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L. — R R AR pR 93 52 3 ILRE R U7 V%, AR 4 25 2 W\ B A S I AR D
2 WUV EESR T T3, Fovb Bira MR8 159 401 F) — T 20 TR« IO 975 ) 60 R AT L35 2R

i G RNIIR Ty R A IR = i G

3. BURIEESR 200 7572 » o v P TS D 0L 375 3 2 M KT

4 B ESR =34 T %, Horh T B R Ip 9 T 1DME T2DM

5. MR B PR 52 R R I S 0% AR 4 20 5 U A AR R VA AL

6 . BUAIER B J5 i He v I B SR 9o 9 T2DM

7. B R S B IR R B 5 v AR R 25 52 AT R I AT TR B i

8. BURIER T T3 vk , He b Tk £ iR Bl SR A S F BT 30 0 R A 1. 5/ 45 77

O BRI EERSI T 1%, Ho b iR £H A Bl B AL 32 5l B AT 3070 Bl 2 /N 455

10— Fhve BEAE PRI 52 638 X T ) B 0 A I 5 i, BAE 4 25 50 A B I A TR
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— MR RE AR FNIE S FET 2 Z5Y)

B GuE
(00011 AT B #8 Je— 3B i) Fee IO R i v W i 5100 7 8, AR 28 20 W PR 52 B A &I
2 TERE R RIS AR 19 A T e SRR AT B2 e M i S (0 2940

BEEA

[0002]  #RE K% (diabetes mellitus,DM) J&— i WL IR E A B ALAT A 1) & AS 8 w5
TP 43100 5 15 12K 5 97 5 S R 0 PR B AT PR R 5 2R - WA R P 51 S . 20154F , Al A
4. I5AZRE R BB, T BI20404F B R0 B A Bk 36 42421 R 2 7 L fE
NFAE RN ERIRIRLZ

[0003]  Hf JR 97 1) = EER I A AEAR W S DA I~ & A SRS g4 & &L, i A
MR AS & 5 80™ 5 (1M PRI T ROE , B RE UL A I 2 9 R JR 99 978 R PRI o JULI
WEPRIB AN E R 7L PRI B A8 R R o8 & e 5 o JL B JR 8 1 s DA B JK 9
PRE RGN EFAE IHREMWE R, EF ™ H,

[0004] & R I DL ICTARE SR o8 ] DA 43 DU R S 28 . 1 UM R 975 (type ldiabetes, T1DM) .2
RUBE R (type 2diabetes, T2DM)  WEGR IR /R 55 RFRR IS AURE SR Horp, EATIDMAIT2DM
BB BONZ D, SR SR PRI R RR RS T PR R A R D

[0005]  TIDME AR 54L& VIR IR 2 (WU ERIE 4  BOM R B L2 i IR R &)
FTE & )% A TR B, TIDMAHIS I SE K7 21 B A 174 B A (1 et
PREZ IR 25 5 T, 0 TIDMAC I A 52 (¥ PR IE R 2 0, it o w B e SOW SR I Ak 22 o S Ak £ 1A
72, Wi E RAEE EArc SR IBRIR % K29 5 . B 41 M5 8 5 5 TIDMR
A 9% o FLHLUHIAE T995 55 7T LA BB YR 5 BN B, JRAE s B R 5 Bl 5K 1 B s
I BL 33— A 4 A% Jiok & BN AR o SBORE PRI B AL 2= Ry A g L RER Ve B 2 (STZ) WAk
SN T S B MY, S 58U 5 BE I OB IR o 1 B 9 928 DAL 2500, 5 4BV S0 928 0 A i 9 8 o A
T 5 RIS BB AL G PR R A7 AE 22 P FR ) BT ML P 11 B ik o 40 B S % 2 BRI AE
JER Iy AR TTE 20 B A R i B2 o 11 T DA 5% BIHLA-DASL IR K S RIS AN IL- 2524k 5 1R
5% 2 3R T HLA- 1 28 B JRL A 3o i R I8 , T 40 & L) CDA+/CD8+ EL 48], BA J2 TL-1 . TNF—a, INF~
Y AP X LS R 2K B U R R AR AR R TR BN RN, {5 1544 P JR % 3R KT 48 %
BEA, I RS TIDM, PRIt TLDMAE % & A2 —F & Fa % PE IR .

[0006]  T2DM& —Fh 2 B PR IR AL PE R , — A B I R AR e Z IR PR, L BRI IR = A
8% R 2R AL [FE F 38U S 4T, RIUCAAH R AR R i85 2= AU HEH/E H
M FEVE AT B IE KRR o AU TIA B IEH MK, g et &0k i 5 R L R
FEE 5 2 ) IR COIRAS , K DU X6 i 5 BT B 1) 2R ok ki , B 4% 3 BUE R B4 i
WL TAET T B B, B R ONE R RN .

[0007] DM & J3 #L 1

[0008] DM JRAIL il 52 A4 , 32 BE 5 ST AR A1) b e S5 Ik R B R 324k shia i =52
KP4 85 I TR R R PR I A DG L IR R i B s RME N L g 7 1 ARk R K
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LRk A

[0009] 1.V e IR

[0010] Vi 5 g 07 158 7K1 FF v B A R 8 AR AR R IR 2 —, e R B 3= 4K BRI
HEREZ — AEIBRE R RBIA R E R ER T, I P RS T AT ar, ki
NE G LA e T & FEUR S R R AR BR, KW &R R kS T 8UR
Ky BAML K A DR R X NS IR ICERR 1 51 RAMNE IS R PUE STE IR & &
FHE R S 2 GG 07 7 A 5 JT R AIG, AT A vl 5 I T IR & & v 4k T A R 2
AR SR IRS -1 IRS—21 & 2 6 o7 s PR AL, FHRIP L3KITE 14, & BB RES5H S
TH 57 L R R B RS

[0011] 2. R M

[0012] 1) #&5E 5 R &) Z AT

[0013]  T2DME: — i B Al i S Mk 28 PR o I AR SR BT 72 B, SORE S8 RS A
F BN R PR 5 RS = AR RN G S T HIAE X, — AR 7 2OE A
1) 98 1 R 7% TRS/PI3KAS 5 i@ g B0 7 FELAS 1B A, 1 55— 77 1 28 P R F80E 19 — R A1
B =5 T IRSHY 22 I BRI B IR 1 AT R T 55 T TR S P Tl 1 A ™ A FELAS , e {15
RSB RE S FRATHEFLRE R,

[0014]  FRECZmffurh, 5 2= 5 H 2R S REBUS 248, RN KI5 55 Sk 4E
— RYVA ML 5 T 1 SRR BIRN 58 BAE T AEM N B ) AR I8OK 5 9 & e %
BB E— RN AN 7R [F 55T W EEAM%, — 2 IRS-1-PI3K-
PKB/AKTI®HE, J3— & 2224505 A B 9V Bl (She/Raf /MAPK) 114 7E 58 — Skl , B 46
SELEAMIRTERR By 2R/ B AT RN R AR B R S 2 AR A & NGRS 1 52 AR 1) PR
Ve T2 BRI o WO B I AR BUGAE SE I B B I B RRAL B RN 5 5 T RS R AR
TRSHI R 2 BR AL a5 B BR AL VS AL IRSIE RS 22 41 M S I, W i BRTR 2 FR &5 A& 1k (PTB) 5 7%
% i 2 1R i 7 E TRSPR ZU BRIl I, e 2l PR MR AL RS 1 FL SH2 45 My 38041 55 B P T 3K ) 1
OV AIP85 PR5 S TR JLEE ) 3BEIR 70 45, A B IR e LB — B R (PIP) e Ak ik g St
WUEE % 1R (P1P2) K IREBEILEE =BEME (P1PS) , MR R HMAERKRNFRIE 5
i, & NG 5 4 FRE BRIV WO 8 I -1 (PDKD) A1 (B0 £ H Bilfic (PKO) By HE—F
T[R4 58 7 5. PDK L AT DSOS & 1 R B (PKB, 19 Fk NAkt) At —IE L RIPKCTE AL o 05 1
PKB-—i 183 22 / 75 FR T R A LW R & i —3 (GSK3) 23, Iy — 7 [l s el FL 3h 0 i
RIAHRE A TOR) & G , MM U5 -5 H T U 70ku—S6 I (p70S6K) % FR AL TG « mTOR
B R AE N ATPIRSZ 287, WG p70s6K M AN TR B8 1T Can'/ cAMP , SEIWA% il 85 1 1 A He
T 25 DA ) A S AR AT TR B BAR B IR Ao L At A W) R o PKB AT LA B4 5 5 Jh e 4 S [ 1
22/ R R B4 A 224 B R AE TS RS i b, Ras R 0 AT I T 4%
TSI, 1) VEAL IR S R AR IRS-28 A, 1T IRS-28E (A W (5 S I 4AER & A
ARKREFZAELEGEA2 Grb2) , H 55 5\ EACDP/CTPA K+ mS0S) AHEAE F i ke
TEAL I I Ras—GDPEE AR i Ras—GT MM SE B T Ras . 5% R 2 W EH B M E 5 EA
She [ R IR BEER 1L , SR JGShe HGrb24h & £mS0SIR /2 WiiT Ras o G [ Ras—GTP4H S£Raf £
ABRBL B, HR EMAPK IS MAPKES R AL o S IMAPK il 3 HoAh s 1 W= 55 S 2 N
B RN T R




