B8 Sl 5 G2 oy, AR ST 0 A4 B
B B 46 58 B FIMR S Ay A4 PTA-1043 1BEPTA- 10432 247 988 It 7= 4= I HUAK 1) 44N CDRs
(BT A BECDRs ) 6

[0078] G4t T 5 AN AIIEMEST24: a5 A I 4 B I SR AL B 45 & B A v B, AR BTk
FUAR TR 45 A P A B it ik R4 F B 40 B (9, B 4B TR IR B 4 B R A IE iR
YHH) S B RIVAPEST2 G 5 AR N LBl o 75— oS 7y 28 v, A0 N ATV PEST24
SEAMEREAL T S R AR AT VA TEST2 8 (A A7 AE /Y BT B0 2 S A4

[0079]  FE—SEsjfa )y R, AR SCHEA PR B R B A i, B E RS 20— A E
SE X AT, BB TS 2 G FIF 5 Ay 4 PTA-10431BLPTA- 10432010 2472 983 7= A& [ 344 (1) 18 52
X AT A 3 g N AR SE [X o FHA R A DU S R A oA — BRI G038 Ji PR TEARR , DRI b 7 it e

14



CON 103154027 B W OB B 11/33 i

TH LA LA ARG ST RS AL —BeSE T R, AR TR B iR S PR B 1eGLIEE X o A
A AN HFNTE B NAE SE [X o Hll 88 S PR I 7125 e AU AN

[0080]  £E—LLs2ia Jy ZErh , AR ORI ) FUAR B I BO NIRRT, N E RS 2D —1D A
HEZRIX o 01, F 45 52 A5 U Gy 24 PTA-1043 1 BEPTA- 104320 22 o Bt 7 A (R 4 Ak 1 —
B2 A (BE—A A EA DA A BN M) HEZE X AT LB oy — B 2 A (Bl an— A
P ZA A A BSAS) AMEZR X o A 3R NV A4 , NI Hu AR — Ok A1) S0 %
JRPESEAR , DRI AE R A% 100 AT LS RGBT R AL 3 o AR STURE AR N TN TE & Bl AHEZR X . il
24 NIRALHUR I 7125 2 AR U A

(00811 540, W] LA ) FH 5= T CDR[A] Y5 PR 1) 5 v #E 4T N AL (2 W 4, Hwang etal.,
Methods 36:35,2005) . 1X 675 V238 ) BRI 45 F S AU HE A NTACDRss , 1] A 3 25 14 R AL
AR ANTIAHEZR X, 5 4E N CDRs B B AT AR 45 1) JloHE 22 v 1 72 4 A CDRs 8 AHABLT:
T A T 4 5 AR R ARLRE A AN LD b 5 AR (0N ) 45 & 0 A R SRS CDR 25 /g 41
G IR FF 7 CORMK B 2R =4 M G o FL IR, 5 T B A UG T 3 28 & A 1 A 32 m AR [X O
PEAE AN I 1) N CDRs R B AR FE AT RIVR PR V-4l o B e, 9 T P NS & 97
W 314 H ) N A% 3 CDRH 5 ={E N CDRIE AS A [F] 1Y CDRY 22 % 4 AR N (1 1 /INBR ) J3 51 o £E — 22
SERETT R NS G0 TR G AMEZRA R AL

[0082]  FE—uusiifiJy S H , K5 AlE AN CDRsEUAR S N 7] A2 45 Ryt HE 22 vh s AR A A T AR 45 44
SEfE ZR ) B 7 ) B ] B DR 5 3R A2 38 0L 46 58 B8 % DR 457 AICDRs F A 1 AR\ 7 A8 25 44 S A
ZRAR A A BB N R] AR S5 AR I B o AE — BUSEE 7 S8, I ik IR AR Y NS5 7 3R B
NI ARSI IR, Bk N4 & 3 T BIMEZE PP 51 Ji 7 55 CDRs i R A0 Al R AR HEZR &5
Kok () i FE R A R — 1 o 2 WLl iKe t t leborough et al.,Protein Engineering 4:773,
1991;Kolbingeret al.,Protein Engineering 6:971,1993F1W0 92/22653,

[0083]  £E—LLS2ia )y G rh , AR SCREIR B FUAR B B SR SRR ROy e RAR AR SR
B o R SRR R ASSTIR L A0 (2 WABIIW0,/9639858) o 7E— EE S J7 2 , AR SCHEIA I
FUAB T BOR S e R S RO B BE IR A — A BA R R AL (B4, PR AN RATL) o XURs e P 4T 44
e AU E R (2 WA 52 [ 2 M H 35 2 912009/0162360 ) o £ BB S 5 S, AR
TR P B S P B RURR e PR AR B BURE W 45 6 1) R A A XA ) e BB A v BOR il B
PR BIUER BB A B TR R PR Ay P TA-10431BUPTA- 10432 24 A8 84 BT 7= AL (1)
B 50 [ FU AR CDRs o £E — £E Sl 75 G, BURE S PR HUAR R Bl & N ATV RS T2, FIAS [ )
AEST2 2 IR o £E— BESL i J7 v, XU St MEPUAR B Be &S & N TS PEST2 I AN AN [F] R v o 2
—BE S 7 S, AR TR I BUAR B BUR AR (2 WAFI W0,/ 1999/064460) o6 T4 &5
W5 52 L FIR IR A A PTA-1043 1 BEPTA-104321) 248 968 F 77 AE 1) B v B A i) — B 2 A
CDRs [ty H At 7044 F0 7 B BE VR4l A L 2 W38 [ & R i 2 9 20070105199 H1W0 /2007 /
059782,

[0084]  FE—MusiiifiJy S, v BC (Wl FR 45 & F B KT e B Ak 7+, 49 a0 5 e
PO o PR S04 AT DL A1 768 ) BORE DX 1) 2 Bt o ( FH e 2 ) VD17 AR F (ab” ) oy B BY
BAEEMEEE X 1 & o (AN 8 ) U107 A Fab Jy BL o AE— B85L il 77 R P, AR SR
(K0 R 45 & A B Fab Fr BCGF(ab” ) B scPv A B R PEFUAA L 2485 S bEHuik B B B st
R e =0 e B R e AR (B0, AR = ARER DY AR ) RO AR B S A SR VA
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PO PR T /IMESL G 254 (SMIP) (&5 & S5 M e ) Bk ARl & S 1 B8 S Ak B A B
A ViU o il & 1K Ly B 77V e AU L AN

[0085]  7E—ULsijifi 75 L, AN SCREIR B N AT VA PR ST2 45 A PR B IR 45 & b i Bt 5 4
a2 N PR IR Ay ZPTA-1043 1 BLPTA-104 32 2% A2 968 It 7= A 1 0 A4 1 52 B4 1/ B0 S A
b, A& B A — B N RSB B SR LR A 1) 2 K I8 1 e s R AR BPCRA 3 1) 58
AR EAR , AT A4 a0 B 4k 4 2 o T R O aw 4 PTA-1043 18 PTA-1043 21 %+ 2 98 Fir
PR AR L EEA/ SR RER 2 IR LR 5 (B B gk Bk R EUR BRI — B 2 A
(B — P AY) CORIX I RZ R ) I NHUAR B R BN o AR — Le Sl 7 R, /£ —BK
2T BT T AR T IR R IR R R R SR o rp — AN E R S A
ABLAM B 1 28 2 PR B B A (B 40 o AT AL B ) AR IR R AE A AR AR 2, 8
FETVE M RE (64, 2R NS R AR ) R PRI BE (19 1, RA AR AR ) AT L Aar
(RIAR P AN BE (A 40, H 208 R A BENG A 2 BE G 22 24 1R 75 2 I Tt 2 R P D 2 1R ) AR
PEAMEE (0, THZA R IR 2 R et 2d IR I 2 e R T AR A R (&R ) . B
MIBE (140, 772 5L G2 R « S s 2l B ) N o5 5 TR MV (9l , PR 2 M R TR - T 1R WAL
AR I, JTA T IEPEST2HUAR T A T IR TEST245 A i dd Fr B i £ kb & L BR ik 2L 1T LA
Bk B AH IR MBS SR oy — A2 B bR AU

[0086]  7E—uLsLyiy &H , AR SCHEAR I N AT VA YEST245 S 3R BN Al i PR ST245 & Ptk A
B S MR 75 58 45 2 N & FIRER Gy BPTA-1043 1BLPTA- 104321 252 I8 BT 7= 4 1)
TR ) B B RN /B 25 /D 90%HH 7] L 25 71295%.96%. 97%- 98% . 99%E%, 1 00%AH [F] (151l , Bi & 5
B4 5 N FUR G Gy 4 PTA-10431BLPTA- 1043201 2242 983 BT 72 2E (B oAk B8 8% Fl /BB BE I &
A, — AN A EL =) CDRZE 2290%. 95%96%. 97% - 98% . 99%EK 1 00%AH ] ) o 1511 21, A<
SCHER R N TTIETEST245 A Bk B A VA TEST2 45 & Bulk F BY T B & — B 2 ANCDRs, filTid
CDRsTEAL T 45 58 N T PR a5 44 PTA-10431 BLPTA-10432(%) Z& A2 I8 B 7 AL (K P Ad s A/
B R AT LA BRI A RLCDR P21 Hh 54 — B 2 A 2 IR B L B 2R BN

[0087]  7E—UEsLjii /7 S, A SCHER AW 5 AP BUE 2430 Ik AN R AT ¥
PEST245 & HuAR BN Al VA Tt ST245 A ik A B o ol a1, A8 SCHREIR A A0 mT DA A7 FH 4 4 e
N FRFE A ZPTA-1043 1 FIPTA- 104321 Z28 98 1 — N BT = A I P AAR o IE 4 LA T SE it 1
T S VE A FE A 1, X PP B4 2 G DU AT ART — o B AN AR DA B A 7 ot oA S S 7 H R
ST2H0 J5 B 5 () 5 N 77 o AR SCHEIR B IX M A PUA B RS & R BON A G W= AEVF 2 T71k
W H A BN W 7 AR S ST R, A SRR A S S AR BUE 2 AN
ST245 4 Fr Bt (I, Fab Fr BE JF (ab) oy B BliscEv A BY) , bL ke U T4 45 58 & AR Ay 4
PTA-104318XPTA-104321) 252 98 Fir ™= A R Hi A4 1) v B o

[0088]  FEATARILA [ 7732, Ak Ehid v B #S AT DA IS B A B b o 9, J A A 4
J BCAT DA AR I BRI I 0 B, A HEARLANRR T 25 P 4l BRSO B RO B AE R
S SRR A 5 o 3 ) i 1 491 (0 B R I ST D B DR ok BRI  B—F FL W 17 Bl B
N ERRG s &G R E AR PO SRR/ AR ACEN R/ AR A
[R5 B B B T PO R R IRRIR OGRS SR E RO R T
S BT S BEEA & A OB BB S KW (lumino ) s R ¥R EW) K 1)+
P Y B O R RUK R JE B A 5 A8 AU R B 5011 S ECH,
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[0089]  ZL75iRd
[0000] A SCIBRAL T BE S = AE 45 A N ATV PEST2MM i (K 2420 08 o IE I AR AT 2 41, R
VB “IRATRE A AR BT AR U ) IR E 4 RS 7 A AR e A B G i B R Sk
o) BE A R AN B A J , ARAC TR B I 7 AR R 1 AR R R A A IR S A AR 1
SLRE AR A — BE ST 7 R, SRR B4 A IR A AR AEATCCH 4 4 8 A T R R s iy 4P TA-
1043 1BPTA- 10432 J A I8 o 7 —LE Sty e b, 4R L 17 B0 /N A e WA SR 40 R RS 5740
A R T REATATCCH # 6 2  & IR Ay 24 PTA-10431BLPTA- 1043211 J& A2 I8 1) 4]
f.

[0091] PR BLHuAA RN A B 4 F 5 2

[0092]  HRF IR A T TN -—4F PO FE T 1 RS i A2 75 SR VP2 R R B B IR B 4k 482 3L
FEBEIRIT VEBES 5 RIS T 2R E 2 W 2R B R #A A R R H IR R
B 3230, — B2 AR SCHEIR T B PR T A F BErT DA T 2 S (Bl ik B 523K
HIRES) T NPT R ST27K

[0003] AV PEST2/K V1K) & B iE

[0094] AR SCHRAIL T 5w 2R B S A RTVAMEST2 K I 7 v, Fnid i s fe it 5
F /PR SCHER TR BB A B AT B fid s RS M BRI B S A RTVAHEST2M0 454
FE— LSy v, 3 T 2 DR (9 0, PR RR . = A E Y Al ) AR SCRER I SR B B B
SR 52 52 R R I A RTIE HEST27K S o #E— B S fiE 7 R R, 32 W E R 2 B 3 2
I ) — B2 A (BRI A s = ANBY AN ) EIR A — B s it 7 b, 2R E TS N
B 5 ST27K P F A R [ B2 95 (19 0 3 SRR BBk O LA e o S M S IR B Ik &7 &
fiE ' DR A 4 o BRSSO I AR o B AR — i) o AE— BE St Ty 2, 32l
S VR v = T AE v L] A AR R O S Dh R AN A ) — B Bl (B P Rl = RhER
PUFP) , I B B A R EFREL > 30 7E—LEsTiif 7y S8, B & A R S B

[0095]  7E—ubsizjifa /g G rf , AR AT DA ER IR 40 N S (49 20, o) 28 IR T I U 47 1 = T By 2
BSE I AR ) AR E R FR L AE S 2 D — Bl R SCHEA I Bk s A Be e w77 A
(i1, 7E < 4°C. < 0° CBR-80° C)ARAF— BE 8], M MU BUAR B B 45 6 o SCh 654 T 41
FES SRS Fr BC3EAT B LA RS NP AR B B S A 1 T2 HoAth 5 v ARSIk 2
(1) o 58 &3 T DA ALFE R I 22 /> — PhAR SCRER (W TR BT 14 B 5 Al i) B 20\ TP RS T2
(B, o35 1 ARG B 20 B r B ZEL NPT P PEST2) 1 45 A (A %o B S0