CN 108210901 A w Bg B 3/42 T

[0015]  H Hif L UESE IRS— LK 22 SRR T 4 2 Bl S SE IR B R AL, Wic—JunZl & A ik
B (JNK) - Tk BB (1xKB) FIEE I C (PKC) -0 JSUH i 2 M1k R 2 AR 30747 s S
INKBEFR AL TRS— 1A £ A7 45, B R A SAE INKIE S TRS— 1 BERR 1L FITNF XS ik & 2 51 Y
IRS—1 & Z R e FR AL A 410 14 A 2% o INKIE L B R AL TRS—1 I 22 A IR 307 , dat /b T R B 252
RIS VTR AR AL , W S RS S8 S cHiorsumi 5 R IV A ML HE B Mob/ob
BRI FFTUE - LAY < B T L ey INKG 1 S8 2 v o DRI (ONKL=/-) BE B AR 5 20 I e
SR AR PTG I 55, Gefifob/ob BRI AL i . i MR A 5 R & 2% ILRE o PSR B 4 47
IRS—1£2 R 3077 S 1T BRAC KL R =y, AT A2 7SR DR Bk (ONKL=/-) FOIE B &R O ok
WFHE T WLIRS—1H 22 8 R 307 £ #4 J& INKAE 44 Py /B AT 80 22 08 0P 92 SR TNFa S35
5 4 R B 2R P AR o, INKTI 57 T DA 5 A BE W 22 %088 307 I B R AL » TxKB A Ji it
EAOTANBRBREHEL R ESES, AT EE 8B5S IRS-10Ser30747 S BEERIL , tH ] DL
I TeBR BB AL , BE MG AL NF—xB, I ik 438 2 A JORE R 10 SRk () 122 51 R B =4
[0016]  J&5iE S WA S L L 20 R 5 T BE I8 B S A A B 0% R G0 B S 1 199 B A vk
IS IS5 [ s A 2 A R 97 o XTL 5 2 9 AR R 1 9 DR 8 A Joa L o

[0017]  BLAE19934F , Hotmamis1igilZE ¥ @i Z WS IAE B, RS ARGTAO AL K B
i i 2L £ P 2 58 T A M DR 1 TNF -k P 8o I, AR AR FRUAIR T 2895 5 AR B L iR
FHPUZ B R IR T KA FRBHLH . 20064FEHotmamis1igil MO 45— h AR gtk
PAE (metabolic inflammation) IX— IR 2% 52 S, MR AKX FAMICAE S MR 4 B JOE T 2
FEHZRIE TR VAR5 B0 A JORE 7T RE A7 7E 5 ML 58 i AR 5
5 G504 S, 5EEARATIT R R SO AR & A M I AFAEL.
P A R AT D) B BRI IR o IEE B DL R MR BRI AL T RRAS/KOE, 28 AR % 11 &
FHE 2 (B IR FF— R sh & PAPIRA U UE R AR ZEELRT, T3 T HUR X PP IR A,
SIS RGN R WK SRS SR TE RN UA R — R P AIE R, B2 SO
B2 K E 5 SR RRBL, TE K SRR AT RN, 33— DN R AR R 5 4K, A T
B LEATER R A

[0018]  HFFEilE BH INF-a 5 ZR A AEA B V120 R INF XM &R, R 2 i E
M B SRS (NK) 200 S TR C 4 = 2E  F B R 2 7= A 40 A 1A TNF R R TNF—a, 42 1
TR E 40 B 7= A 43 A (4 bk B 5 25 U 40 TNF—B o TNF—a fif) A2 4 2% 3% 1tk 5 TNF R R 170 % ~
95% , AL B BT ZH ¥ MW TNF K 248 1 52 INF-a . 2838 ZAE I BF 4R 1T, B R 2 B # TNF—a
SRS 2P0 B G I R R B LR R AR 2 MR . FEIRE BB R
A R LR P TNF -G 31 %8 25 6 21 /6 F . Swaroop @ UV S SR 5.0 491 T 2DM 5 2 11 1L 375
INF-a7K>F, 3 HH T2DM R 35 TNF—a KPR, 3 H S5 BMI L 28 JIE % i 22 7K S DL SRR A A5 20 i B
ZHEPUIER (HOMA-TR) ‘3 22 HH2 , 3R TNF—a £E T2DMA S AL il op 8 25 BE .38 R4S
e, TNF—am] DL 56 & 38 52 48 IR 18 A0 52 B4R, 2 i i 32 5244 IR IR A 52 3473t Py ] DA
I8/ R s A SRR R0, WA IR B 1 MB35 PEFE AR , Ao mT DA RUIR I 1) 43
ﬁ:’ﬂ[lzjo

(00191 2) 58 iE L5 iy B4R B I A -

[0020] 48 P ARG J3F 46 JRE e 7 5 i ) BT D T B e 15 2 DD AH % - BAN i B ok /D 5 3500 6 15 B
Y11 0 Th B 5% A A2 T2DMA I 1) 53— B L5 IR) , B4R A A 1o A2 BN At 5 o /b e FE R

5



CN 108210901 A w Bg B 4/42 T

JR R FH T AL BB 1 5L, T2DMER 2 5 R AR TR S R, A8 3 R o, v UBRRIR S
BT IL-67" 4, IL-6 AT LA ZDGLUTAZR L , FEA G 17 40 i 0t i) 260 1 1) e s, FELAS o D
A R AT B R R U E § (R IRE R AT DA 3 o 5 40 i 73 WA TL—6 , 3 IR PR 2R o i LR
R IL-1BRE /™4, Wi B NF-«B MAPK \Fas NOSFIH i - BUB S A A T, 2 P28 hiE i
B ELAE AR, IR T RS A T, B SR R TR 2 U L AN TL-1BIE ]
LIS LA ) AL AR R, OF 5 HAR A MO PR~ A TEN= v S TINF-a S AH T2 00 1] 44, 22 B
Masifs a7 b e H AR A o T2DMIR) e i 2 SR B 28 B = N IL- 67K 73
TN Y82 AT G AN TL -1 BRI 5 S84 ML P T, B T UM 5 1B i i ' L ROS KR &
B = ARPUAL A Tl B MR R A 1E U ROBCIRAS T, R & 3R PR e s R ¢
(R R IE U SR Sy 2R a5 6 mi B i 2D 5 AT 52 M fig ey 2R 1 77 A K il o LA T T 48 TR+
ANTNF-a It B8 A A BAH ML 0 ThBE 1o L X L 20 i R T HO e P, T 1R S5 B i Th B8 3
FSCHE B S () 45457 o e A, B840 AORE PR 3 AT AR TR B RS2 AR R 20 SS B A, {3 H 222
R/ 95 B IR AL , T U ) 2 52 AR IR 2R B A m I, 8 3 R 5 B B T R T2

[0021] 3.4k S

[0022] BRI, AR T1AS T2DMIK K AR FOR R ) LR 25 S B Bt TS T4
(reactive oxygen species,ROS) FIVE % (reactive nitrogen species,RNS) {7245
HIAR N HUAALR 18 RS TE R < (7] AT, ‘T ER0S FURNSF A3t 2 , i BN LA 2H 2R 41 g J
AR S AR T 1 o R 7 A A A R = B S A, HL i sk 4R b A
i Y BRI AN 2 TR B AR 4 U I ALK N (IROS S RNS & &, Herh £k
i LB RE A T AR ROSI) EEIR R bR AL BB R B MRS WI~1V. 4iuth
RMEIREQ, /AR E SMIMIT TR a2 DERE A7, BfEA N E 1, L%k
SUNER AL 2, 1 A B A A A A e R A e R R A ) M
AR B URIIK AR 72 R PP B MR S5 A1 1 5 RS ) 2 KR 3500, 88 8 i 7 AR
A AR R B2 = AR AN

[0023]  Z T o O S S 0, ROS AT L4455 BAN L , 5 S S IROR A Mo i 4 2544, (2 168
AU s ROSIE ] A ok 52 A JR B 22 15 5 e Il S () 42 400 BANBR DhRE , eSS A+
kB (nuclear transcription factorxB,NF—kB) {55, 5|64 M 28 KE S N 5 #1ill ok +
16 E Y5 &N 11 (pancreatic and duodenal homeobox 1,PDX-1) F4Z 5 o , F11 il 2%
Wik e AU, > TR 3R A RS A 5 o S REIOE TENF -« Bl % 5| S BAH i {HNF KB
7 pb0FIRe AP JE2H B — 54, 7E7F S 4iffe b, SHIHI & A 1xB4s &, LEiETER =
BB AFAT K, FES 54T RO AR . 8 5 R 40T s 5 S 80 B
25 RS PR R FA MY r R R W, LR SR BRHOROS £ i 0 LA M P 15 5
FWIENF-xB, 55 BANNLEWS' Mariappan ! LI 2 — B AR B R (PDTC) 415 AL
JHE db/db/NER AR PINF-xBIA , R B AL B0 /) B BN i 2 AR () 3 0 R 1 B B
Ho fmann 24 %21 Fi) FI 0 40 A 265 a5 32 BR W s J B BEAT 90 7, R IR 1k INF—xBIFE 1k
BRI, R T 3 s B dor e 25V P 6 3 R B R B 57 PE M A1 61/ BUNF—x B 36
1K, HEFEAR TSTZIET G /AN RIB AR .

[0024]  NF-xBEN—Fh 2 [ 1% 5% S K, W0E J5 5 5 A ML 309 58 20 ML R T2 Je 98 RE Al fo 0%
At 2 P B DR (4 3 P ZE R R LA R, NF-x B SR AR 40 R RN Ak R L R

6
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15, WIL-1 (interleukin—1) FAMCP- 1 (monocyte/macrophage chemoattractant protein—
1) HF5, SRS 41 392, S BBA MRS 7 o 5 AINE-xBIE 10 VF 2 3 DR 7=
JEIRFLIR Fa (tumor necrosis factora,TNF-a) 28 X 2 i — D HOGNF—«B, I E B4 {5
1%[26]0

[0025]  Mahadev&5 " W7 7R , ROSKT IR 5 15 B A B VIR AL, ELIX R 1Rl 2 1
PE o FEM S 2 I, Ml Ak 2l it Nox (NADPH oxidase) #Rft HL I TRE ™ A FLE KR0S, f5 &
VERE S8, B S A AE FHA G| PTP LB IE PR i3k 5 25 g 6 Je w2 1280, i FHDPT
(diphenyleneiodonium) I #|Nox )5 , i & 2 e fE 5 25244 (insulin receptor, InsR)
58 E 524K ¥ (insulin receptor substrate, IRS) BEESAL T [%48% 17, LohZ=30 gy
W FL RN AR EROS TR BEALAA X R i ZR I B - BARAE AR BRDIRAS N IR & FIBE™
A I E ROS 2 i R &5 2= IO AR F » AE 2 K I s LB 2 (AU AR . Zekifb iz E K E
ROS™!, Bl 8 AL

[0026]  InsRAIIRSME SR E 545 TP ELELNE S iiELRE R E91E3N
BT AE, MIRSAZ T 5 Mo FIE M 2 . KREE 7R, S AR id it 24
AT InsRAIRSHI IR A0 SN, FRASIR &5 3R A5 515 F o IKKAENF—x B 401l MV 2 T BKT ¥
TG 1, FEROSHIEC T TKKA N InsRANTRSH 22 2 8 / 75 2 B W R AL 5 » {2 {8 InsRANTRS &
PE 2 IR IE T (TR R IR R R L 2 AT FELAS R B 15 56 5 Y. Brownlee PV A
7R, IKKA] B PR LIRS 30747 1) 2 2 B ik A , 3 IRS IR 11 TR 2l B R IR A ek 55 » PELAS
InsRE IRSFIES A, i SRR 2 K.

[0027] [ TKKAh , MAPK SR i ) 22 A B 52 5% TnsRATTRS A5 B4 AL INK - 4t &0 1/ 35 28 13 3
i (extracellularregulated protein kinases,ERK) fip38£2 %! [HvE 4k A EilE
(p38MAPK) &MAPKZ IR il 7t , B 22 1%/ R AR 85 1 RS T , 7652 B4k BL . 4 e A
TG FRIBRSZAR BB EE R T Al B0 « 2 U 78 38 B, INKERK AT p 38MAPK () 505
SN InsR AIRSHY LR/ IF IR R AL L (i InsRE IRSZ [A) ) &2 A 455 B8 71 f¢ RS
AL R W & SH-245 MR 15 5 2 F RO R SRR AR 20,

[0028] 5 Ji 9o ey MR A5 I BUK) AL BLBR 2 PiiE M IF RRETE B S8 SR I 2 — ,
7 R DNAJ G (0 T PR 21 BT W s R AR AR AN RCTT IURSE E AEIRS T ki Ak
AR BE P A P A %2, P2 ARk 2 ROS, 3 i 4 B P9 IR B IS 5T L 2 1 5 RIDNAZE:
MR A F 1A%  WARAE A S AU I A2 AR B35 PR Dy — P AR 350, PTG DNARE
R S A S AL N 8—F2 dk SIS (8—hydroxy—2’ —deoxyguanosine,8—0HdG) . fEDNAKE il
AR, 8-0HdG 5 5 IR IERS S5 L , 3G : CRIT : ABIR 5248 , JEJ. DNAJRA% o 4T, ROSIE 25 5]
FEC HAD 20 DNAR A , AL FEDNABEWT 24 DNALT 55 9 A%  DNA X e Wy A% A it g S DR] 55 g 100
PR 94845 L (7] B, DNAJR5 H ] B N BIROS B B AL R A% , WIDNARS m] 3 H2AX ik
JEU R A AL L (Nox 1) /Rac LI 435 SROS/ 4 o ROSHE— AR AT K B Can B N LR KLIA,
T RS ML SR FE AN E T, B BRI 2o bi A, 51 RSB RiAA Dy BE R AG , 3 1T 453 4% Fik &% BA e, in
L PR ) R R Y

[0029]  ROSRR T 35fig 5 Z=HLBUAh , 0 T J 5 AN M R B A5 A 16 SR BOIRAS T, i
5 2R IR B e TR 1) 3RS DA R R 5% 2R 45 A s I S D> 5 AN T S5 10t 5% 25 1 7 AR B oy o
At g U 40 L R - S0 TNF -t BE A AR BAA  ( Dl o . 3o o 4 ffw B~ 0 T 10 PR 0 B

7
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S M D eI A B B R A A5 o IS, BB 43 SORE DR 38 R AR FH T 1R B 2R S AR I M 2 1) O B S
B AT H 22218/ 75 A FR TR IR AL , 5 BUBR B 3R 3248 I 200 g b, (2 3t 1k &5 B i R
T,

[0030] MDA _EA] UL, S8 Ak MEB7E AR R s i AR AR it FE R AR 3 R 2% . ROSER B
07 15 5y BAI AL A1 , I AT A NS 5 3 FIaE — S B RUEE 2%, T AHSC R PRI ERIE , B
BAH B P TBRIR T, ¥ e 2= 40 Wb, 5 R I B AR, B 2 1 R BN E R PR

[0031]  DMEJVEYT

[0032] PR Ip3 I SR WG IT B R 25 Wia T AR IR S =KW O ik SR pE24
.

[0033]  figa iy 2% - 0 3= B0 MK A S sh W B e U vh SR BT Ok, FE AN e KA R
()3t BSOS o 20 1 2090 4 A e A s 394, AT 453 M ey 2= SRALLDB T B FH AR R, 3 i % R e A
WU L e SR B RN A ARE) 1 5, AAE R I R AR AR A ER B ASEILH B
I, B8 6 1 55 = B AR ZRE AW IR, — 2 0 R I 25 1550 220 N ER B B, (H IR R E AR
R, 24 i T AR R R FHAE I R .