[0096]  7F—Esjii /7 S H , A IE T BB RESZ A E B A PTIETEST2 AT T 8 & Bk
EH B A2 AR R X RE R 523, oK 52 BT ST2AHOIR G (91l 1, AR SCHEAR I ST2AH AR
B0 RS WA B PR (0, ATART A SCRER 79 ) I BV HH BP9 1K P A B 2 A4
(A, RS s = AN BRI AN ) REAR o 155 B0 323038 P D b AR sk 2 ) 22 P R b 41
AT — Pk i A, AL FEAE AR T3 1ok AR A 1 A s e S AS (491, ok B ST2AH IR
B AT AT H A AR SCHEIA 1972 993 20 BRI T Rl 22 PRl R (1) S FE R I 30 o 481, e 3o e 41K
I — B 22 AN BRI AT DA 7 VA T L CVDBR, 28 S 11k 995 1) 1 5 B fe e 52 i 2, Moo
B b e 45  AHAS R T Mo Jik (BNP) | TR 85 2% (PCT) L CI M8 1 (CRP) FIE A3 -6 (11—
6) o ARSI AN 52018 T 15 B8 RS2 5 A W R T8 L CVDEK 98 hE PR e o » B
AR AR SCHE IR 1) HoAh e 1) Hefth A & bR e 4
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[0097] kB 326l (B 40, 1% B B S2 0E ) IURR & P B9 N R PEST27KOT- (1 58 B AE VR
2 1 DL AT I o £E— S8 SE 5 b, m LRI PR E S 32 3 (B0, 1B B e S
B R R ORI XS B I 321303 2 W AT TR (0 521 3 B 2 BLPOR I P AR
52 MREIR A 32603 ) B N ATIE PEST 27K, Bl andg R VB R A B H VB H VBRESE,
Bl AR ARG o AU AR N 53— i) 22 FHEOR TP AR AT — B, A4 SCrh ik i AR
# ] LA T A A SR B SR RISUR R DU 25 6 Fr BORIS 3263 T 9 N Al PES T2 BEAT

E
[0098]  7E-—Ubsujy vp, X B A2 33 (B 1B B R 52 ) WP g A AT VA HEST27K T
21t 5 B8RS BKCE, DME T8 5 523 8 AN AEAEST2 AR A A& R R 37 XSS

B A R T B RS o, AT DA e B R BRI 32 N RTVA PEST27K PR A5 21
NTEVEST2Z /K, Bk e 72 bt AN R T-00 MU B 0 52 S e IR BN e s =L PR
TR B SR A AE B DhRE A4S <P RS i IR )1 [Vig 998 B Th 2 AH D 978 » BRE AN SCHR R 1)
FEART HoAR 274

[0099]  FE—Esgfii /7 R, AL AP BI RS & BRI E D~ U H T E &
A E (9130 5 BB RS2 ) Th I N RTVE PR ST27KF o 4l 2, 3203 (491 40 1 B RR 32
PR ) N TIE PR ST27K P AT LA AE S % 43 Bris vp R 22 20— B oA SCRER I ik B SR 45 &
B (B, S5IRAEATCCH 48 28 M L PR R iy 44 PTA-1043 1 BXPTA-10431 2K ZR A8 I8 I 7™ A&
[P T 45 A PR E R B BUIX R SRE &

[0100]  7F— LS 77 Z2 , A A it R R N ATV R ST2 7K 31 4T 8 & DA AR UIE H R4 AR 1)
PRI .2 BRVE ] | PR FAEL S o 4500 m] DL SE S PR BICE 2 A (91 2 R ) R A
ALVATEST27K P, FEPPAL AN B 2 A 2 TR NPTV P ST27KSF B9 A2 St REL(C“CVT) o B 4h
B A, AR (B2 3 ) TR I N AT VA PEST27K P A DA &= IR BB 22 7k (49 2, ) A
AR ) 2 BRRE O, B AR 52 3038 B AN R ), FE B 8 N ATV T ST27K P Z [A] [ OV o £
— BBty v, NATEPEST 27K Z [a1 I CVZINT-20%, B 401, 2T 19% 18% 1 7% 16%- 15%-
14%13%12%-11%-10%- 9% 8%~ 7% 6% 5% 4%~ 3%~ 2% 1%5 FEAK

[0101]  7F—2estji )y b, 38t 1 e 52 il 2 1 B IR B9 N AL PEST2 K1 7712
1 72 52 A 5 B IR BRI PEST2 /KA AE VR 24K DL #& A F o /E — BB S 77 8
W e SR AR S B 1B 1A ATIEPEST 27K P 1 7 1A 46 20 B 46 D0 524 3 5 o (9l 2
FEAT LA b HEAR B RE & 5 Bl AR AN IR T3 A IR I 375 B R AR o ) H B A AT VA PR S T2 7K
S, FErR SRR AR R AR EST2 K5 B A0 TE 3 BOFR N AT PR ST 27K P B Ak
ABL s B T SRR R NPT A PR ST27K Y-85 78 3N 98 [ P, 48] 4 28 6 i TE 3 B (BN AT
PEST27KF (440, 95% B A5 X 18] B3 VU 447 85 , BUE ATAT 297 21t 9 ) B 35, AT DA 2
A EH B A IR AT ST27KF o 4 0, 0 5k B 523038 I RE Ol 8 2 B A 36 R TRE ot o
(RN BT PR ST27K A T B T BB T IE HE ST2 7K1 (481 4 T B B 52 3 Hh 1)
{ELZK) B 95% EAF X 8], AT LAB & 32 3 B I8 I AN FTEMEST27K 1 o IE /M B B A
WK B 52603 B AR o 48 0 AT R 36 R TR ot R B N ATV PR S T27K A7 T 2 i) T B A
NRIEHEST27K- I VY 347 80, W] LA 8 32 68 B TR 1 A RIVEPEST2 K6

[0102]  fE—Resijifi )y SErp , A SR 52 3 R i 9 N AT HEST2 7K /& K418 8ng/mL, 7]
PLEAE 1252 B 1B N TTVE PEST27K A o 7 — L ST 5 R, W SR A & h i AR i

18



CON 103154027 B W OB B 15/33 i

ST27KF-AE K Z114.5-25. 3ng/mL VG A, FT PABA 8 %52 W B IR I AN ATEPEST27K
Vo AR LS T R, AR S A FTAMEST2/K AR Z18.1-19. 9ng/mLIKEHE Y
Al DA 1250 W3 B IR 1 AN ATIE RS T27KF

[0103]  7F-—EsLja Jy R, an Gk B 52303 AR S B9 A ATV PR ST27K S 22 K 2916 . 2ng/
mL, A] DUB 8 1% 2 PRS2 3 B IR I AN RTEEST2 /K oA — Be S 77 S8 Hh , T SR
YN AT PEST27K A7 T-RIFH FAEAT G 2 I, P DA 8 &% &t B IR H A AT T
ST27K -

[0104]  7F—EsLja 7 R, an Gk B 52303 (A i 59 ATV P ST27K S 22 K 2923 . 6ng/
mL, A] DLB 32 1% 53 PRS2 W3 B IR I N RIIEEST2 /K o AE — BeSL i 77 S8 vh , T SR
YN AT PEST27K A7 T-RIFH AEAT G 2 1, P DA 8 % 55 1 B IR A RTIE T
ST27K

[0105] 7 — L5y J7 L2, a0 A 52 i 3 5 ot R B9 NPT P ST 2K P AR T B AE (il
25.3ng/mL, B3 19.9ng/mL O T L M) B30 . 6ng/mL O T- 55 ) ) , AT LA 8 523 (191 4
TP M2 W) B IEH A PEST2K .

[0106] 42252 i E Hh () N PIIE MRS T27K - B B BV B (91 70 B (59 N ATV PR ST2 7K1 ()
T6 [ IS R ARE K27 B TR AAH ()™ 2 45 2 REHUE BTG [l & R 18] R, 49 o 1 VP Ak
AR EST2 7K (B, 1B 1 AT ST 27K~V BB A o m B s 2 0 R Mhas 8 2 Rl in
SR S B NPT PEST27KF) B9 B B, ARAUREE AN R 2SR T 2 AUEBGE
(g 4n, RO 1) H A ART VG R () BB BYE [ o FH T A3, 29 ARV PEST 2K (4, 1E
YN AT PR ST27K 1 ) B BAE BTG A7 T 2 RO BB BTG [ 1 +/ —25%, 461 Q01 E 0 E BT ] 1)
+/=20%+/=15%+/=10%+/=9%+/=8%+/~T%+/ 6% +/=5%+/~4%+/=3%+/=2%5+/~1%
A W BT IR B BRG] K27 22 IEEBGE M

[0107]  FE—2esgji s R, /D — BN AR AR IUE s R4 & BT LT
e 2 E 2 B IEE A TEEST2/K P e 1 A 55mH R AR IEPEST2 K,
B A 1 HAA 5 R F B B RS 38 MBS — 4 N AR T 5 RS 38 00 AH 2C B N TV RS T 27K
[0108]  FLil|—4F P BB T RS K 5 7%

[0109] R4t T A8 52 535 o N —4F A B0 T ARG (19 77925, LA 48 S22 3RA3 A, 9
A 22 20— BloA SO Bk (R S0 B v BOR 8 R AT PEST2 7K o 5 N ATV M
ST2(1) 2 REIK FAHLE , B8 & b o i AKCSP BR G A B AR TR AP RN ATV 1 S T2 B B 32 4 3 71
—4E N B AR IR ZE T XS (il , AER T AERE S R S A R 2 BRI ST2 A EE B A kb 7K
PN ATV PEST20) 32 (0, A BOS W A FHIR 5 0 5238038 ) /£ — 4 I BA 3
PIFET RS ) o 5 AN AT FEPEST21 S K FHEL 5 456 5 b el 2D AKCSF RN AT ¥ 11 S T2 BH B i 57
TR AE 4 P EL A AR B T RS (40, A T 7E R 5 5 A R 2 KPR ST2 A EE B A
Fr K EGE A A R A B9 ATE PEST2 10 324 32 (B, B B2 W B M R I 52
W) FE— 4 N B A BRI FE T RS ) o 38 3ot AR S Bivadt (9 77 V28 58 I 7E — 48 N I R T R
B AP 2 R T IR

[0110]  FE—2LsLji 7 b, 2 il REA S W BOR 2 I ) — P B 2 B (6 a0 Fh =
B DY R )REIR o AE — BESE 7 S, BTk 2 & 22 W B B (Bl %2, ik 3)
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Jhikg , O U8 P, SRR B SR SR, B D RRAS 4, B R, BRAEART AR ST ik 59 ) o £
— YL T e, ik 32 B R IR — AhEE M (9 — B PR =R E Y R ) s
=REALAE 5 A B ALRE , & 0 He , A > B0 H ARk AE— LLSEHt 7 b, Bk i e A FH &2
P (G g Aol =Rl DY RRERA) ) A ST rp ik B SR B BO#EAT

[0111]  fF—sbsgjifi 7 R, B A v VE PEST211) 2 B K S A& A AT V8 RS T2 B4R 7K ST (5]
VR R AR A AN e TS P AR A AR B R L R AR B N RIVE PR ST2 /) A K, B
N AT PEST2H A7 AT T B2 8 (511 3175.80 .85 . 908895 T 437 B, BRAL AT 9+ 7] H ¥
FEI B JE) ) o FE—BE K 7 S, Firidk 25 HE KPR RS R IR ST27K 74 i R () B 1)
— B Z PIREIR IR SR A o P B N T PEST 27K A — BESETt 7 R, Bk 2 BKF- A DL
TEAR W B A (B 10 32, e IR S ko , (O U8 0 , S el IR Bk R &4k, B DhRe A
A, R BOEAT AR ST BT 2 9m ) 1) 52 13 B8 8 A B R AR i (B an AR ART A ST rp B
TRIIIA ) PR FR) 523 AR it Hh A7 AE B N ATVE MRS T2 7K1 o B 1 2 HEK P ] H AR e 152
RN ZWE

[0112]  FE—28sija 7 ek, Bk A rIVE PEST2 2 K T 22 £930ng /mL 22 £36ng /mLL o /£ — 44
SEE R, Y2 B LR, ARIEPEST2S K- A2 30ng /mL % £935ng /mL o /£ —
SEsEif Ty Rrp, i A AT ST25 BEK P A2 35ng /mLEL £)60ng /mL

[0113]  FE—SLSZji Jy S, A & A7 AL LT BRI o AT ZRAF Ik e it , ELASE 22 20— Fif
AT BTk B BUAR B BO E N RTIE PR ST2 ) 7K1 AT 4nAs SCH ik #E47

[0114]  #fsE & il R () 32 1l th B B AR B4R 2230 T 1) U7 12

[0115] 4Rt 1 1 iE S il AR B 1 32 6l 3 H Be BB 2 B 46 220y T I 0 i, s 32k
BARAFRE A IS F AT e 16 28 2D — B (B an R pfn) HAK B A A BOR E At BN AT
TEPEST2[H K, Horbr 5 N ATVE P ST2 1 25 B AHEL A% it v ATV PEST2 ) 71 i 7K~ 2R
AT AR B Ak 2 BT 32 3 AR B v 97 (B AN B i s (hospitalization) BRUK AR N5l B
FEHNLA (admittance into anassisted—care facility), iS5 AR[VEPEST20H) S REKF A
. e o ISR T AT PES T2 L T S 5 1 A 7 T A 7 4
Beva T, 1A DT A R 52003 #EAT Bk (9 J 34T — Ik, B AT PR IR, B A 3 AT
=IGE AT IR AT PIIR B A #EAT =k Aidg: H#EAT PR

[0116]  7E—UEsLjii /7 &, ik 32 3 R &2 Wi, R 2 IR PP ECE 2 FoiEik
B 28 58 N BAT AR 5 (9 AR ART AR SO B 0 ) 1) DRSS o B — BE SR g S, Bk 32
W 2 CW R A P (1 03, wEIRBIKOR , O L& P , S bR Bk &R A AE B DhRe
AN, R B AT AR ST Ik 50 ) 5 S IR 08 (A B AR ART AR S b ik 2 99 ) 1) — bl 22 o
REIR  BRZE %5 7 N EAT R AR50 (B B ART AR SO B 90 ) 69 JRURS: o 7 — B8 SE i g S8, e
RS2 BA TR — A B B (G —Ffr Bl =R E DY Rl < I = R LE v R
ME , &L 1> 30 A B AR HL  AE— Lo 7 2, ik 323 JF R iZW oA A 0%
ARBIWK 5 O MLE BRI » SRR BN IR ER B AE 5 D ReAS 4, B R, B ART A SCH BT adk =
T o AE—LESL i 7 FE b, N RTE PR ST 7K1 1) 8 7 58 FH 22 2D P oA S v Pk ) i A BB 4
FBGHAT

[0117]  AE—BesEyfiJy & rh , N RIS ST 25 BR7KF- AT AR ART AR S0 ik 1) 23 B K o
‘BANTFIEEST2Z BKF A H AR USR58 o 78— L8527 R ep , FIrad ot 2 1L
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ML B 2R o PT3RAS P A5 i, ELASE A & 20— AR SO Bk R FoAR B0 B e AN Rl I RS T2
(R AT AR SO Bk 64T

[0118]  1&FEZ 5lm R A 32 F N7 i%

[o119]  JRfRAlL T I TIAFES 5 lm IR 7L 52 [ 071 IR B8 77 VA A K8 N 52 i3 RIS 1
it o A8 FHAR SO BTl () 22 20— AR B ARy B e vt v B A RIS P ST2 K 7K1, 3 Ho A
FAZ S AT PEST27K P AN T A FIE HEST2 [ S MUK PR NI R Z 2 i E 2 5
Il RAFEFC , BRI IA 32038 2 Ellm IR 5 o £ — L5072 , NI PEST2/ F i K
FEAER A ML L2 A E S 5in IR 5T AE— LS8 7 2, AT PEST2(00 - =i A 42
TEZE I RLHERR 1% 52 138 2 5 1m IR A

[0120]  7E—2Lsififi 77 b, Frih 5238 R 12 W, R 2 B9 (] T Aa] A SC b B ik =
T ) IRAS K PR AR 2 R IR, BOR %5 58 BT R A R (B A4 A SO BTl 99 ) 1 R
B o AE—BESK i 7 R, TR 32 G2 W v BB 5 (900, bR B bk o0 L R
i, SRR B SR A AE B DhREA A, v R, B AT AR SO Birad e o9 ) » 2 59 (B AT
AR B g ) 1 — FhER 2 PR, B S N B R AR R i (B A ART AR ST B e
T ) ) RV o £ — B8 SE Tt 7 S, iR 32 A N ok — Pl 2 Bl (9 — Fh B Bl L = Fhk
VY ) < vyl = e , v AR [ e T, o=y 0 s, A > 30 AR B FR 20 . Prid i e 1 FH 22 /b
A SO Bk SR B AR BE AT

[0121]  FE—28s2i )y S, NATEPEST200 2 MK ] AT A S Bk i) 2 K o
BAREMEST2Z BK P AT AR SUEE AR N R 5E o AE— e SC a7 S, B e o 35 1L
ML B 2R o T 3RAF B 45 i, ELASE P 28 20— PhoAR S Brid R FreAA B B 8 A\ Rl IS MRS T2
(R 7K AT anA s prak 34T

[0122] SRRV TT %

[0123]  JRERUL T X T 32 3 e B0 7 I 7 V4 oA HE S22 3R A i, FRAT AR SO
B 1) 22 20— P AR BT AR B sg R it BN ATV PEST21 7K, Horh 5 N ATV PEST 21K
Z MK AHEE B N RTVEPES T2/ 1 5 7K 1328 B R 52 il 4 s e Va7 23l 5
B e s 697 Al 3% T 4« P A IR 80 T8 A L B 7)) R 7] A Y AR S R L R I
Rk W -BEE B R S0 (RAAS) I 79 55 (4] an B8 | JiR 2% B8 BEL ¥ 77 (451] 2 i <7 9% /R
(alprenolol) A F& /K (bucindolol) K &% /R (carteolol ) « R 4EHE (carvedilol ) fir
D% /R (1abetalol) G 245 /R (nadolol) WA ¥ /R (penbutolol) \W[WE¥% /R (pindolol )
45 /R (propanolol) (inderal) . ZE g /R (sotalol) \EEIE /R (timolol) i T ¥ /R
(acebutolol) B &% /R (atenolol) 5% /R (betaxolol) b 2% /R (bisoprolol ) . ZEF|
Rk (celiprolol) X aJ¥& /R (esmolol ) EFEWE /R (metoprolol ) FIZEAYE /R (nebivolol ).
1M A B K 2R A B R 1 551 (9 DL I 1) (benazepril )  R4GE F (captopril) <4k 53 F|
(enalopril) & F|(fosinopril)  #ii % A (1isinopril ) 3 H 3 F](moexipril) 3%
e H (perindopril) FEIRE M (quiapril) & K& A (ramipril) MEE 2 & A
(trandolapril)) , B & B 507 (B IR A 85 (spironolactone) K AIEH (eplerenone) |
X HFIEE (canrenone ) (canrenoatepotassium).prorenone(prorenoate potassium) il
mexrenone (mexrenoatepotassium)) & 2 FI 7] (5 Wik B & £ (aliskiren) K& &
(remikiren) KIS & & (enalkiren)) AL B 5K 3 1152 44 BH ¥ 7] (451 1 45> 48

21



CON 103154027 B W OB B 18/33 T

(valsartan).#FK¥biH (telmisartan) &P HH (losartan) . J& D¢ (irbesartan ) fll B3
P38 (olmesartan) ) AR JA A B 57 (Bl a0l fl 2R )  Ho& TR T I B ARSI 2 O
FET, W Braunwald’s Heart Disease:A Textbook of CardiovascularMedicine,
Single Volume,9th Edition.BARYGITIRA] N ) 5263 it 2 /b —PpE 2 MG y7 71, o
(Bl an 3G Im s gD ) im) 32683 Tt I — P2 Bia T Rl 2R 2 B S, BN B3 G
777 G 255 2 D PrEk 2 a7 R B W67 IR AT RS2 3 I A B 0 R (19 ek 52 i
W 75 B TS 22 I e (1] 4 EERE A 4 BRORGE B 47 B T ) BOAH B BEALA ) o 7 — S8 SR T
Frh, keI T B TR (B s B B 2B B A BOEAR) .

[0124]  #F—sesgfiiJy b, Jrik ARl ¥a PEST2M 25 B /K1 AT A AR AT A SCrh B ik 1 2 R K
o Ho B NRIVEPEST2 2 B AT AT AR GUREE AR N R0E o AE— LS8t 7 B, Fradk e it 25
A I MLYE B 2R o P 3RAS B A i, ELASE A 28 /D — PR S B ) oA B0 B e A\ Pl
PEST2H A AT BT ik 34T .

[0125] 2 2 ik I 5 ik

[0126] AL AR JiE v T 2 PR B Im RS 5o 22 5 IG5Vl T — i
PERFAA T % (general population screening), f4&HENTH A, Bl AI/EE B A 122 B
HL R ESEF,

[0127]  #F—ULsLyfiJy R, AR SO Bk 9 77 V5 v T 108 32 30 5 i A7 AE IR AT B 12
KB ATV PEST 230 5 5 FE L8 B I A7 AEAH IS, T i 9o i HANRR T« o0 L8 0
973 » UL 5 U855 » FNTh2AH G B8 » LA SATART AR S0 BT ik 1 H B0 o

[0128]  Th2HHIRFIw & 5 i 2L THH B A I (Th2) B2 AH IR I 99 « Th2AH 5 5% s ER 2801
K % R AE , A EAIR FINF-alpha,1L-4,-5.-6,-10F1-13,{H3E 1FN-gamma [} 47 /£
(Robinson,J.Allergy Clin.lmmunol.92:313,1993) .CDA+TZH AR P HL 43 WA 6 40 B IR 14>
JE Th24H i 53 WA K & I/ 3 -4 (1L-4) , IL-5 A1 L-13, FCAR 3k BAH M 1) Ji 44 7 A R 2 4 41
PP G B, T ThiL 48 3 36 K & - H028 — v FIAH DG (I 28 E 48 e IRl Th 1 R A Th2 8 )
2 A PR ] A8 SR A B A B2 o A A Th/ Th 2P St S SRl B gL AR A5 e W T B fe %
PEZIR I R o L8 7R B PETh2AH S B A A AH AN R T, J G0 1 40 D AR s AL g, DA % 32 22
ST T Th2 B2 % M9 R (inf lammatoryconditions) , MBS AR 72 B #M% (Tra jkovic
& Cytokine Growth Factor Rev.15:87-95,2004:Brunner?s, Intensive Care Med.30:
1468-1473,2004) « Ho B BIPETh2AH 5 505 10458 S 6 1 A 22 A MR B AL o 7 — e SE i T 58
W, Th2AH BRI A2 B a5 TR0 o ) B S0 PR 8 5 76 24 52 il I S ) RG0S — Fb
Y 2 PP A2 R 4 o3 (A A 2R BAS &5 Al /AL 2R3 o) v Ak, IR et iz 32 8 B 310 IE
WA E A ZUECA M R A RBITEE B R R R AR T IR R A
(adrenergic drug resistance),P 7% (alopecia areata), i E1EE 1% (ankylosing
spondylitis), PiiNE4E 4 1F (antiphospholipidsyndrome) , [ B %% 2 Fa] 3k 4% 95
(autoimmune Addison’s disease), FHIRAIH &% M (autoimmune diseases of
the adrenal gland),ZENMEREEER (allergic encephalomyelitis), H &% y& kAL
PEFE M (autoimmune hemolyticanemia), H 5 Hy& T % (autoimmune hepatitis), H &
g2 Pk 2 PEIR 995 (autoimmune inflammatory eve disease), 5 # & M4 LI/ MR K
/DYE (autoimmune neonatal thrombocytopenia), H & Hu % M wg v M (3 I BR 9 2D E
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(autoimmune neutropenia), H & 4 )& P Uy E 4 FI2 AL % (autoimmune oophoritisand
orchitis), H & % IE I /MR /D (autoimmune thrombocytopenia), B & %% 4 B R AR
# (autoimmune thyroiditis), VIHJ4EH (Behcet’ s disease), KJEMHZE LI IE (bul lous
pemphigoid) , C:JILJH (cardiomyopathy) , 0PN ML FIYR ZE &4iE (cardiotomy syndrome), 148
HREVE - % (celiac sprue-dermatitis),@HEiEasIMEH % (chronic active
hepatitis), 12 EE 57 S IE hEEE S 4 5 F (chronic fatigueimmune dysfunction
syndrome (CF1DS) ) , 2V 28 M I B8 ¥ I 2 M2 9% (chronicinflammatory demyelinating
polyneuropathy), It—jifi ~[K%E & 1E (Churg—Strausssyndrome ), Ji JE 2K K JE &
(cicatrical pemphigoid),CRESTZE&1iE (CRESTsyndrome) , i3 #4E 295 (cold agglutinin
disease), ¥ B (Crohn’s disease), B VYR (dense deposit disease), 5k H
EBBEAEHMEFTE KN (diseases associated with effects from organ
transplantation), ZIRIRIE (discoidlupus), 5K PEIR & AL ¥4 Ui iE Bk & A MLAE
(essential mixed cryoglobulinemia), 4F4ELIE-4F4EDL % (fibromyalgia—
fibromyositis), B /NER'EF %8 (glomerulonephritisflilgA's % (1gA nephrophathy)), &k
U 9% (gluten—sensitiveenteropathy ), &5 508 #f It 47 &4 (Goodpasture’ s
syndrome) , BAEYIITE 96 (graft vs.host disease(GVHD) ), #& 8 K #ii% (Graves’
disease, WFEH 4% 5 R H B R AR & (Graves thyroiditis) #AE 8 R IHR 7 (Graves
opthalmopathy) ), #-E K ZMAL % (Guillain-Barre), AR AR B8 7T 3 5E
(hyperthyroidism, BI#iAc BFUR AR 28 (Hashimoto’s thyroiditis)), 45k M Il 4 4E A% M
(idiopathic pulmonaryfibrosis),4F KM Ik (idiopathic Addison’s disease),
R M /N AR Rk 2 P 2598 (idiopathic thrombocytopenia purpura(1TP)), 1gAfHEZ IR
(1gA neuropathy), B R 5% 4:5E (Insulin Resistance Syndrome),4haERISCHT 4
(juvenilearthritis), W F&#E(lichen planus),ZLPEEIRIE (lupus erythematosus),
M JE /R9 (Meniere’s disease), Uit Zi & 1FE (Metabolic Syndrome), V& & 14 45 4% 20 23 9%
(mixed connective tissue disease),Z KMMH{k (multiple sclerosis), EAEPLTC /I
(Myasthenia Gravis),CoAL# (myocarditis), R (diabetes, %11 ZUHE R 9% (Type 1
diabetes)B 1 184HH JR 5 (diabetes) ), & % (neuritis) , H'E W 2 W IR (o ther
endocrine gland failure), 3% & R IEIE (pemphigus vulgaris), %EF 1M (pernicious
anemia) , 45 T Z Bk % (polyarteritis nodosa),Z 8 E 2 (polychrondritis), 2 N5
W% (Polyendocrinopathies) , 2 IR PELEA1E (polyglandular syndromes) , X2 L
J (polymyalgia rheumatica), 2 L& FZ AL (polymyositis and dermatomyositis),
O LA 28 Ji5 0,28 (post—myocardialinfarction), iR PR TR B ER 2L A MLAE (primary
agammaglobulinemia) , UK PEARTTPEIF A4S (primary biliary cirrhosis), R &%
(psoriasis),fREHI<TI % (psoriatic arthritis), iM% (Raynaud’s phenomenon),
HBRMZHE % (relapsing polychondritis), 34 /REEGE (Reiter’ s syndrome) , KT
PO R (rheumatic heart disease), XIEMEIRT % (rheumatoid arthritis), 45 T59H
(sarcoidosis), i Z¥H (scleroderma), & T - XIEPER T R LS5 ME(Sjogren’
ssyndrome) , B4 S5 14FE (stiff-man syndrome), KRG IRIE (systemic
lupuserythematosus), Kk % (Takayasu arteritis),Sizhik % /5 408 3k %
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(temporalarteritis/giant cell arteritis),REMHaEm# (ulcerative colitis),=
W2 (urticaria), B & & (uveitis), IR F & E 28 (uveitis opthalmia), L& &
(vasculitides) WYL M4 % (dermatitis herpetiformis vasculitis), A
(vitiligo), FIFHEANIA Z MR (Wegener s granulomatosis)s

[0120] 0o I 387 9 A o JUE A L A5 (4 918 B0 48 B Bk i K T ) ik R = 48 I 58 ) 0 i
FH AR S BT Ik U7 V42 i R 0 L3S 50 AT L FE (AN BT 70 1 1 0 % (congestive heart
failure,HF), 2w Rsh ki (acute coronary artery disease,CAD), CrfEtsk g
(arrhythmia) , AXFFRVE R FREAE K (asymmetric septalhypertrophy) (40 20 = LK
TEPE &5k HAThRERE A5 (1eft ventricular hypertrophywith resultant diastolic
dysfunction)), Lol (cardiomyopathy ) , JEfE DI RE# AT (valvular dysfunction), Lyl
K (pericarditis),ZhiKiEFEM{L (atherosclerosis), MIEMELHLIEIE (acute
myocardial infarction,Ml).