[0034]  fR4g 1 REFEFEZMEL 2, WA a0 R LA (1) BUNES a0 —H X0 K. = FF UK
ARG OIERPER, BEREACREARE, Bl A 240 B3R HAE N —LAWiRsT
T2DM. (2) RIS RIS S/ T — PR 2= AR A7), FEURE i B L, {3 H o WA e i 2%, 18
B MAE KPR 2 B B AT, R E SVF BTz IS s = E 28I MR A% AR A%
B LR KBS S PR R 5, ANk A — SR 5 b R KR %3528 Wil e ik
bt Bl A R R W, R o KRR LB 5 4 BT & XG0 5 OF K E . (3) MR R T
(thiazolidinedionecompounds,TZD) 2 : 19994EFDAYE: 2% B R -5 ML A% 51 B 1 A5 T2DM
Hh, I AT BRI RO U R RV, Il 2 JE A R il S Bty 25T L RN AR T 0
JAE - 201346 H FDAXS K% F1| B 4T 08 9 4% , 48 tHZ 21 n] 4 22 B T Ilm IR, L 22 TR B
SEAMRRR 2y S H T BRI R o (4) a— B E BRI 0 X S i 2= 2 sl R
J 2 R PR R I 5 2 T AR KA S RS E 3B B S MR KT B G B 2
EENEEEIN - 21N 3 N % PN N

[0035] TR BRIG T HE SR I 250 32 BORME R BB IR IR 2 W), S FETR IR IR S . A8 F &S5
KNS HEME 452 i (thiazolidinediones, TZD) a—fi &M B0 6175 2l 8 R 5, X
S IFAEA RIFR FERI AR B, W15 A% TR B Rt AN BB S o B8 A 0 B JR s 2
GRER R A FCIVR N, O T S A% Gl i 25 W01 B/ P 0T i i BAH i e S AR 3P 4E AT
TERUR D S HROBT MR R S vE T 80 6 o B A R -5 R PR AR LA DG I B T B FEIR
Sk R FEAK-1 (glucagon—-1ike peptide—1,GLP-1) . k3L kEE- 4 (dipeptide
peptidase—4,DPP-4) . 4N—%i & i dL 5418 85 19 -2 (sodium— glucose cotransporter-2,
SGLT-2) ¥ Ji & B i -3 (glycogen synthase kinase—3,GSK—3) . 2% [ & 2 L Tk IR I
(protein tyrosine phosphates, PTP) . %% #MHEEF (glucokinase,GK) 25, Horp FL T 4
Ji v AR 25 1 2 Wt s LR 25 A6 k-1 (glucagon like peptide—1,GLP-1) 2844 GLP-
152 ARBENH S IR JIRBE -4 (dipeptidyl peptidase—4,DPP-4) #IHIFIE AT A 24k
FF IUAE RS S U2 BAT MU L RE  REGENE JR i K i, FL R LM R e o

[0036] T JKJm EH A A — A RN A B TF BB e A, BRI ZS Wiayr e

8
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o A e A R A 5 VT AR T I G IR ACRE RO R A B o M R R L ) S
AT T TR RIR IR IE ST 25 70, 1 MO AR el il ) 25 W0 ik 7 i 5 215 HAT
T ES RURUET R FIALHI R 250t 70, b AT 280 BT, GLP—1 32 440 3805)) 1) . DPP—4 4101 i 71 A
SGLT-241 FIZE , A7 — LL 25 AbAE I PR B AR BT 7E B B, QIGPR1 19AZ A8zl 77\ 118~
HSD1 77 PTPTB A 157 KGRzl 1) 5% , 7o e ek e Rt — BRI IE . &I
R S R TURE R 29 W1 BODMIR T SR L T BE 2 e L (B E TR R I AR L
IR 8 LB BT S AR AR S S 25 W T AU AT AR 1 T R 0 2 W A I R
PEREAE s MR T2 8 R 5EA B RS BUSH R T — Bt A Bk, A7
LEF AR TR PR AR AL T8 2 0 IR SN 2 ia T 2.

(00371 A W R BILET 4 il I BE % DR PR S 36/ SRR AR AL B B2 0 456 SE 2D
iR 5 B U T B R BRAR AL PR A JR 5 BAH LR 7 B e B AR , 5 — Rl BB o 42
B PR A AL 2 i 28 299

[0038]  ‘BHHfRIIA

(00391 AT WAL A5 38 2% T

[0040] 1. — A AR b 52 k38 MM (0 U 1%, 4B 45 29 52 W H A ERI AR B
(00411 2. UL J7idk , Horb i MM 15 40T ) — J0E 22 T00 - L35 A A MK - S LR SR
i NN EIEA RS P G

(00421 3. 320 592 » He vb P i KW DAy L 355 ] 26 MR KT o

[0043] 4. T 1-3fE— T 7%, Horp BraA B PR Ips 9 T1DMER T2DM

(00441 5. I RS2 W IS 10 77V LA 2552 W T AL RO £ VL
(0045 6. 55111 77 3 A MRS 92D,

(00461 7. — Fi{R@ LI A W8 I LR B 10070, SR 2 S 1T BRI A
i

[0047) 8. 0TI Jyide, Horh A SR B R AT209 BB L SN 4 T

(00481 9. 58I 75 ik, Ho o A VAR W B HT 3073 60 28 LN 4

[0049) 10— FlTHEME A2 Wk 3 LA AT IO B 177 0 SRR A 2 R R
R

[0050] 11— FhZHE M A 2 A 2 5 5 2 A/ RN W T s AR B %K
B4 .

[0051) 12 31 1 (375 v , Hef PR P s SR AT R W R MO 0
[0052) 13, 301 1Ky , 3ok ok £F Vi SR (L M SR 2 R B A8 FORAS T 1 e B4
.

[0053) 14— FhIEAT A FR A6 32 Wk 24 ok L 25 2 L/ S A U 0, ELAR AR SR
BRI T

[0054) 15, 014K i S oh BRSSP A2 ik 2538 S A RS R e
LR 4

[0055] 16, 1 1-15F— T (477 1% , 3 ot 7 o 27 Vi ST (30 e 510 30 I (A
T 21043 52 k5 LB A [ B 5 T 36 BT TE

[0056] 17, i 1-164F— Tl Iy % , Horbt ok A S AT 15— MR £ AL 251 a7 s
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1EBCH

[0057]  18.T017THI 5%, Hp ik A ARG IR vl 55— FhEL 2 Bl B I N 24 BEH - DUk
PRIRZI HLO IR LS Bm 251 U A 25 Wl R 25 9, i e 250 Sust 2540 Pk
L2

[0058]  19.T01-18FF— T J7i%, b rid 415G R 5 7 %12.6.8. 1088 12H A4 £ /D
75% .80% .85%90% .95% .96 % .97 % .98 % B 99 % I = F[E 1, 3F B SR B A 15 HE
JRE T

[0059]  20.TH1-194F— T 77V, FriR A R I 2 75 /7 912,68, 1081 12 [ J:4ili I, As 0
TS A1 /B ELAC1-100.1-90.1-80.1-70.1-60.1-50. 1-45.1-40.1-35.1-30.1-25.1-20.1-
15.1-10.1-5.1-4,1-3.1-2.1 D2 Em, 3 AR A A0 50 & A .

[0060]  21. 101 -204F— T J7 %, Prik 40 15 I )5 2 A5 i i s s 1 v B OF AR AL
AR JEE TR R E .

[0061]  22. Ti1-2U4F— T 7732, FriR 4R iE R IR 8 B G lu— 2 iE B )5 Ly s—41 B JR L /hAF
VAT R AT VA de | ta—2F VAR B E AT TR AR BE AR VA I s TR AR 1k .

[0062]  23.T01-224F— TR J7 1%, T IR AV I )5 0 R AR BLA U N AR B IR . BOHATIER
R B8 A VA I D s MR I AR AR B B

[0063]  24. T 1-224F— AR T3 V2%, B iR 4 B i ok B R KRB EimG 152550 M N 4F
TR )7 L) [F]) RTS8 R BE 21 VA IS PRI AR AR B B

[0064]  25. TG 1-244F— T J5 V2, T IR £F 5 I )5 1 2 LR 0 /7 912,68, 10 BUL2FT 7 o
[0065]  26. T 1-256/F— T[] 752 , Horh Fridk 41 V5 8 o N R SREFIE I I o

[0066]  27. L5 1-264F— T 75 i, b rid sz i 2 N o

[0067] 28, T 1-274F— IR 77 V2 » Ho o Fridk 52303 5 = BB AR 40 VA I8 D

[0068] 29 Ti1-284T— T 1) 5 V2, BTk s =2 BB AR & S0 R 10 2k R I /B =) #8130 —
Fb T T - 294 — T J7 1A R AR T I I

[0069]  31.—FMhZGM2H &4, AL 5245 B2 B 300 A TR 225K 1-29 i fF— 13
FI iR J7 i K A 1 i )5

[0070]  32.—FpFBH PEB VA 7 PR &, A S s (1) A TRRIZER 129 T — TR 77
LA BRI (1) FT IR PR A7 JE 2 Ik 32 & A 4E  (means) .