[0130]  Jifispg J& i KT IR i o EH A SC o BTk 16 75 V22 B0 I s ] B RS FR T ) , A2 2 28
i< 9% (chronic obstructive pulmonary disease(COPD)),B%Ms (asthma), (pneumonia),
S W (pneumothorax) , ifite 2E (pulmonary embolism),Hf HHIR IR &30 255 1F (advanced
respiratory distress syndrome(ARDS)), s (pleuraleffusion) , /& 5 IH
(metastatic disease), fliZ/K M (pulmonary edema), B &% R ZIHFEWR 5] R
(gastrooesophageal reflux disease with aspiration), [d]FilheF4i{k (interstitial
fibrosis), i RY1E % (pneumoconiosis) , Al 2 (granulomatous disease), i I
N (collagen vascular disease), FIFR Hil i (restrictive lung disease).
[0131] 323 BA A FIETEST2I F mi K1, a0 5 2 B K AL &7, T AT AR B AR
1BIT S AE B POE , BUnd 32602 A] HH BR B o LA B ¥a 97, 9 a7 = e (48] 20 S 1 4
B AE IS 47 570 B B BEAT U o 108 3210 = 1 SO 5 0 ML A8 P B e » T
T Vo , B Th2AH 0 , BATART AR SO BIrad 509 , 76 20 Bl 00 1 22 /5 E 00 25491 5, {8
5 20 & P R P SRR T AN RS &2 WA E , U 2 BN HEE R a2
Bhoriy H., 05 5kl 0 ek € (triage decision), WAL ZUE BB E Im ARAF L H 9 405 Sk
Y E , IR A AT A SO BT T iE R AR )5 BAE o I A FTE HEST27K -1
JIR G 2838 N AH T HA AR IR L8 2 R S b

[0182]  7E—Lsijfi 7y S, N ATV T ST210) K-8 i — I, 9t » 24 PR 58 3233 F8 A
I (B, 24484 T = 28 AN SR B R 4P B AL T ) o 76— 2 S 5 b, AR PEST21
TP AEMREE 2R3 A B (19, 295845 T = 22 DOl N S B e 4P B A it ) 2 5246
812,181/ 24/ N, Al /B 1-7 H BUSE A ) — B2 AN R E

[0183]  fE—U&sjfi 7y 2, N ATV HEST2(M A HE 2 T — IR AE—LeSL 7 B, 24
NATVEPEST200) 7K V- I B 5 22 T — IR I, AT AT A e g 7K1, BORT 8 0 I 43 F K1 2 TR 1 A2
1o NFTIEVEST2/H 7K 7R AT B 58 22 Yk LA 8 52 538 X U697 B W B 28461 1T 5, 7] H 7 Jit
BT (Bl —RIE 2 B 3B Z R 1R IT ) S R EU N ALV PEST27K - S 7E R 48R TT 2 1l
YN FTEPEST209 7K (1 W2 8 7K 8 ) A EL B o NPT PEST27K P Z TR AR {22 SR B VR 97 2
A 280 0, NATVEVES T2 I sk /b 2 R B VAR T T = A R

[0134]  fE—uEsjif 7y b, W e 52303 v N ATIE MRS T2 AKF 9F 5 N RIS PEST2 2 REUK F
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FHECER o AT AT AR STIRE AN R 510 2 B AR T AT I 5238038 AN Al PR ST2 K o 7R
B 52 7 VAR AN R T, A ST 2L 077 75 W58 EPCREENor thern EIIZE 434 o 75— L4 5L i
T7 &, SR H N RTIE M ST2I 7K P AT F S0 5 43 B 32 S 3K S 9% W B 43 A (EL1SA) P 5E
2T 5 S AE— LS 7 P B PR B HUR 456 Fr B Sk B 323 DR A B A B
AL S B IE TATAR 5203 1 22 R4 B AL 8 28491 1] 5, R ] &5 1L | LR B A 2 P A
—PhEZ Bl AR T R IR M EPUR BT v BN A R T Uik s B A
(R 7K -1 58 B 1 BUKF o £E— BB SERl 7 Serb, AR AR EA S ST2E A B ST2LIE K, 1143
PR R AR S A R 5 AR T H R RE A T (R ST 21K K 2 808 A AT IR TEST 2. 78— Be S i 7 &
W R AN B AT A U ) ST2L , A4S A i Hp A I TR N ) ST2 42 NPT VAPEST2 o £ — EE 5L Ty
Frp, AR BN ST2L, BN S w6 T ST2L A AR Y A2 I 775 DML AR & o £ — S 5 e h
i & D —FhAR SO iR M BUR B R 45 6 A BOAE S 0% o Airids b e 52 303 i N ml
PEST27K -

[0135] 1™ 3L SEJita 451 8 43 SE I TE 48 b BOA , 605 H AEATCO RSB IR T % R IR 58 5 PTA-
10431 (1) =28 98 7 AR [ BUAR IG S AR 4 S A T He e milk b rT3R1S B Budd , X A AT MEST2
P 2PN SE A7 o ISR TR AR SO ik 77248 H o

(01361  ARSCH Bk 5 VAT FH T 5238 AN JEA ST2AH DR IR o ST2AHZC R & 5 7 ik
PR ST2AH IR B AR o T8 7R A1) P4 (K S T2 AH 20 T IR A0 5 ARLAS R T ML A5 2 95 , Jifi s, T I
U&7 5 FHTh 2 AH IS 05 o ST2AH I PR ¥ 2 7™ B (1), FLIEH ZRBIGIT - 2 IR LR
S PSR 1) 5260 3 AT B8 A BOR BB ST2AH I3 IR (48] 4o ML 78 9 , it » TUC I s , )1 Ui
93> BCTh 2 AH IS0 ) o A 7 MR R AL (EAS SR T R BN I, MR S R, 2y, X, 2 /<
(eructation) , iyt 0%, k&, P55 FHER IR o B IER AT A AN 1 s AL

[0137]  fE—usijifi 5 &b, R SCH BTk ) 7 kAT T R 43 = (riskstratification),
40 , 1 e 52 AR HL A ™ EE PR B RS T SR ST2AH IS0 IR« 28461 1T 5, JE 28 A 0 i
P dpg (O REFE B0 58 ) 1 32 303 A ARG 3R (BB T BUR RO IE A4 ) 1 KU AR ,
B IUEARI B N RTIE ST, 2 5 A O ML 9« HAS T 5 S 16 XU v 1 52 48 2 v i %
B AHEL o 2832 30 AL N B ™ B MR 3R R T 2 ST2AH 5% 0 ML 9 1R & A%
T > J0 VB 7 1 AU 388 A2 7E ARG KU T Ads o, 3510042 31 5 78 R A ST-2AH S IR 1) 32 4 2
SR (1) AH b B i A BE N ATV PR ST 2 o SR A T MR T 20K ST2AH SR (1) 32438 18 i BT
T A AL PEST22 HEKE (B an g BEBSE MR BN T HEST2 e A7 34 ) (N AT ¥ 14 ST2
WS T AR A R P PR SN ST2AH G IR 1) 32 i 5 8 B | T A PEST2 2 K P
(3] e B B 1 AN o LB B A N AT VA PEST 23R ) A S0% T A AT VA PEST2HR I o i 52 T,
SRR S RER Y 523 IR A A, BUB A BT AU ST2AH SRR, °] 5 3003 (1)
AN/ B I SR TT PSR S 9 0 R 7 5 T RE AN TR BRI YT 8 & L 7 S
O UBEFE 2 J5 N T ¥ PEST29 5 i i B 3 5 N ] ¥ PR S T2 BEAR I A3 A EL 2 BLTE 2 1)
O FE W (cardiac remodeling) (MG INAIAF4E(L) , iy HAE 230 ATV 1 ST2 i ik 1) 32 3K
Hh A R R 2 S b R 550 B (Wei %, J.Am. Coll.Cardiol .55:243-250,2010) . K,
RIS N RV T ST 294 P % 5 WA SR 38 LR 52 AN TR, 7] BB AR AR AE R AR 187, B A
WRIEIT -

[0138]  HJR
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[0139]  Fipis 7E £91% 2 2% [ 11299 A w2 2RI HUAR , HURVE J5U R AN 2 O JR PRI, O
I T e 3R B0 T 1 A 2 22 L IR o PRVt X J e 1 71 B R 1R R iR AL R R L ) o AR
SCHRTIA R TR TR X R E

[0140] WM AR E A WRM 2 A EF 0BG 88/, e, =M% ES
(lungproblem) Wiififs: ZE (PE) (F& AE AT V) , BEZE ) BRI 1 Bh liked (o BE B am i) , IR ZE K
fE(gall bladder attack), % (FHS O IR AREAIGIE) , L& (MG O IEE
I8 > BOL IR BE (W AE B 1) S TR 12 W P B8 TV L EIE H , {H2 Tl 5 52 i B AR
1BYT SR B PRI RS RO o 5 AR SO Tk () 77 VAR BZ 2 W A T s ml s
ST27KF, 1 a1, i AR ST2AH ST IR , T AR tH AR Bl Ab B 523 (R e sE , 9, DL Rl B = ¥ 97
SFEHMEBAEAMER  HEXRT B BTMZEHKEET LT, fliCayley
(Am.Fam.Phys.72(10):2012-2028,2005) .

[0141] [N b 0

[0142] Ny A A , BT IR SR (TR 58 SN 5 BRASE IR ) L A2 AR SU2 RHI 32 10
)5 ILAE IR o X6 T R IR HE () DX 2 e G DY R3S - (1) O UM, (2) Bl i, (3) VR A 1)L U
PRI, AT (4) BEE OV TR AR P e

[0143] oyl PR P PR YO 1) SR DR BB A 2 BRS04 DA S B0 e 4 1A D s
(50T , e AR BRI » U HH B O WIRESE , O LIRS , IR D BB R4S, 7200 2 JE KA DA H S 301
W 4 AT BERR AT , AR 2 R RE AEOR , O 28, OV YR o

[o144]  Jifs gl Pk i A1 B0, 45 BH 28 P (491 G 1 4 L 28 78 i 5 ( COPD) ) AR iy ) AR ] P2 sk 42 (5] 4
i & D R G BB B, A6 A e S, R AE PR RS B 2% (intrinsicpulmonary pathology),
W) PR A 4k, Bt AR IR UTE o TR 8 s , BSOS L LU0 ) o YRR A5 TR S Co st e AR i 0 2 9 R
FECOPDA LA Jini 50 ik vy s A i 5 A o0 JUE 95 5 25 25 AF4k (deconditioning) , ik 2 , ARDS, F14H
A% o B AR o SR I A i 2 T o0 AU IR A0 B2 0L A o B0 15 v B R L B R AN T AL
09 DR DR A0 A P B v B, MR B By A LB A5 B R , R 22 UL PR) e 5 22 P il A
WUE FRA R o FH ZE 1% &0 1) # (Obs tructive rhinolaryngeal problem)flffHH T ERBELE
w2 B0 BPE ZE L BRI kA, DA T RG] R AUE B % (supraglottic or
subglottic airway stricture),

[0145] WM AR A 77 ] A/ Sy b ik 9 1) PR R BT S 300, 491 4 6 REORE , HE B0l =i i . 5%
T I R HE () = AR T IS BT LT, 9l fiMorgan fiHodge , Am. Fam. Phys .57 (4) : 711
718,1998,

[0146]  ATA] A SCH AFF PR B R LS G v Berl T e 838 A ST ST2AH i IR o 72
— sy e, 58 2R E AT EE PEST 21 7K S (B i BB AT —FRh o vk) IE S5 A
A HEST22 HEK T LU 3L 7 3238 A RTVE PES T2 7K1 AT N AT VA PEST2 2 BRK 1, 7]
e 52 A3 B AR AR A ST2AH DRI AT BB 14 2452 3 o A ATV PEST2(M K 5 A
AEVEST2 S MK AEE ] b 78 0 4 ), X P 3 2 “IRABLR™ 1% 52 3038 A K AT B AT ST2
FHIR AR 15, 245233 T N RTVEPEST2I 7K1 5 AN RIVE PEST22 HE K18 I AH 22 £ 25% LA
5 451 1 249.25% 5 20%, 15%, 10%, 5%BL SEAC LA P, 3X 2 42 “RAIT” o RAURE AN 56T B
PHR R ST2 ISR IR BE AL 1 58 A ) N AT VA PEST 25 HEK P o ARSI F AN T 7R 2 S 1 2%
NAEVEST2 AP B IE5 22 57, H B S A A TR, BB 9% 1 8 A ATV 1 ST27K 1 2 75 AT
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N AT VEMEST2S: R A o

[0147]  #E-—2EsLji Ty R, APTVEPEST 2K 85 — IR 30, 2 PREE 52 3 A ST24H K
TR BEAT B € o A — L8t 7 22, NRTVEPEST2 /K AE MR B8 32 i B AT ST2AH ITRAIR 2
JE 24,6812, 18F1 /8 24/Nwf, A1 /817 H B A 5 — D EE NN S E o £ LL S0
&, NATVE S T2 A #5E 3EAT 2 T — I, 91 AR A SO 2548 55— 20 52 H i € (1)
N VEMEST2H 7K

[0148]  fF-—EsLja Ty R, AR SCH Tk NPT IEEST2-45 G dudk L H iR 456 v BenT H
TR Z Pk T 26 EH L R H 5 A5 US 2007,/0248981,0S2009/0264779,US 2009/
0305265, FIIUS 2010/0009356 , LA X PCTH i A - 5W02007 /131031 f) F5 i,

[0149]  FE LSy Jy S, 7552 10 2 B B 1K U s A48 N2 I8 3R 8, [ 22
PR SR TR PR B BB S R R N ATV PR ST2I K, A E 22 /b — B (i a0 v
B, =B, UM ECTR) K BERREW A, Hd 5 AR HEST2H 2 BAKPAHEL , B A
ALVAPEST 2 F R K 5 BA R A XS T2 B AP 5 BT ad 28 20— B (4 an iy B, =B, DY PpEs 1o
B H e bR EY, oA (o an 3G In s 2 ) AP 59 BT ik 28 20— Fl (i an iy i, =B, DY PpE 1o
PO I e bR BN R IHZ AT A s (4O T80 95 » s » It s, )1 [V 995 , B Th2AH
KT » BUEAT H B AR ST TR 5 ) o 20— P BEhR S Z KR N RSN B H
BT iR B 1 52 2 R B i b B 7K, R 200 E A B s 1 A A B 22 Ao IR 1 523
B ASEA KA FIA PR I RS 1) 3260 B bR ZE I K B L R [ 32 A
(17K o Ho e B bR B AR ARSI P & TR, BT #e e s B S BOKE R 77k m]
H ARG AR N R E

[0150]  7E—uEsijii /7 S , N ALAEMEST2(1) 2 K P ] AT A SO BTk 1) 2 B8 1507 o
BNFIE 2 RKP AT AR GUREE AR N R E A — L8827 22, I A 5 A 1L 175
B o P ERAS P Ao i, ELASE 2 /D — Bl SO Frdk R AR B0 R B o AN AT IE PEST211) 7K
PRl B RTAR AT

[0151]  YRyT 5%

[0152]  fF—EsCji g R, K ST2-45 A PR B H I R 45 & F BUit H T 32 8 LRI T R
(1) 22 P B IR (191 AR AR SCH B R B ) o 280910 5 A PTIE PES T2 /K7 AT e s
(1) 52383 & BTk e i W E AN IR T O I8 2 05, i , TUC I 9 » 1 e33R/ B Th 24 G PR
3 ATAT N FIIEVEST2-45 G IR B L It i 45 & B, DA S T I SR B B BRI 81 1 Bt
RS A R B (Bl A A B IE AR ITR SO B, AT TR YT IR R 8O AR .
[0153]  fE—ULsijfa Ty S, (v 52 33 il FH PUAR B L3 R 45 & 7 B, Frid fuAk B0 B 5 4
Ve 454 T FHAEATCOIR B 452 TR 58 5 PTA- 1043 18K PTA-10431 28 i 3 55 J& [ 24 A2 R 7= A 1
PiAd o AE—LESLE Ty Z2 1A 32 it P AR SO Bk M SR BB R 45 6 1 B Pk SR B
B A AR A BRI o AR A 2 0, R VIR A B TR IR R B S EE AR #R
A ECEE N BT A LE 8 S0 IR PR EAG . DR G, BRSO VIR A BRI AL AR B AL TR T |
(1) 7 Ak, GOARASBR T, 98/ 1 AR R AR 28 6 S INRI = (R TE 32 M DA RS () 24 X3 7727
A/ B R 1 BT o A RS Ty B, et F T 523038 N A BN IR AL ST B Bk
U5 T HH ZEATCCAR IR I 42 T AR B S PTA-1043 1 BLPTA-10431 2858 R & &5 42 19 252 98 7 AR 1K) 70
W 2B S, A S B I E B AN/ B B T AR X e T A E 2 X B Be DA ik &
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TURB R B - BUE , AL I R 044K 1) — A B 2 1 CDR (491 2015 A~ CDR) 48 A — B Z A AHE
BEX DA N IR BAR B B

[0154]  7F U6y 2 i AP IE PEST2HTAR BN AT VA PEST 245 & ik Fr BE B 4206
T3 AP B A RIS ST2H AR B Be LA 2 E , LSBT 75 45 3 75 1) 77 &= R R ok
Jit F 2T 5 JUR B BEEVE YT EA VS PR S AR AR 2032 30 R B RS AR g MR
M S, DL AU BAESZ R 51 K BT 75 Wi SV B 7756 R R A2 3y . A] B H) &7 &2
PAS i e VR T M B o 28461 11 5, AT A5 H i A 73 R R & BORT IR ) & AT vy 748 0 1)
S VP 1 RGEE B ek 2> o AU AN B4 R T T 18] 320 2 T FH BTN AT VA PES T2 4044
AR ANENEA HZE .S 0, W WPhysicians Desk Reference,63rd edition,
Thomson Reuters,November 30,2008,

[0155]  ARSCH Firadk (K i N PIIE PEST2HUAR BN AT VA PEST2- 456 Hidhk Fv B Al e il e it LA
fATAT BB B A IR 1K , T IR RE A FE AR T B 4 (a0 ik ) VE N VR VR V& &
RE VMR VIE R (JRER) FERS R BN AT B TE B A2 AR BOR BORT AL B 3026 57 (4 G BH
HTEREEY, Ko FiasEn, REEMENS) 5255 Erl 2N BUE KA G . i T A3
HRTE “Z5 BRI I BUAR” 45 5 25 Wi AR (R 700 20 B a4 P4 T A 2
T 771 Sk R A S 3R RS 25 o IR TR A 78 MRV PR AL B 048 N B A SO BT IR I P dde el 2L
TUR S & B 259 7 o

[o156]  s7l&

[0157]  ARSrhRge Rl &, oA, Frid alm e & 2 b — P (Bl an 2 =
VU RRER R0 ) A SO Frad K3 ATIE PR ST2 AR BR B IR 45 5 B o il Sl 5 Mk - 2L
Ry A S RS A A ARG AT IR R A AR, B S U B RS AT DU B
W, ARG & A Bk &5 S 4 INR (B AN &8 % BRI N (B2 AN , A
FHAR ST IR 752 i B A o AU AN 52 AT 25 Sy M A i A0 26 DA T B &% R e oK o

[0158]  FE—Lsji Jy Sevh , A SO HR AL I S AT & A 2 b — (i an & D P Rl = Fl
VY h B8 T ) AR ST B i B ATART AR BT SR 456 A B o 2 i 5 R & m] B 2 2D — Bl
(D PRl =Fh DY PR A SR B BUR 456 R B, BIrid TR E R B S5 H AEATCCR
PRI T AR5 5 PTA-10431BPTA- 10431 28 W 3 1) JR A 7= AR I AR SE 4 PR A o

[0159]  fE-—SLsjfi Uy Z2rp , AR SCHR AL R & 5 2 D — P (ol 22 /D B B =L DY
BT AR SRR T N AT VA VEST2HUAR BRI R 45 A 1 B, DA SR AR B R 45 & Be 5
NFIEPEST245 6 1 — FhEl 22 Blaalsml o 2800 10 5, ikl 0 & m] vk T4 252 RO G ROk
Y& M (CM1A) , TAbbot Diagnostics(Abbott Park,1L)HJARCHITECTRES , 3 K LAl &4
A AU BNP AR R NG RE P SRR AN A8 70 N PV 1 ST 2B A2 1) MGUREE P Tl RIS o 7 32X 6 T
o 5 R St A Ak, R S P AR AR N TV ST2 ] 45 A T B A I OB o AT i b, m] oK R i o
NEDTIAGE A, B AT PSS ) FORTRL 55 AS [R]85 iR A e AR BRI S5, AT
A INGTN ATV PEST20Y BEARIT AR LLZE 58 — 20 th A iR RTR S W o £E O — B Wi i 1%
o VB i VB TN 22 S SLVR 5 o I P4 (R0 A 27 RO IS, 481 4 48 FHARCHL TECT i
System optics(AbbotDiagnostics,Abbott Park,l11inois) M. &E5 d AT VAEMEST2M
SRR I B P A 27 KOG AR AE LR K

[0160]  7F—uLsijifi 77 e, AR SO (I 30 & 5 A 2 20— Fh (ol & 2D, =l L 1Y
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BRE AR A S Bk (5T N AT IS PEST2HUAR BB IR 455 F B, Al— Rk 22 Fh T 385 [ A
A3 AR DN T P ST 20 [ A B 48 0 e 2 49 o [ 4 4 9% 0 o 5 A AR SC /R, B R4 A
M= SRS B — A B W BUAR BB IR 45 A B o [l A S FR 0 1 Al IR e Pk s 49 45
B, WVE , RIAR LG, f 2 f 2 UM R el an Je T8 ISR 4T 4 2 (BE FR 4T 4 25 AN I 4T 4 .
I, BN EE L F]54,703,017;4,743,560; F15,073, 484 78— 5Lt 77 &, k5 £
B AR A S 5 0 5 R 2 93, At [ A 25 A I SR BRI R 45 6 R B (I A AT ¥ 1 S T2
PR B H LR A R B 585G BOGE I o M W) (B i A PTEPEST2) B s AR, HL /s
BRI AH DA R R A A B R

[o161]  7F—uLsyfiJy &, W& & A H T i M 18 AH G % B 5E () 4043 - i i 70 8 A 4
P2 W 5 T T Rk H e S R ] A S W i v B B B AR I D BRIV 75 o 2 P M B AH S
P2 I 8 FEAS AU 2 T 2 L R E LR 54,632,901 A T iR ez e, H
WG B O EE TR 0 A W e e M) 455 T 2 FLIE IR 4R, I 0k s IR A8 o o A TR
S BUN L 1 T /2o 1 .7y 11 =3l = 7, 1 v T FO K N S TR E R N A
DUFRA X B 5 2 B AR AL SR R A A R FE 7 o i L3R | L 0)55,229 07348 T e &
(1) 55 5 1 A % I e NI v, R FH 2 A B T 58 A R oA (40 4l 92 X B30 DA A 0 &= of 9 g
KA o v TR I 43 B 4 B A g i S 4 A T35 B & R 54,168,146 54, 366,
241;4,703,017:4,855,240:4,861,711; 15,120,643 ; Bk P& F] 50296724 ;WO 97/06439;
FIWO 98/36278  AAUIIEL AN F £ 51 H e A & 1 [l AH S 3 I e 77 VA B B, IR e e Ik
TN L B AT — PE Z BRSO B BT RIS PR ST2Hu Ak M R 456 v B
[0162]  7F—estjaJy v, Al A B AR N5 v, 464, B FEy2s il i , RO 9 9% 43, B AL
SR ICINTE o 7R RIS FH 0ol 5E 5 450 T, A58 FH 9 A B o B oA, e — FHAIL 254530, 1R 53—
AN T3k, 46050, C1SB10 International (France )] 1RMA-BNP2ik 5| £: , MIShionoR1A
BNPELANPI 7 &; (SHLONOGLUSA 1Inc. ) FHKIIBEE

[0163] 2 3¢ rp $& 45t (1) k) & w4 R ART 40 b BT s 1 75 2 (9 a2 W 77 v ) 48 o« 28 491 i
oA RSP, B AFRE =R DY PRECTA) A SO BT R 5T AT PEST2 4 A4 R
Hyu a4 & h BOrasn) & n] FH T8 R il v NP PES T2 K o 1 ., 354 28 20— i (4
Wi, Z /DA = Rh VU R ER LR S0 A TR PEST2 Bk B H i JR 45 & A Bl 57 & ) BT
SE NI PEST22 K o AR GUBARN 51 23 FnTE AT e A S F A k) & & & 1
i, FERe e Bk R S T

[0164] 7R IABKFI &) —Le STt 7 rp , 20— P (i, &2 /b —Fh, =P DY Fl)
FURBE A Bt T 45 & & AT A EST2 A A % T 3> T8 59x 10 M Ko o 75 Al R S 1 —
SO SRt 77 2, BTl 00 S A D IR G5 W B 3 B e £ o P k) B ) — e S it Ty B —
A N A0 B (4 e N VR A1 ) 43 5 ) 2 NPT MRS T2 o BTk ik 7 s ) — S8 S it 77
Z— B E A S AR A AT VE PEST2 (B A7 A5 T 40 Mo e B4 R BOVE R 40 B8 1 £ 1 o
fefit)

3K it £51)
[0165] AR Bt — SRR T R IR S B, AR SO BRI R vh BTk ¥ 75 91 i Bl 7 PR
il o
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[0166]  SEZiffil1 « HUST2 5 v B AR ) 7™ A= AIZRAE