[0071]  33. ARG IU32FT IR MR A, HL EIJFEJA*.W##U&%T%%‘E/J\#E

[0072]  34. 132833/ &, HOL B S br 28 B0l U0 45 AR AR BT A Ul B B R R
ﬂ%ﬁﬁfﬁéﬂﬁ@Eﬁ%ﬁﬁﬁ’iﬂ%ﬂﬂ:ﬁ@lﬁl 299 E—THRTIR TS VK.

[0073]  35.—Ffifil it , HALF

[0074] B HFRZERIFR S A

[0075] A% (i) HT I 1-299AE— BUBT IR 77 v AR A B R BB 5 4R A B R 25 M &
W, Horb Bk bR 25 F8 7R 8 BT iR A1V i R B 2 S 7 Bk 52 308 DL SR T 1 -29 AT — T
ik J5ik .

[0076]  36. Tji32-34H T — T 355 E B 3511 il i, I B E WM — A B AR
B AR A S HAR ).

[0077] 37 T 36 1) k5 BB i, e Bk At 254038 B T 2 PURE IR R 2 4 Pl i I
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EPIRAY) U2 DUs LS 259, UL AR 25 o 294 UK T 254

[0078]  —J7 i , AR W B — BB AG TR IROR RO T i BAR A 25528 AR N4
YE 1T SR BT VA -

(00791 55— T3 il » AR B0 B — b AT o 32 1l UM K 0 3, AR 45 25 Sl B ATk
SN TE B AR IR S A i e S T B AR o 52l ORI e o AR BRIE 3
21 VA i I T il o B AT o 32 0 U I 285 W00 3 o b, AR I 8 B AT P AR
PRI AR MU I LT VA Bl I o A — SR SR T S8 v, i MU 15 4071 f) — T B 22 I - LY
HEREACT . M5 R AT LS R ML AL R A K o AR 5y — S8 SEif Jy e b, Bk i
NIRRT o £ IRSEHETT S, Frid Al FR AR N TIDMBR. T2DM,

[0080] 53— T Uil » A BB Je — B4R R RO SR B I S vk ey AR E A
B LA I AR R A B I TS i R 52 3 Wi =00 3 - AR Be
W R AT B SR T PR R RO A2 B R R 2R A& SO, AR e ST
B2 i W PRS2 K W S AF VAR R o AE SRS Ty ek, B i PR A T2DM.

[0081] Tyl , A B #0 SRR bW J o 52 10 8 Jm LR R BRI T, B FR 4 25520
A B A B AR S S A TR B ] T e s o 32 a3 e Ja R 1 B (14 1
iR AR I B A T Bl R T A e BERE PR 323 A LR T B 29 W0 3k o
b, AR S TR IR S 3 8 Jm LR T B A £ T i Sl o A — B ST SR
PR ARG IS AE 2 AR BT 300 Bh 21 . 5/ NN 45 T o 72 5 SESE i 77 e i, Pk 21 VA T 5
£ SR ERAI30 0 = VN 455

[0082]  — Tl , A W B — B b P 52133 5 A al W ) A TR 5 vk, B 2%
WA S VA B o AR s S A i S TR B PR 93 32 038 004 i 1 1) R P
(R 3 o AR IR e 2 Bl i T il s AR B PR 9 52 3 x4 e 1 1) ) P B 25 1 T
o AN, AR WA Je LT BE R PR 99 52 1 x4 4 W 1 1) P R £V B Sl o 5y — D i, A<
RS Be—Rifie BERE PRI 5203 IR 5 3R - WA AR 25 5 R B A1 AR AR i o
FE—BESEHE s S, T ih 21 VA i SRS (R BER ROm 32 R B RN RIE AE RSy %
Hh, BT IR PR AP N T IDMERT2DM,, £E B SL 7 S8 b, I IR AR VA g Jr AR 2 1 P 52 1l i |
JE IR 28 7 Wb o AL T3 — BESERE T 58 v, P 40V B SR R BERE SR 52 AR RIRAS T O fbR
By Wb AR MBS Ty SR IR AT VA i IR R PR 5 1 R I S v R K e
RO Wh A O ] A2 3 I B A W AR AR S SR ET Rh, TR AE Bl IR AT
JITIR JiR & 2R RAB AN/ By WA PR (R I B AT B2 k3 st MR SR KR ISR/ B e, ELAR M, P
A T il P G AT A T IR R Iy B AR IKR /B A IR (R e AT B2 1K 3 g v IR 2R 1) A
/B3 W 5 SEBUAE 52 6l MR IRl 2 21 TR Rt 1 KT

[0083] Ty i , AR W B R B P o 52 1k g v LW 2 b K 5 0, AR R 2%
BUH A RN AP B S AR WY S AR I P TP AR FR 93 5213 ik i MR 2 0 i
) G o AR I e 0 T i D P T 6 % PR AR o 32 38 Je v IR 3R 70 WA R 24 0 1)
i o ML Ah , AR IR Je R TR AR W PR 9 52 38 MR e MR 2K 70 A 11 £ il I o A — B85 T
JTS, FTIR £ A I I B AR PR 9 52 1k R i UM 3 1) 8 » #8 R IR SEtE Ty S8 v, g
W PRI T IDMBR T2DM o £ — B2 5L Ty o, Jir it £ 4 I S P AR P i 52 k3 B 12 J ) e
o LW 3R 7 b o £ T — MBSty S8, i 41 VA Il i P AR R o 32 il 3 5 RIS N e s
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MLHE 2R3 Wb o E— LSl 77 B, FTIR AT VA B IR A A PR3 52 3 TR T SRS T B AR
IR 25 10 3, A TUARE (] 520 381 0 B BT 1 K o A — BB S 7 2y, BTk 4 V5 Bl JR A
WEPRISZ 2 R R IR A T PR ARG g A 25 1 493, 8 1S [l 45 3 1R B O E. 57K
AR B S Ty G, IR AV I DR AT AR A2 B LR R RIS AN/ B4 WA [
I, 3BT I g ) 2 RIS /B , B ARHE , BT IR AR g I J o o AR 52 338 il v I W 25 11
RIS /B WA EIRT , (R B ITARE R 2 SBT3k SR 523 W [R] 52 3] 1 5%
PR B K A RS 77 R, R A VA B R R 3R R 5 RS2 AR R 2 (IRS-2) R
[0084]  — T[], AR B S J— PR E0E R 9 52 3 BR S A R 0 T v, BREA
ZAAH AR ENAEE R AR IE P AN T3 B PR s 526035 F 5 4l e 4
B I8 AR IR S A B R T il & AR g0 PRome 52l 2 i 5 A e i A2 R 0 24
Vi Fag o BeAh , AR BHAE U0 Je FH TR R PR 52 1038 T % 4 M P % 12 5 1 A Y I I o A
— LR T 5 R, BT IR AR VA Bl R IR B 3R 2 AR IR 2 (IRS-2) (W3R I . 7F Jy— 5L e 7y
Frp, BT A1 B R R A IR P INF—a ¥ 3R IE 78 5 — BesZi 7y Brp,  FIrid 41V i iR f1e 3
ZANE Z A% E S R FANF- B RIE JE—Ss2 i 7 R o, ik R & 40 e 55 ik 5 ik
(1) — PRk 2 ol - g 5 B M 5 s RT3 06 0 I 22 ) DI R 4034 Mok e 4 2R 25 A 4% ok 5 R i
R S AR R AL . 4 BRI T R I 4 R e IR 2K R S A T 2 AL L R 0 WA
fe MR 2R M i 2 I 7K AN e 5 32 63 TR KT AHE B o £ — BB SETl T 58, iR 40 i
Pt A5 BT 3 8 PR 8 52 R e R 2R A o2l , B 2 o s 36, EL b, BT B ) R e
I 2 R 3 WA R IE 3 P 2B R