[0167] %% ARIVAPEST2(sST2) 81 1 BT 58 5a B B B /N R ™= AR, B /SRR T A
sST2 cDNAJFRI A HEAEH

[0168] 7y J5 () 7= ZE A AN : AsST2 cDNATEPE ,GeneBank & 5% 5NM_003856.2, 1 H
Rockville ,MDHJOrigene Technologies, Inc. f# FHARAERIPCREE A, FHiZ sa & /IR 2 51 DA
TR R IB A, AL S B N PIEHEST2)7 71, A AN H AR R 2l AR ic 8 Nz E T A
Fii X o FIA 70 R [ 5 VR IR DNATI 7 #f A o B 40 B 1 it 78 AR AR 40 B (HEK 293 ) HH )
R AT % e R A 7= AR o B2 NPTV PR ST2 88 11 T s 4 e ) 2 ik & SR B A (L =
WEABAREEANPAHZRAIRICY) 204k . LA AT PEST200) 26 (L it 25 5 iy
G (2 1) 58 TR s 19 P 4 e R 1o A e kB ] 3RA3 I BusT28u 44 (MAMBL International 3R15
() 28 T B FAADO06T ) A4 H sFRICHUER K Wes tern BT Mk 86iA . 2 WL, &1, 2F13A-3C. i
AEAORBSETAERTFIWAR A3 FE,Kuroiwa %
(Biochem.Biophys.Res.Comm.284:1104-1108,2001) & x A MG I Z KRR EAQ BG~
58D F & . MiZRIE RG AN AL M ELE A A e SR E A AN 9 F =
~58kD , FF Al H i Ml _b AT ZRAF R BUST2 B 34T A RLHB IR 5 B2 il i Brad ford & 85 1
TERIHAT o

[0169]  Zj A2y AL bl B A4 1) 77 A+ B3 bl B A dd P A b Bl 7= AR 1) 20 2 ) o o )%
BN R 8 = HBalb/c/NR R FrR 3R T S 2 b -

[0170]  T1 20ug/ B4, FCLACFA (35 IR 58 A4 7))

[0171]  T1+3H 20ug /BN, FLLAIFA (IR B A 58 A 4551

[0172] T1+6H 20ug /BN, Thok

[0173]  T1+9H 20ug/ B4, oK

[0174]  fE 2 Sy Pz i , 18 A B R 340 e 0 B R 1 o A 28t « L B =it
AR B B W) AT R I B T 2R A IR o 70 2 A8 TR R 96 FLAR HH B RS E Al iR B =M 2
Jas ik S EH AFEEST2EANSG AU LSS A hisaifbbric Y r)@ HEf
(generic protein) 454, LLYHFR XA ZARIC YT T 230 I8 o e B AN Je A R i AT — 20
(R RAE AN i R« TEAFNOFS o PRI P Fofr 5 vt 8 e 44 oxof B 2H N TV RS T2 S5 (1) BBURRJE
BP0 1) & Bk OF S MTEAAD 45 96 AL i & AR [ -~ FL, SR JE 6 AE M B AR IR B FL AN
A VA TEST2/ 365 R PR R FEVE R 300520, 41ng/mL) #EAT I (S WL 4)

[0175] PR HUAAR R I tH ALK 43 A MU 2, HE w72 I I B A 7 A DR 20 . 4 1ng /mL
b W52 B SR AR AE~ L. 00 BEAE , B P PB4 225 DA Bug /m1 42 050 Bl 1)k B2 A4 T-96 FLAR
(35 AN L, FFHET T BN IR P A ) 2 AR B TR 4L A AT VA PEST2 3047 K (2 WIS o T Rl 4
IAE > 1. 26ug/ml R FE R B0 25 B BIUB ., FErh 44 OF 8 S 7 s il B fy () AU

[0176] LK T OFSFITEAG A% — [F] I T+ BR. v B B A J& o I B0 9% 43 B (ELA) [ B 77 o 45 5%
AN B o AR DA TR MR P A A T 96 AL AW 8 AR K AN AL, B N RTVA MESST2H 36 &
FFERE (LR JE N 10ng/ml 0. 01ng/m1 ) BHAT 2 , A8 FH -5 AE M F AR 75— Fh BB e R ik
KR G4 B 6 Hh BT , R UAR 4 & 3R 1S AR U RS, 9 5 55 ks JIIC 220 01ng/
mLI AP EPHEST2,

[0177] e FHER T 55 2 F 354 (SPR) B AT B A BT AR OF S FITEA % F R B ARR (1) AL,
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P& 575 F AT 3R13 4 4&D066 FID067 (MBL InternationalCorporation (MBL)ZFHEL1SA
Hh i A BT B AR ) TR R AN TR K R o R TR 7 44K OFS , TR4, 88 = i BRI It A
ALVAPEST2HUAAR (11AT) CRELBFE/E N DLE SRR , IR b b T MMBL RS 55 5 B2 S 4
(DOB6AIDO6T ) , N1 I Te I Hudds (LA A2 2 7 ) 1K) SPRAY BT (14 485 1L o %o T o B e o 0 44k ol 4%
A B A AP SPRE Fr AT B 20 A AT VA PES TR0 B ot o, IR o R A 454 SR E A It
Bym R Pkt S — PR - AP TEST2E A1), VPR IZ 5 PR B 7R n & il A n 5 1
ST2EE A M4 &% E AW UR S 5 —H M IR AR RN e 58 554,

[0178]  SPRAHTIILE R TEI7A-F,

[0179]  BEAL(ETA) « 448 FHOFS (AL FE A g th—Hrumd , AN P 4k 2 90 28 /0 B A m )
BG5S A PUATEA(L2) B A & &GS, TRk (L6) B ARG 5 R X E R
4510 PURIFS 5 BT A7 PR o A4 A LE AR AN [R 9 R A7, HLOF8-TEAFL X 42 ffk d i 1) S AR 45

I
= o

[o180]  A2(KETB) : ZHAE FHTEA(A2) MU JEPE— U, PR Or8 (L1) in AR H R 14f
M4 A, TERPUEA Wos rT AR5 5 5 10 R A P A R BARAE r IR 15 o R 1%
B 4518 A SR TEA S B AT MU AR A EL TR AR ) 27, HLOFS-TEARC X i ki 5in ) B A4

SN
Gt

[o181]  EA3(ET7C)  4AF ATFT AU 1 LAT (A3 ME N P —Pims , MR A&9oF8 (L1) 7w
A RIS G, B RPUEA SR ml AR5 5 5 i 98 4 D A 2 s SRR AT 0131 15
5o X Lok LG AT FHTEAME N S P i A i 45 3 LT 58 A 1A

[o182]  [E[A4 (EI7D) « 4 4f FIMBLETAARD066 (A4) AE N HH 42 1 — Bt , B4 9F8(L1) 7w
e BTG 4, 456 1R S8 IR Z I8 R FUARTEA (L2) o B R FUEA TR ] WA K15 S , 1 %
AR R BARAE T AR 15 5 o MR IR % B 1 4518 2 BuARD066 5 BT a4 44 A L 1R
AN R A, HLIH 5 58 “MBLIBUADO6THE B 45 A Fe X , {HIZ FR 6 1) 45 5 51 Al 73 I F-9F 8-
TEATE AT

[0183]  KEJA5(EITE) « 248 FIMBLETARDO6 T (AS) A A e e —Humt , P44 9F8 (L1) iow
AW RAIFIS G, G54 IR R Z ) A AR TEA (L2) FID066 (L4) o« To I A AS i 7 7] JAS 1)
5 MR L LAT BoR B FARKIAE 5 MR Z B (1 4518 & 3 ARD06 7 5 BT A IR0 44 AH b 17
A R A, B 58 ZMBLETAADO66 T B 45 A FE X , (HIZ LA 1) 45 5 5 Al T35 I T-9F 8-
TEAFCAS

[o184] A6 (KEITF) : 24 TR B AR St B e —Pumd , AATART IS4 4 AR A2 Bl AT AT T
AFIAE S BEE T sl i SroAih N T P ST 5 0 77 07 T e Sk

[0185]  iZ A M dfih T B A A N Al & M ST 2 B 3 2 4701 OF S A TE 4 S MBL B 3 B UK D066 Al
DO67TAE—AH L IR AAS R ()R A7 o IAE , i 3 Hr I HIE T 9F8-TE4RC X 5 D066-D067 AL A AHEL
HAERMES BN,

[0186] %% -T-9F8-TEARC AT W 52 1) 1) 34 N (1) &5 6 515 A1 ST AE 90 % B 3 e B4 o Wik N if 2%
FE B BB R A3 BIRIE /£ R LS 51 S 38w , 8 5 Hi AR XD066-D06 7 [*MBL EL1SAY
B PRI OF8-TEAFHLL 35 o K5 DY (4) AN ML HAE S 7E 2R A AR 71 b AT MK, 13 SR B NPT ¥
PEST AR FE O (544 PO EDT A LI RN 2 1 3 DT RE X6, BA Sk AT 1 ST 29 B e () it A
(I EDTA LI 22 1A 28 1L 25 58 s o
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[0187]  ZK1:D066-D0O67 FIF8—TEA R A ML A 5 1) B 55 11 b
 LSEDTA STk HSEDTA [  ow%
sl i L

T T D066-D06T 9F8-7E4 [D06E-D0GT 9F8-7E4 1D086-D0BY 9F8-7E4 D066-D0GT 9F8-7E4
2 1 0271 | EUL ND EUL 0.86 EUL | 029 | EUL |
4 | 045 | 197 ND 227 1,20 EUL 053 | EUL

8 | ND | 204 ND 22.3 1.65 EUL 114 | EUL
[0188] % | ND 216 ND 236 2.40 EUL 185 | EUL

32 | ND 235 ¢ ND 26.6 3.80 158.1 ND | 1340 |

64 | ND 235 ¢ ND 266 ND 154.9 ND | 1383

2 T W T s T e T s T T | W g
% | N0 | B9 | D | 304 ] N0 | ea | ND | 1605

WE | 036 | 224 T 258 | 200 | 1686 | 008 | 1459
Y | 3% 8.1% 11.4% 60% 9:3% 7% | B8%

[0189]  LS=AiksST2M AL , HS=imsST2U JERE M

[0190]  ND=RA# I ,EUL=EN T & Ei ks R (upper 1imit of detection)

[0191] R 145 A A RILAL A b (A A S2 30 Sk A A, 45 R 3RO Ang/mLL , J& 2
T AR AL RS IEY) (calibrator) o 1% B H#RIE Y B E I AT , PRI B2 1
B A IR — b, 0% A7 2 &1 IR LR, XFT-D066-D06 7 FLXT A Hi R AZLS
EDTARE SL 11 1 ARG R B FEUEPE AR B , MIOFS-TEARE W E i Hb T SR 21 : 25675 B /&, K ek
KT, <LO%. UK 22 5 5 AHS EDTAIL A &b B 1R 185 T e — B0 o it B A3 = A
DO66-D067 Fir %y o2 il B 22 i D F BE B LS I 2= ML A &, T 4 -T-HSAE &, FHD066-D067 AL
XTI 2R LA S EDTAIL R A oA b B RTR 2 115 5 R IZ PR TN X 22 U
7 FF 2 P o OF8—-TEALEAR M 5 A 3k 8N AT A I ST 20 DAL JASE &t o 9 R 2K PP 2R
FRURRTE , 4R R AT IR HEVE RCV .

[0192] S5 2 : OFS—TE4 B 7w, & SR X K E 1 ARAE

[0193]  9F8-TE4 5 vl & HiAAEC X (K FFAEAE B S % 3 A (E1A) AT 0 #fr o

[0194]  ThEEMERURIE (= MIARIR ) « Dhfe M EUs SR IR 1B — 2040 52 2 Mk JE I &
s B AL IEV R E o 5 1 2 PR 1 2 4, B Bl R R IE )k B A 45 0. 0625 ,0.. 125411
0.25ng/mL o BB T AUBEE 58 XA SV < 2090 S AR IR BE o« t S R 217 , B I () 3 i
AT B Z At , o i SRR 0. 0625ng /mL.

[0195]  3R2: DhREMEMURIE i 84

[0196]

ST2(ng/mL) S 15 Aaso FrfEfR 22 CV%
0.0 0.137 0.020 14.%
0.065 0.222 0.038 17.%
0.125 0.297 0.011 3.7%
0.25 0.471 0.026 5.5%

[0197] 7T FHSPRfE & VU id ik A% ST Bk 18 73 32 7= AR I 44 (9F8 . TE4 L 11ATHIT15D06)
PL K A EHMBL International 7245 (3744 (DO66-3FID067-3) I 355 Al 17 o BEAS SZ IS 1 46
TR 38 4 B 1) 1T 1) 4 A SCHT iR OF S FITE AU AR 1 B 40 A m IS PEST 248 A 10 45 A Sk 34T -
50nM.25nM.12.5nM.6.25nM. 3. 25nMAT0nM . IX 852 56 (1) K P57 T B SA-8F  FF Rl 44 5 M A
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JUR A 2 o 1 BN ] R P ST245 5 B Kot BB T3R8
[0198] 3. fFAMITIRLS & AN I FEVEST2/Kp

[0199]

mAb Kp(M)
9F8 8.59E-10
TE4 1.51E-09
11A7 2.72E-09
15D6 1.32E-09
D066 4.58E-09
D067 1.24E-09

[0200] G EJE : Fr A M X IS HE EE M P Clinical and Laboratory
Standardslnstitute(CLS1)48m HJEvaluation of Precision Performance of
QuantitativeMeasurement Methods:Approved Guideline—-Second Edition.(ln
VitroDiagnostics)EP5-A23H4T . AL AN B E MK M AE RN IR K FES 224
L. 5-mLYERME , FFAE-80CIRAF o X LA i 5k H — IR — U A M #E 4T 791 » 7220 H R L
P4 BT 20K o B3 P (00 RHLA T 40 BT AN ARG 1 B (CVa) FHCLS 1B 58S 23 A7 (R RS #E B VR S ISk AT
T IZ IR IG7E L Ing/mLIK P 303 FE B AT 2. A%H SRS Y CVaRI4 . 0% CVACILEEMI L AR L 75
87ng/mLI - 5k i HAT 2. 0% e A CVARIS . 9% CVACIC SN2, h45) , £ 140ng /mLI%) 7
P e P BLAT 2. 2000 B A CVARI3 L 9% A CVA L B3, 161D . 2 LR 4

[0201] R4 ¥GMHERE M L 45

[0202]

LM A (ng/ml) BEACY =14
% 10.56 2.42% 3.96%
Hh 2 87.00 2.31% 3.87%
= 140.05 2.24% 3.86%

[0203] %356 78 AR v B Ve N R 2 IATAT G 1 Z IR = (precision bias).