[0085] % —JTHI , AR B S — R RS2 R S I 7 BRGS0 E A RER A
VI 5 o AR IR S Je AR VI IR TR B 5203 R S 0 IR o AR R K A s B s A T
il & OR 75238 TR B I 29 WD ) s o B b A RBHE W I TR 37 52 6 38 i 5 1) 21 Y I
Jif o AE—SESC T R, PR AF VI S D i 5 I SRR o AE 5y — B8 S Ty R, Bk A
Bl SR DR IR By AR EAL o £ o — BE S T Zeh, BT iR A VA I DA e B A R T AR 5 —
BE STy S, BT iR AV i SRR 3 IR B JBR I 2 S AR R 2 (IRS-2) 3R 18 o fE— LSl Ty %8
o, BT IR ARV Il SR R B SORE B B A5 o — s T b, Fridk A VA i s (2 14 4t 1A
FINF-aff) Rk AE B — s 7 3, ik &7 VA Bl SRR 3 52 3 3 2 1) A% 4% SR TR -FNF-x B
KIS AL FRSEE J7 &, ik 523838 M IR B, BAR M, B Bl PRov 838 9 T1DMER
T2DM. 7E—SE52 i /7 22 , FTIAT1IDMAZ 3 & MPLGYE 1 1E 5 BUPLGHE PESZ P52l

[0086] 5T i , AR B S — PR Rl PR 52 TR B SRR R I U, RS A2
WE AR ER VARG AR LW S Ay 5 TR 3R o 52 s SRR B 1Y
FHE o A% R BRI S AVt I T 2 R g W PR 9 52 6 e & 2 AR S 1 25 ) Al o » ik
Gb, AR I SATRERE R 52 TR & SEAS B ARV I 5o AE— S SL i 7 &b, Ik
VA IR A B INF-aff) 3R 1A AE 7y — L8 SLh T B, IR A iE il R i 52 il 2
(7] 1% 5 s DR NPk BIR SR 3K o £E 5 — BeSL i 77 2, BT ik 41V il S5 ek Fa - 3 s SR AR o 72 7
— LS Ty SR, BT A VA SR R R S A AL AR ST T R, BT IR A VA R
I B S A M T o AE FOR SR, BT PR s 635 9 T1DMES T 2DM, ELAAH , Bk T1DM
SARE N PLGHE PR IR BUPLGIE PEAZ 52 A3

[0087]  —J5 Tl , A B ¥S B — PR BE AR SR 993 32 0 AR IR 7 INF-a R IA I 7 V23, B HG 45
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2952 R EE R E N FERE R A K IEW A AR R T2 R 9 52 3 & 4 e K+
TNF-aZRIA I FH I8 o AR BH AR U B A1 Vi i D FH T A AT a0 R 9 52k 38 A B PR~ TNF—a 3%
BRI 2SR P aE A, AR A 38 B AT HE 08 R 9 52 1 35 4 B DA TNF-a 3R 38 19 4
il 5o

[0088] 5 —T5 I , A B0 S AR BERRE SR 9 52 3 2 M) A% SRl FNF-xBRIA (W79,
FRLE 255 A RE R A VAN o A R IR S A AR R T RN IR 32 3 2 1l i
B S PR FNF—x BERAK 1) & o AR BHIE W SR A S B I T 1] 35 AR 1 E R JR i 52 i 2 1Rl % 5
SR FNF-xBRIE AWM A & .

[0089]  J3—J5 i, A I S — BRig 3 &5 J 5 2R 32 AR I 2 (TRS-2) RIBH) J7i2: , B dik
LU AE HREWN ARG R AR KNG S A ER IR TR 205 S 2R 2R 2
(IRS-2) FRIA [ g o AR BHIE 1 S A1 S5 T i A5 R JR 5 R 5 2 52 AR i 2 (TRS-2)
RIEW LM FaE o Je b, AR B b S P TR 3 B i J i 3R 32 AR SIS 2 (TRS-2) RAK I £F
ATl g

[0090]  J3—J5 i, A I S — B BE W R s 52 il 3 JR B R WA 5 v A FR 45 25521
HH BN A AT IR AR R 2R 2R R 2 (IRS-2) MIRIE A K ICW M AR )R T
R BERE PR3 52 B 5 3R 4 WA & R R BHIE V8 S A Il )5 P T ) 4 AR g PR s 52 3K
TR W 2R & e Ah, AR BHIR U e FH TR 30 R 9 521 2 i 1 28 0 WA I 41
Nalll g

[0091] 53— 5 I, AR & B S — i (i 00 Bk 9 52 13 g I B4 e E 1 iy i, B dil
YA E A E WA VERG R AR IR U S A A0 R T8 308 ks 52 3038 i i B4 e
BEIG N & AR K IR P S A IR T il 8 (R R FR s 52 13 Fk = B2 i 20 = 2
RV P38 o oAb, AR B 3l S BT HE R F s 52 38 R & B o2 & 18 I i 41 VA 1l
R AE—HESL T P, FIR ARV AR 3 R B R 2 AR 2 (IRS-2) KA.

[0092]  J5—TJ5 0 , Ak BRI S — i/ FR B BN BRI T 7 v ARG 2% B A AE
IRV IR o AR R B0 S AV e DR T ek /D g 5 BN A 1 %) FH o o« AR R I 0 A1
il J5R FH T 11 2 sl 2 i 5 B ML o I 2900 3 o I A, AR BRI 0 B FH T sk 2 g I B4 e
P AIABEIR  /E—28SE a7 S8, P 41 Vaiily S a3 e i 32 52 A4 A2 (TRS-2) 3Rk
[0093] 53— I, A% B S — P i3 R B BAR B AR AR R M 7 v, B dE 4 292 H
R I AV I o AR R BHAR U B A vl S5 TR 3 R B B SRz = g . AR kR B iE
W S Vs g P T ) 2% AT 2k i 5 B B (42 20 29 F ik o AR B ¥ e T T4 st fige
EyBAN MR B AR i A LE SR T R, BT IR AR VA I R AT R B 2R S AR ) 2
(IRS-2) & 1A,

[0094] 5551 , AR B S — A i3 R B BAH B Dh R KR (M) 7 v, (Ut 4 29328
KB W A I o AR R B AR B A il S5 TR 3 R B B4R DR S I F g - A B iE
W S A G TR T ] 4 AR 3 i 5 BER R D RE Yk I 2510 FHa& o b 4h , AR e K T
R BEIR S AN ML Dh B K R 4F VARG I o /E — SE Sl 75 22, BT I 4V Iy A8 2k i Iy R 2 44
M2 (IRS-2) ik,

[0095]  fE FIRSEi )y & rh , iR A iEm i vl 5 —FhEl 2 M B 2 MBUGIT 77 EH B
YsHh , BT IR A1 V5 B R T 5 —Fh B2 Rk B 0 S 250 BCH - B0 BRI 25 o0 T L R
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WA UL B LR 259, e e 254 B2 U gL 254 .

[0096]  £F RSy /y B, ik A iE /IR 5 7 512.6.8. 108125 & /D> 75% .80% .
85%.90%.95% 96 % .97 % .98% 899 % A A — 1, 3 B AR EA A iE kg i is T .
[0097]  7F FIRSZHETT S+, iR AR B R I 2R IR 07 712,68 10812 B/ o /£ 485K
7S, TR A v B RS 7R P 512,68 108 1 200 38 A I, s o A0 sd AT/ B4R 1-100 1~
90.1-80.1-70.1-60.1-50.1— 45.1-40.1-35.1-30.1-25.1-20.1-15.1-10.1-5.1-4.1-3.
1-2.1 DNEEERR, 3 B AR B £ iE s R s M 2 8 .

[0098]  7F IRSZiE 7 b, BT iR A VA B e B & AR B s 1 A B R By SRE A A
g g PR S T BARHL, BT iR A VI IRk G Llu—4FARE i Ly s— 4 VRGNV I
JE AV 5 de | ta— A VARG JRBUE AT AR B8 AR VA I B s PRI AR 44

[0099]  7E RIRSZiE T S rh , SRR FON R AREE U N A VE R i  BOL U398 (R EE A Va1
JE PR ARAR B B o 72— S SL i T B, ik A B 5 ok B R KB s 525501
(RN AV )R L] [R] R EOAT IR R B AR T I RS PR AR AR B B B 2, ok B R K2R 3))
VIS R A e Vs B JE EL 1A A R A, Bk 5 ORBESE PRI S bR AR S, S
YA VARG R B [E R m I, AR I AR 4 B VA I R ) s R T A e B2,
6.8 10EL1 2[R

[0100] Y& FiRsSEiE Ty =, ik 52 i /e N A —BsefE iy Rvp, P prid 2l FH s =
B A VAT R o ELAAH, FriA B BB e S R B AR R 1 A/ BRI

[0101]  fE— St )y b, Frid F 4 e L v i )l il 4 B B g 25, ik sk DL i
FET FH < ZE T AR LA B2 R RN GHEE N R AE B IS N VRS BOE S B AR —
MNEHETT P, ik RER A 25 B A B Bk is X s 24, ) an o Bosk , 58 55 7 0k
AT

[0102]  fE—NSZia )y b, iR A A R 50 Y1 2 IR Bia s e A &0 HA—1
SEHE T R, BT R 5 AR R 0. 0001-2000mg /kg0.001— 800mg/kg+0.01-600mg/kg-
0.1-400mg/kg1-200mg/kg1-100mg/kg. 10— 100mg/kg (CAREA A& B 11 4) 50.0001-
2000mg/cm”.0.001-800 mg/cm”*.0.01-600mg/cm”.0.1-400mg/cm”. 1-200mg/cm®. 1-100 mg/
cm’ 10-100mg/cm” (BAAE V-7 JEK A 2 T AR H 50 IO RHE AT L fiide 2B E — I, ik %
AR i o AE SRR G LT, BRI R DLAR RIS Lt — D . —J5 i, AR B
W I — P2 G, A 52 2 BTS2 3R A T Ak B i 75 V5 ) AR VA D
[0103]  J5—J7 i, AR B S —FhFp PR BOG 7 PR &L A ) T AR TR
TR A B JE AN (11) FT 88 08 Pk 41V il J 22 Bk 523038 1948 £ (means) , BA& L, B
IR A S 2 BN AR — Re S 7 Z2 b, el R SR S AR AR B UL A5 S AR
ZEEAT F UL ARG IR AR R T Bk 52 K3 DA SE AR K B TR 0 5 1

[0104] 55— TJ5 1 , AR R BHIE VS B — Pl it , AL AR AR Q) HT AR
B 753 B A B IR B 5 A B SR R 29 A A1), o p BTIR BR2E4R 70 BT IR 4 Y 1 i
BUH AT PR 238 LS A K B Pk 77 1.

[01058]  fF FaAsEia )y & eh , prid ol & sl foc & Bk — e 2 A i iE 8RS, 1%
P BROAS 28 H B HAR W o AE— LS 7 Zerp, BTl HAth 245 Wik B 1 41« B SR I 24540
UM ML R 2 Y UL 2590 B L TR 259, UL AR 259 St 2590 UL 2540
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[0106] %% B Pk

[0107]  “WEJRIN™ & HIREH R S DR oL AR LR Al SR S
DRI 2R 56 55 2% P BUm R 1 FH T WA 5 8O B DI RR B L R & =P 51 K IR &
J S HE W KRR A R 2 — RPN R ELLE & AE, i PR L DA vy TR A 3 R

[0108] i hi g - ACRE” S EH AR PR ik A2 b AR B2 AN R S8 SR A 28 B o414
FAE B IR AT , o AL E BE O NE R B2 R G SR E B ) B R AS S i
R LAARG T, BRI RAEEL100%2 i, & B ATC IR ERZ 10— R .

[0109]  “fige iy ZARPU” A& 45 & P Jo DR A5 Jok Iy < 18 3 ] A B AR ORI R I 2 22 T B, AL A4
AR 7 Wb T 20 J0R 15 25 7 AE v o iy 3R MR, DAERF BB R4S 52

[0110]  “AyEEE” R AFAE T I P ) —FhaR o BN, Hes e i A 4 te . 2 %1%,
[0111]  “A 585 (plasminogen,plg) ” R A IEEFI RS JE L 20, il swiss prot HF
P, % B A T KR SR N lasminogen 2 2418 771 (7 71)4) 7t B H 810z E R4 % »
S FEZN90KD, T EAE T A T BRI AL WP IR EE O, SR SR T A1
cDNAFF FIT R B3 AT o K MIPLGAL & BN G5 Mk - A7 T CAR i 1) 22 IR 2 1 Rl 45 A W N
Kigf Pan Apple (PAp) &5 M3 UL S5 Kringle &5 #4358, (Kringlel-5) . = #swiss prot 1
73, HAS 5 IR HE R HEMe t 1-G1y 19, PAp B FE 7R LG 1u20-Val98, KringlelfUHE¥k
Cys103—Cys181,Kringle2ffEA%F:G1ul184—Cys262, Kringle3$EH#&HLCys275-Cys352,
Kringled 3 $55%3ECys377-Cys454, KringlebfFE#&ILCysd81-Cysh60 . R IENCBIE i, 22
AR AR AR #RIEVal581-Arg804.

[0112]  Glu-£F¥ER I 2 RN KA E R, 79I ERE R A AN EH 19N AR
155 K 5 Jehdi% 7 21 B cDNAJE B W1 7 50 s, F g B 7 e 202 7 o fEAR Y 5 3
FEAE— PR MGLu—AF V5 R R I 857677 o7 2 LR Ab 7K M AT T B Ly s—4F Vs Bl Ji , 1737
6T, g iz LR 7 FIIK cDNAJP Z1 40 7 315 7 - 6-plasminogen (8—plasminogen) f& 4%
K% BBk TKringle2-KringleS & MK v B, N & Kringlel MR EH 1
119100 A7 SCHRIRIE T 6-plasminogen (I ZUEEIR T 1 (FF8) MO, gt %L T B
cDNAJEFIANF 517 Mini—plasminogenHKringleb Ml 22 28 2 g 1 Bl 3k 2H B, A3 SCik HeiE H
AFEEIVa1443-AsnT91 UG HE S MG1lu-ple/FolHIGIuik I B E AL mR) Y,
HAZRRR )T WTH0FT 7N, b 2 L 1R /7 51 cDNAJF 71 40 5 B9 Bl 7R » TiiMicro-
plasminogen N5 22 2Rt 11 B 45 A0 40, A3 SCRR 8 2L 1R 7 51 A0, HE Bk JEA T ab 43—
Asn791 (LA EA B SIKMGIu-plg B A MG Iubk NGB EE®R) U2, H L5
CN102154253A4R 38 H 5 7 AR % F Ly s531-Asn791 U EHES IREIGlu—plefEFIfIGLu
FRILNEIREAILRR) , AL FFF S %5 H] CN102154253A, H L/ 7540 77 5 1 217 » 4
FZ AR FFE cDNAFZ T3 LR .

[0113] AR B “IEH" 5 “A 4L AR A4 E QS R n] IR A, & SO
A s “CHiARE IR 5 A4 O VERE R AR YR B VAR )R nT LR AR R & SO

[0114]  FEARHIIE , iR eH i B IR “Bh 27 10 & OSBRI AR S ) & B80S M
bE IE T NG A 2 2 DA A BT IR 52 3038 1 TR AR B D R8s Pk 1 il J5t “BRa” 1 2 SXOR 2
BN A BB S EBUE R E T IE WA, ERIEHEEERIAR R, R b5
LA REYEFR IE 5 A IhRE .
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[0115] ARSI H AR N SA] DL R, AR 4R ia B IR 0 BT B B R 7 &R T-4F %8, 4
I, AR B REA R H AR T R SR T AR A IR AR A I .