[0204] - 5T Ot 5% L 750 ) BBURR B ) VP AR « A = AN BE i B I b, DAl
() T SR R A o < L7 , EDTAMLR , AT A BRI , A 2% ML o 43 B A5 00 0 1 8 L R A
i A FR 5 ST RO AE BN N AT TS T2 43 Bl ) 6 34T o 1% e 35 SR 3 B 97 T3 Pk A2 147 &
PEL R, SR 0% 222266 % 1% 40 BT 25 J i 45 T3R5 RS BT/ AP A B i 1 o7 (LIS
AT He g 6, IR RSB , RO IR V8 750 b B /D SRS PLs 7],
SHHE S AR SR IR AL, ST RS A DR R O T IR L
T 1) — B0HE B AR A I U S 5 i 5 B A L e o BRI L B 3RS 8 FE B 5 O RMA
JEFE J90.849%20. 964 R, B 7 AT A PR U Hh T BB S ) I R R T2 1) D VP AR R Ah i
BRI IR FEOT I RES .

[0205] &5 Frt 1L 7R 45 SR o 45
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sST2 (ng/ml) -
o n g AR g EDTA Fx
f 24 F 1 74 13.7 6.3 39
2 26 F 5.7 73 | 72 88
i3 82 | M 7.9 56 8.0 4.3
4 45 F 6.8 5.2 6.3 687
5 4 F 53 4.3 55 53
8 53 M 6.3 53 73 | ¢85
7 56 F 2.5 24 33 32
B3 50 F 6.4 48 58 65
g 44 Fo 7.7 5.1 56 | NA
10 83 = 49 37 g Foagl
At 66 M 7.4 5.1 6.8 14
12 57 F 9, 6.9 7.9 88
13 59 E 5.0 43 42 | 432
14 | 52 F 6.0 45 58 | B4
[0206] 15 58 | M 20.6 17.7 195 | 171
—F— =175 1 5 T 35 T 55—
17 49 E 13.7 12.4 T2 4 119
18 29 F 52 4.8 5.2 7.9
19 35 F 39 3.2 35 3.4
20 24 F 872 6.5 73 | 74
21 50 F 13.1 11.2 116 | 11.7
22 | B4 5 10.9 75 97 g
53 | 49 M 18.9 14,0 179 | 1886
24 55 M| 154 125 187 | 130
25 - 64 M 7.3 N/A 51 | 60
26 51 M 15.1 1.4 14.0 145
27 27 M 19.4 18.4 18.3 217
28 22 F 9.0 7.6 74 | 87
29 56 F 2.7 25 3R 2.8
30 52 F 38 38 55 | 55
Avi\.%f %E a5 sST2 (ngfml) T%’f!ﬁ 7.3 53 65 | 71
L it 2 0E. | Rsq ‘ T 0849 | 00964 | 0.891
[0207] E%Wﬁ%%%@ﬁmﬁm?ﬁﬂwwﬁfw%@Lﬁﬁﬁ#ﬂ@MEL&%
AN T FNI T E R, B AT AR ST AT T R A2 IR T, AR YRR RN 8 8 84 B AE IR AR
77 - 22) 43 Afi o
[0208] K645 T i@ RS VL HE 5 A b AN R A ME B AP R A, B 1042 A

AP PEST 2 70 A 1) BT B o AE B 10, S5 AR B SR s » 1 2% v 10 3 L 2 AUR R IR (1 1E
IX B AR T VR S 2 AT A AR TS o R TR N RV IR S T2 B2 A D9 TR 1 1) 6 2

&AL
BEAT PR o A I A BRI R4 ch, SE PR R0 oh 7 i R 2 2%

WallisHig6;p<0.0001),

[0209]
[0210]

6 AR FES I A

34

T R A (Kruskal -
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fgb+ 5y RS
<30  [30-39 |40-49 |50-59 |60-69 |>70 Bk
b 61 35 53 39 38 19 245
Bt 65 47 40 41 31 21 245
Bt 126 82 93 30 69 40 490
[0211] 7 . &S W LE IR M 510 v 7 R 1 Bl
[0212]
A7 4E (ng/mlL) 95%C1 1QR
S 23.6 21.3-25.1 17.6-30.6
1k 16.2 15.3-17.4 12.4-19.9
[0213] ¥4 ARV PEST2IR i 4F R | o , (LIRSl 2 A GFA R Z N E 7 K11

(Kruskal-Wallis#: s 551Ep=0.501,ZHp=0.056) . K 3t , P 54 5 1 2 BEAE DL A A

R AR Z 808 2 8077 (Q0% AT ) BEAT TH 50 o IX e 45 L 45 T3R8

[0214]  K8:CCUEFFES A B4

[0215]

ZH/H AN B 2

N 490 245 245

SE34sST2 (ng/ml) 20.9 24.9 16.9

1 f7sST2(ng/mL) 18.8 23.6 16.2

rh AT AE R 95%E 15 X ] 18.1-19.9 21.3-25.1 15.3-17.4

VY43 y@lE (Interquartile range) 14.5-25.3 17.6-30.6 12.4-19.9

R :90%(95%CT) 34.4(32.4-35.8) | 37.4(35.5-41.1) | 23.7(22.2-25.9)

[0216]

ROFU T AE LA E BEI N T TEST2IR S o

[0217] R0 #5 3CH H FARIE AL e bk & BRMEK s ST2HK JEE
[0218]
BE U ks i S
CEAMES | ST2mg/mb) [ 95% €1 ST2(ag/mL) | 95%CI | ST2(ng/ml) | 95%C1
25 g0 7186 8.6 77118 173 5.5-8 4
5 9.3 84-102 1118 86-127 8.5 7.3-9.4
10 115 103119 137 122-148 | 102 9.0-112
25 145 137152 176 16,8187 | 124 119-13.5
AR 188 182199 236 213251 1162 154-174
L— A 238260 308 et LR S & Beang .
90 343 1324356 372 355409 | 237 222.258
95 379 359-413 434 394486 | 290 246332
97.5 456 40.1-487 | 485 458585 | 331 29.6:39.9
[0219] == AR 2 G AN FIVE MRS T2IK FE « — AN BA A FBmIRAS (L 847 A 2 8L ff

FRAFVHR 8 (195 T HE NG (742 1) 155 I3k B .77 - 00SR L B i AE B2 JF K R
R F 5 MR 58 T 30Kea l, 47 BRI 2.2 J9522keal ) fE 5L 1L : 00T 45

35
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TREL AN e N RTIEVEST2 A2 )5, BT 3 TR AR HE AL I -4 (TERE PR ) FR 38 N
800kcal , A M R Jp ) A N T16keal ) o 55 = IR A1 2 e S5 W HUALAE T 772 : 003 4T o TH 251
AMELEFTA = AN B I NA]E P ST29 B AT AL tR B i e » AR 25 I N T v PES T 210
HR FE (BIAER 11 0080 R -2 00 R ¥ AL ) 55 AH B2 2 I AE (BPAE -7 : 00 B 1 1fiL ) AH B & B A7 AE
ZE 5 o WG NPT VA PEST 23K 52 B8 I 18] (19 AH X AR £ S5 RCVAH LL 55 , DA 52 B 056 ik 5 A P ik JE

A
[0220] S ERI AT VAPEST2IR BEAE 5L 7:00 418U /mL (A7 {H : 17U/mL ; Y5 [H 9-26U/

mL), F& 2 5 F11: 00/ P AT A PEST2HR I M 19U/mL (HH A2 {1, 18U/mL s S , 11-28U/
mL; 57 MEST2HHEEp=0.025) , F& Z J5 N F2: 00/ P34 A FIEPEST2HK JE A 18U/mL (H Az
{H, 18U/mL ;Y& , 10-28U/mL s 525 A FVEPEST2AH L p=0.014) o Rk, H-11: 001~ 4F-2: 00
(35 NPT PEST23R FE L 7 1 00111 3502 AR 1 <5%.

[0221]  JE AP PEST29 B AT IR A IR I L A O3 BB T N ]V PEST29K B LE 1
WA W S5 i AR TN IR R 4 490 R (AR S 1 LE R R S 2 AR R R
A FHEL %5 5284 T8 A= W B W 05 e B A AN A7 AE BRI O IS 52 98 (CVD) B2 1 2 s (T
1EBNP, PCT, CRP, F 1 L-61ifi 148 ) i R I8 3, 709N 2 A S O 2 1 /2, 11691 12
A R LR R 1902 AT i ik i e (PAH) 1) 538, 48112 i AT W i (1)
B, 22342 W A B R B COPDI 3, 58 M2 W fE A ik 2 (PE) 1 38, 1192 A i
2 (PNA) ) 838, LOIAM ST S8 AT I R IR R e 5 i 47 B Ak [ (ARDS ) ) 835, 50 M2 I
JN U 75 (KD) (1) 75 A 4F , FL5AM IS W A W 16 5 35 o R 10 F T T4 2 b A AT ¥
ST2R FE 1 FR A7 E, 95% B AR X 18], F1PY 43 YEH (1QR) o

[0222] 3210 & PR IRAS I sST2MK EE

[0223]
BHIRE N 45 sST2 | 95%CI IOR

{ng/ml)

EE 490 18.8 181-19.9 14.5-253
AdnFrAdbaige R | 528 111 104117 75-16.6
B R 1159 274 26.3-290 19.3-430
ER N 709 598 55.5-63.4 36.1-972
Ak & A (PAH) 190 317 221517
P S 50 342 252516 197725
ARDS 109 662.0 481.5-1031.7 290.8 - 1846
i 48 46.4 33.1-815% 29.4-978
AR 5% 435 34.9-702 27.2-943
COPD/w 223 62.% 55.5-73.1 40.2 - 1262
i 119 694 57.2-79.6 39.9- 1189
& 15 745 283 -3178 325-2772

[0224] A A] VA PEST2U J& AT LA I Y B8 T2 KRS 19 b %8 78 W &= T PRIDEZH ( JunuzziZs,
J.Am.Coll.Cardiol.50:607-613,2007 ) K ML AE & H A RTVEVEST20 MR B o ZEE UGPR1DEZH
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(11599452 3, 5864 R FR AL LA DA Ak 1k 5 vE I & A mT ¥ ST 2 . BT A RS & A 7E-80
CHAZHIEDTAIL K 55 73 o 0B 1 32252 38 BRAE R AR (ROC) , PA—4FE I BB AR NS B AR
HEVER, Bl 22 R I AR (AUC) # 4 Han ey 2% (Radiology 148:839-843,1983) (7 iE#HTEL %5,
DA 2 13056 FIIUPR 1 DELH vh L AE R B A Ji DRI BB T2 2R 1) g

[0225]  FEIXEESEEG Hh , BEANZH [ AL 0 T %3 i 9 27ng/mL (FE [ , <2-393ng/mL) o 7
ZAF, AESEEA A HrdaR T I MITER IR R (rs) 0. 955(95%C1,0.947-0.962;
p<0.001) . 7E586 3 H, 924 (16%) MMALE— = ELFE T, 14941 (84%) 447 - ROCHH 25 5
PP AIE S22 56 TR AR K FE T I AUCAE 0. 803 (95%C1,0.768-0.834) o

[0226]  HEsLjfi)s &

[0227]  WIFRFEN I, KB AR B H BARRUR AT HEA , 5T A HA 5 A0 9 1 R FR il 4%
RG], AR BH R BB RORI 2 SR 1 96 R PR 58 o e 77 0 P s R AT J& T Fir B AR 25k
[FE

37
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Fo1A
10y TEBPTHESHRAS (Critical Care Dlagnostics, lnc.)
<A20> T A ST-2 Fikd ik
130> 20060-0008W01

150> US 617345, 837
€131y 2010-05~18

<K150> US 61/322,578
<151> 2010-04-09

<1605 4
<178> FastSEQ for Windows Version 4.0

<2105 1
211> 328
<212> PRI
[0001]  <213> A (Homo sapiens)

400> 1
Met Gly Phe Trp Ile Leuw Als Ile Leu Thr lle Leu Met Tyr Ser Thr
L 5 10 15
Ala Ala Lys Phe Ser Lys Glu Ser Trp Gly Leu Glu Asn Glu Ala Leu
20 25 34
Ile Val Arg Cys Pro Arg Glo Gly Lys Pro Ser Tyr Thr Val Asp Trp
38 40 45
Tyr Tyr Ser Gln Thr Asn Lys Ser Ile Pro Thr Gla Glu Arg Asn Arg
50 55 ab

Val Phe Ala Ser Gly Gln Leu Leu Lys Phe Let Pro Ala-Ala Val Ala
&5 70 75 80

Asp Ser Gly Ile Tyr Thr Cys lle Val Arp Ser Pro Thr Phe “Asn Arg

85 90 95
The Gly Tyve als dsn Val Thr Ile Tyr Lys Lys Glo Ser Asp Cve Ash
100 105 110
Val Pro Asp Tyr Leu Met Tyr Ser Thr Val Ser Gly Ser Glu Lyg Asu
113 120 125
Ser Lys Ile Tyr Cys Fro Thr Ile Adp Leu Tyr Asn Trp Thr Ala Pro
130 13§ 140
Lew Glo Trp Phe Lys Asn Cys Gl Ala Leu Gluw Gly Ser Arg Tyvr Arg

38
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[0002]

145 150 185
Ala His Lys Ser Phe Leu Val Ile Asp Asn Val
165 170
Gly Asp Tyr Thr Cyg Lys Phe Tle His Asd Glu
180 185
Ser Val Thr Als The Az Sev Phie Thr Yal Lys
195 200
Ser Lew Phe Pro Val le Gly Alg Pro 413 06la
214 215
Yal Glu lle Gly Lys Asn Alg Asn Lew Thr Cys
225 230 233
Lyg Gly The Glo Phe Lew Als Ala Val bLeuw Trp
245 250
Lyg ‘1l¢ Thr Asp Phe Gly Glu Prodrg Ile Gla
260 265
Asu Glu Ser Phe Ser Asn Gly Leu Ala Cvs Leu
275 280
Ile Ala Asp Val Lys Glu Glu Asp Leu Leu Leu
299 295
Ala Leuw Asn Leuv His Gly Dew Arg Arg Hig Thr
303 310 315
Lys Asn Pro Ser Lys Glu Cys Phe
325§
<210 2
S2LL> 2542
<2125 DNA
213> A (Homo sapiens)
400> 2
gagpaggpac Clacanagac tgpaaactat tettagetoe
cocctetgte titeagtity gltgagatat aggctactet
gtateaccas clpecteaty tatgptgace tleactgteg
agtaatcetes acadcgaglt acoaatactt getettgatt
geatettage wattotodca dtictecatgt attecacage
catpggpect ggaanatgay gottiaatty taagatgted
geaccgtegs tigutatiae todcaancas acaaaagiat
glgtgtitge Ccteaggecaa ctictgaagl ttotaccage
titatacctp tatigtodpd agleceacat teaataggac
tatataaaga acaalcagat tgeaatgtic cagattatid
gatcapaaaa saaticcaaa attlatigte ctaccattiga
ctottmagty stttaagaal tgtoagaete ticgagpate
cattitignt cattratagt Freatgaity agacscass

39

Met

Asn G

160
Glu Gln
205
Glu

;\Sp
Asn e
2290
Ser

Ala: Cys

Glo Leu Asn

Glo Glu Glu
27
n Met Val

285
Gla Tyr
300

Vil

Asp

Arg Leu

picastgact
toeccaacton
tatgreanteg
pataagcaga
agcaangttt
tugacaagga
togeactoag
tgeagttget
tggatatgeg
gatgtatica
cctotavase
aagglacagy
tEattacace

Glu

Ala

166
Ala

Gly Phe

Lys Glu

Phe Gly
249
Gly Thr
255
Gly Gla
Lew A

Cys

ceaggitca
ptettgang:

actoatolgs
atgpggrity
agtasacuat

£t

Q
©

e

adacotantt

gaaagaante

gattetgeta

aastgteaccs

acagiatetg
tggacageac
gogeacasgt
tytasatita

69

120
180
240
360
360
420
480
540
600
660
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[0003]

tacacaates
algagcaagg
aagtggaant
agttettges
caagaatics
acatgEtitt
tggeccigaa

gtaggpagty

geagtglget
ttetettott
ggottetety
agascactea
toactgtaty
ttttatasct
atgaacacic
actscestit
ticttgeatt
ttggoteaca
teaggagett
aggagegaga
tgcaaggacy
ccaatcacet
tgpgcaggas
tatttaaggt
ctettaltca
tttgeagtat
teacatigee
ZEECAgERAC
gtaeteasgct

Raadaaagad

210> 3

<211¥ 856
<212> PRE
<213>

400> 3

Met Gly Phe Trp lle Leuw Ala

i
dia Als Lys
Ule Val Arg

35
Tyr Tyvr Ser

saaiggagec
ctittctety
iggasgansc
tgecgteety
ardagageas
sagaataget
tttgeatgge

¥

{gagac

e
o

tecaagagat

cgegatgtig

ctgetiaaat
getgettett
tgagaggaan
tgeattacat
attttgttas
gagtearaas
gatatagaga
gtictgeoage
tacteatgge
gagagglace
grateaaaga
gocaccagse
cacagacera
acatggaaca
couteligatt
acacavttte
ttecetaaat
atcatotert
gantatitet

agraganag

A {Homo sapiens)

-
2

aatiatagtyg
tttecagtaa
geasacetaa ¢
tggeagetita
gggcagantc
fgacgigaagg
tigaguagy
titgatcace
coeateaagac
titgetgtet
tgttegteet
tgsteateet
tgeaccgacy
gitegladgen
Coangatgst
atevtaggly
gatacctgay
g8ga
sgasgposan

ctgta

gcactgandce
gatgptacta ¢
teedacctepa
jaccatacea
cacgegaaet

caggtaccuc

cagglactet
ctgtttgacs
cesteltieg
tgactgaata

aa

tle

Phie: Ser Lys Gln Ser

28

Cys: Pro drg

Glo Thr

Agn

44
Liys. Ser

tgaoggegac
tegpagoece

gtigeidtege
atgpagcaan
aaagiilicag

aufdggattt

¢ acacogtang

tgaattitct
ddtgggantg
gatetttata
ceceeacteoe
tgrtitctaa
accgiganct
tegteogtte
aguglizaaca
ctactitaty
sctgpgtsat
agoatgecay

geasaggcay

gretgetoda
gleottagte
autgaatgca

Lgw Thy 1le
10

caggtectite ¢
tgcacasaat
tigttttgen
gattacggac
cantgercts
atrgeigtag
sotaagtags
ctagcaagty
gectgigeca
gactgtioct
ctectategt
cttiatgase
gaacgtglte
tatacetitt
audagperae
glangacatt
ttatdtgaasa
catetgctite

goacticacs cag

I eatpaggagt
Lgatpasvion
ttaccattes

cattgttann

srageveatite

gageettte

tgtttegtate
vacgsetgca
caataccteg
caacTaanaa

acgpleaags
dgugdtuaage
agaggeacic
titggtganc
gettgictas
facgacigtie
saggatocas
tasgcagaat
taasatgtes
gtitgeiges
tpoitiatet
toectetnty
titigtgrte
totgeteata
gtateasyget
tettaggecs
agaggtitaa
tgggaacace
tagaage
Cavteactat
ceoceatgat
geatgagatt
clttglaasg
titattigeat
U tggpoceteag
gtageactey
ggetecatpy
gagotageea
gagnaangea

Leu Met Tyr Ser Thr

15

Tep Gly Lew Glu dsn Glu Ala Lew

15

30
Gin Gly Lys Pro Ser Tyr Thr Val Asp Trp

45

The Pro Thr Gln Glu Arg Asn Arg

40

R4D
900

560

1020
1088
1148
1200

1260

1320
1380
1440
1500
1560
1620

1680

1740
1800

1848
1920

1980

2040

2160

21690

2320
2280

2340

2400

2460

oy
e
oo

BO. b2
(TS
P

3553
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[0004]

Vit
&5
Agp

Yal
Ser
Leu

145
Ala

Val
225
Lys

Lys

Ala
305
Lys

Ser

50
Phe

Ser

: Gly

Pro
L&'ZS
136
Glu

Hig

voASE

Val
Leu
210
Glu

Gly

tle

Gln §

Ala

290
Leu

Asn

Val

Trp

1

Ala

Gly

Tyr

Asp
15

e

Trp

Lys

Tyr

Thr

193
Phe

Ile

Th

Thr

2
X

Asp

Agn

Bro

Pl

Tyr

Ser
Ile
Ala
100

Tyr

Tvr

Phe 1

Sar

Thr €

180

Ala T

Pro ¥

Gly

Gln

Asp
260

Phe §

Vad

Iie

Leu
349

s Glu

Asn

Lys

His Gla lle

Gly
Ty
83

Agn

Leu

Cys

Fhie
245
Phe

Lys
His
Asp
325
Met
Al&
Asp

Ser

Leu

Gin
74

Thr
Vgl

Met

Pro

dsn
230

Leu
Gly
Asq
Glu
Gly
310
His
Leu
Thr
Gly
Ser

3490
Pro

55
Len

Cys

Thr

Tyt

The 1

135

Uy

Yal |

;. Plig

Gly
215
Ala
Als
Glu

Gly

Glu
295

Leu Ar

Hig

Ile

Leu

Lys
375
Thr

ASD

Leu

tle

ile
Phe
208
Ala
Aga
Ala
Pro
Leu

284
Asp

Lys
Yatl
Ter

185
Thr

> dsp L

Asp

Hig 4

185

Thr Va

Pro
Leu
Yal
Arg
265
dla
Ley
Arg
Tie
Yal

345
Trp

Lew Tyr

Asp

Val

Gly

Leu

41

Ala
Thr
Leu
250
{le
Cys
Lien
His
Tyr
350
Leu
Arg
Asp

Ala

Glu

- Lew

“h

T o~

v Lys

Ser

¢ Tyr

Gin
155

68

Pro 4

RPio
Gla
Gly
Asn

140
Gly

Val Mot

Gly

Gin
Cys
238
Trp
Gln
Leu
Leu
Thr
315
Cys

Yal

Asp

Alg Tn

Ser
393
Asnt

Asn
228
Ser
Gin
Gln
Asp
Gln
300
Val
Ite
Iie
Lig
Tyr
380

Arg

Lys

ity
{ila

205
Glu

Glu
Met
285
Tyr
Arg
Ite
Ie
Als

365
Vil

Phe
Asp
110
Gio

Thr

Glu
Ala
1840
Gla

Iie

Glu
270
Val

Asp

Leu

Alg ¥

Lexw
350
Lys
Val

Glu

s Gly

r Val

Asn

95
Cys

Lys

Ala

g Tyr

Asp
178

Asn

Gly

aGly

255
iy

Leu

Pro

Tyr

His

Tyr

Ala
80

Arg
Asn
Asn
Pro
Ary
160
Ala

Tyr

Phe

s Glu

Gly
240
Thr

Gl

drg

Tyr

Pro

Phe

400
Thi
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Leu Cys Ile

Ala Glu
435

rU.ﬂ
455
Glu

His

Gl Asp S

Arg Glu A
His ¥V
530
Ser S

Lys

o
&5

h
Fo
jo2]

<210> 4
211> 2058
<212> DRA

[0005]

<213 A(Homo sapiens)

400> 4

aanpagugEc
tgaptigtas
pettgagata
gigtggigac
taceaatact
aatteteaty
ggctttaatt
etedcaaaca
qettotguag
aagtoecuca
ttgeaatett
datttatigt
ttglcagget
tgtgatgart
caattatagt
gtticoagta
¢pedaacety

ek

vt oGl

405
Tyr 61y
424

Thr Asn

ysoAla

irg

Iie

fis

Len

Asp Met
Arg Lys
449
Ast Lys
455

lle Gln

470

1 Leu

483
2u Gla
ile

Tys

a Thr

Ser

His

Ala

Gig

Pro Leu

Glu Leu

Leu Met
Lys
520

Rip

Asn

Met
3358

Ala

350

tggetgttat
asvtatpgee
taggetacte
citecactgte
tgotettent
tattecacag
gtaagatgtie
aacaaaagta
tttctaceag
tleantagga
ceagatiatt
eetaveatig
¢ticaaggat
gaggacgeag
gigacggoga
ategpageee
actigetetlg

atttagtana

agaangtiga

fieoenacte
glatgceast
tzatanacag
cagraaugtt

ctagacaagg

tteecactes

ctagcagttpe
clagatatge
tgatgtatic

acctetacas
caaggtacag
gtgattacac
coaggteott
ctgeacaaas
ctipttttes

418
Lew Fro
425

Ser Arg

Gly

telo Phe

Asn Asp A

Asp Met Leu
440

Lys Val

05

Arg Ser

Vgl Pro Ber

Ala Gln Lys
555

gotitanage
ggaugaanga
apgtettanag

gacivatetyg

antggegttt

tagtanacay
agaacotagt
gpanagaaat
tgattotpat
Fastgteace
aatagtatet
ciggdcages
ggogeatang
cigtagattl
carggloans
tgaaataaag
gagaggract

42

Arg H

Val
430

Phe

1 Asp

Tle
445
Glu Gln

v Val lie

v fla

lie
310

- Lys

e Pro

tegtaagigan
scleaagtac
sgiatescea
paglaatote
tggateitag
teatggepce
tacacegtygs
cglptgtitg
atttatacct
atatatansa
fggatcagana
cotettgagt
teatttitgg
datacacaateg
gatgagcasg
gaagtegasa
cagtictisgy

Thr

Ile Leu

Gluo Val
Lle
480
Leu

Leg

ila
493
Lys Tep

Phs

AL

60

coensten 120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020

attggetite

aa
agtgooteoat
aacadcgagt
canttcteac
tggasnatga
attpgtatta
ceteagpeea
gtattgtcag
aacantcuga
unaattccas
gotitaagsa
teattpataa
agaatggane
getittetiet
ttggaaanan
ctgeegtent



CN 103154027 B

F

5 %

6/6 I

[0006]

gtgpeagett
tzacgtgasy
cttgapaagy
ctgeatuatt
aasaatgtic
tagpaataat
facagatggg
daataaatgt

catecaguae
getgoagget
casplggagy
cgipaggtac
ctizgetgce
tticetgact
tagagpgatt .

adtggdacan
cHaagttes

gaagaggatt

cacaccgtas
geagtatgla
tggatteagy
ggaaagotot

gocagtonty

ggctatacet

cgtggaadeca

cacaataage
gacgeoangy

gaggegetic

BAERACCHCH
caaatgedtg
chigaageast
teteataget
caggeote

dagitacaga
gesatgpgot
tattgetges
gactaagtag
gigtattttt
ceactetsot
atgatgctta
tagageactt
tatgoattta
acatacgany
agttigeeta
tgatacitat
gggacteget
tigccaataa
fgecaggcay
agtgodtget
gevitutgcde

citiggtpas
ggottatoly
gtacgagtgl
gagaaateocs
gatgctante
clggagagac
tetiptetac
tettedecag
tgggagagat
SARCAERCEE
CEAZCARTALR
tpagatggag
coageatett
sageteocety
gattoocags
glgatetpes
catgeuctes

43

Coaagastic
cacategtit
ctggecetgn
altpateate
gatgteotge
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