[0116]  ZEAKISEHE T &, 2" MR 7l L EHAF I, RoREREN S Lo
01171 FEfEIRLFE T, A VA B R R A E A FE MR R (M & 2 e 4R
i, 7EPLGIEGE 71l (plasminogen activator,PA) B3, KA S 2 M S 7S
PLM. B A WG YR PLMA] 3 — 0 A 4t (A B sk SR AR 4k B A A= W AND- — 54, a3k i
Vi f MRS o Ho R PLGIIPAD 45 M0 3 R 4T VA I IR A TR V5 PR AT A R ) LY 7%, 1
KREEH I GRS 5 A7 AE T2 AR MR L BRI 4 & . D 2 FiRe W AE R PLGBE
PRI , FL45 « 20 2R VA Bl SRS 77 (CPA) R AT VA B RS0 77 (PA) SRR s i st
MR FXTT (G452 R ) %

[0118]  “AyARBE G A B R e A AR R E A, R 5IRMTP T 5] AR
YR KR TR BTG T 1 B o AR R W B APV I IR I B R 7 SRk 55 1 AR VA B IR s Ve
BARB AR R AR T o R R FTR AR TG M BN A & 48 1 B 5 1 22 %R
BARE WO EA B, Lk, Ak TR ER RS R BES FH14. 575144
HED80%.90% . 95% .96% 97 % 98% .99 %6 [F] 5 1M K1 B 18 7 B (1) 2 1 oo DR G, AR %
IR TSR 1) 4 VA I DR 0 8 2 A 4 VA I G I B O BT ARMR R iZ 4T VA g JRs & a .
(01191 B /i, 6 T My b £ 4 B VA I J S FLvm M DU e 5 VARG - AL A 4R VA I
VRS 7S PR I (C-PAA) - 12K 20 2R A1 4 B 1 VA I IR B0 7). B0 JR B9 ARG ) (6-PAAg) %
I 22 40 2R A Vs g JE TS TR A I (pleA) (I ZH RET T IR0 R B0 A6 I (plgAg) < I 3% 4 2R
ST Y5 VA B JFUBOS SRR S PR R I | i 7 2H T o B 1 IR DR R 7040 A R
(AN MR A IR A 4k B VAR Ak I (PAP) o Horb i i FHIGAS DU 775N
RALE Wi« 18] 5246 M3 b ‘e sl (SK) AR (R, 52K L% b PLGZESK. OVEFTR
AR IPLM, Ja 8 AR T R AR B 5 A 66 BEvHDE , WROG R38N 5 41 4t 25 (1 v il )
T PR ARG o G AR AT SR FH S A 20 B LUK L B3 Bl v L TBUR S g% B RO S I VR
(A 4 B 1 VAR RS TR AT DU E

[0120]  “P{ R[EJEMELE R [F B4 (ortholog) " e AR M Fh 2 [ I FVEY) , BE AFEEA
IR YR A0 B FEDNA RN VS , W85 S L e (R4 T B TR o S AR AS [H 40 R e R — 21
e B RT3 T R ) 2 1 BRI AR B A0 I DA 5 A I R SREAF T I I, 38 B 48 K T
ANF PR B A VARE RS PER A VAR R B R VRIS E R RY.

[0121]  “LRepHUARARAE” 245 Hh — N5 8 W R B BRVR B U H AN B A T BRI
G AN IhEE , X AFEAEANE T DUAR R PR B v, Bk, 5 7K P, 55) B2 IR A AR
A P R EEBR T A I SRR  HL A AL o ) S R R A A P A RN ) o B, RS R A
R R R A S K PR B R B I ] DA L3[R RS, S R R B /K A 1R, U]
SRR, AR IR e R, AR BRI AN B ) B R B R A A AL AT RE 2
AN o Al , e T-MEGALTGNGLVE I 70 % 2299 %6 [ AHALE ([F]— %) o “OR <7 AR AR AR i 0.4
T BLASTECFASTAR Vi A 60% DL F RS B [R — PR 1) 2 KBS , #5 BB IA75 % LA |
WUF, B UFReis8s % LA b, HAIk90% P B EE, I B RAREUCE A S A FBiE At A
A AHE] B A AR P B E DB -

[0122]  “Sr 1™ A1 VBl A2 P A LSRR o0 8 A/ B RN M AR I I e o fE— sk
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W R, TR A vE B E Ak (1) ERKT90% . KT95% 8k T98%IK4iE R E &
1), WEER LowryyZ BT € (1), Bl it 09% (% E &) , (2) &2 LBl H e #0771
ST ACRIENIR IR N BRI PR /D ISARIERFEE, B (3) B [H Bk, iZF b &
T Ad 2 S B T O e AE iR JEPE B AR UM 4 E T B T e R R 5 TR 0 R R R
H 3Kk (SDS—PAGE) B 52 [ - 43 B8 I AR VA I S5t W FR I ok A2 ) TREF R M2 40l i %, OF
WL 2 DA R B A I

[0123]  RE“Z K IR Ml B fEAR SO A] B H L T K R B IRINE S
T, HonT DUELRE I A% g i 1 AR I A4 Jr D I ZU L IR, (L2 B MDA AR I BRI T AR AL 1Y
R, MEFLBMK R EENZ K. 1ZR1E OS5 EA, BEEANR T EE FHER
R HIMEAEA, BA TR AEIERTT 75 (B A B0 A N B I 2 IR ik 28) 1 k&
Y 555

[0124] X TZMEZ KT I “GEEBR)THIFE— M E 55 (%) 7 % OB ER 50
PASEIL 55 K E 43 b 3 B IR — 1 ) BASRATERTAR S B AN T 3[R — MR — 4 i, s ik
JEH R 522 K7 5 R 2R RS R R SR RRR A E 2 2 NI E B 4 b E
B2 7 B[R] — VR B (0 BB AT AR A0 A R 22 R 7 SRSB4 an 4 8 Ak T 45
BT E LKA % WIBLAST.BLAST-2,ALIGNE{Megalign (DNASTAR) #fth . ARSI E RN
TR P H T L0 P 2 038 B S8, A FE R BT EL 7 ) A K SE B R X L 75 R AT
LR, N T AR E K, AR 7 AR — a2 BUE =S 7SIt o LR 7
ALIGN-2724 1 .

[0125]  £ER FHALIGN-2R LU R 2 1R Fr AU G L b, 45 58 2 L IR P FIAFH AT T4 78 2 =
& 7 FUBH %o 2 F2 1Ry A [Fl— M (B E PR IA N HABE S T 5 B 045 8 B R
FEBBI R — % R IR 7 B R — PRI 45 2 R FER P BIA) W5

[0126]  4»%1X/YFE100

[0127]  Hidr X 7 1 LE X RE P AL TON-27E 1% F2 - I ARIBLEE X v vE-43 A A [ T e i 2
Bk AR AL E , B P Y& B R B R S B B 8y R IR T FIAR K H R
SR BB EA ARG, A TBIG % R R 7 5 [F — PR A% T BAHNS TA
(1) % AEEBR T HIE — M BRAE A w8, A SO (8 IR BT A %6 2R 12 7 31 [A] — PRAE K
& IR E— BTk, 8 FHALTGN-21F ML F 3R A1

[0128] AR s AT AR, ARG YR ITT A TR ¥R IR IHEE I 253 /B B AL R ik
RO R T DL A 58 A BER 4 B 2 908 BRER , R/ B0 7 BRSE AR & i M/ BURER, IF AL
L« () TR w232 R AR N R A, ik 32 i Al ARG I 2= I EE i R i2 Wl
HATTN 5 (b) 120 , BRIV HL TR AT () DA 095 AN/ B HL etk , B 52 9 A/
SEPR VIR o

[0129]  OR¥E “AMAE” | 5237 A g™ AR AR S v AT L SR AL, . FREA R
T ORR /N AR AR K Al sh Yy (Bl 5 2R 482 0 2E) 25,
[0130]  “VAYTHRLE” B A A E” fa /eI AL Bt B 32 Wl il FHLAYG T 5w I A2 B
ST 50 1R Bk FRTT R0/ B 9T A R R & . “YRIT A R & MR T I A A I
Jii BT I 2 B A/ BRI ™ AR S DL g R B SE AR

[0131] 2. A B ARV il S 1) i) 2%
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[0132]  Z-E R 5 FT LA B AR S & JF 4l Ak Tt — I va 7 A, R mT DLl i AR AR
AP R A B AR B B I A A i 2 IR, AT A VRAHER [BAHBEAT A . B AH 22 ik
AR (SPPS) (HLHig PR CR v A ZE BRI e T A VA VST, 38 e ST N e 51 vh )
MR IEIR) 2 ih A AR IR AL B R 715 %5 PP 20 SPPS, # fiFmoc MBoc 7] F T4 1k
VAN . T AHE R 3 R4S A TBarany fiSolid-Phase Peptide Synthesis; 583—
28410 T The Peptides:Analysis,Synthesis,Biology. 524 :Special Methods in
Peptide Synthesis,Part A. ,Merrifield,ZE].Am.Chem.Soc.,85:2149-2156 (1963) ;
Stewart®,Solid Phase Peptide Synthesis,2nd ed.Pierce Chem.Co.,Rockford, T11.
(1984) ; FfliGanesan A.2006Mini Rev.Med Chem.6:3-10f1Camarero JAZE 2005Protein
Pept Lett.12:723-8W1 6 5 &, FH B EA IREER) DhRE PR oAb B /N AETEZ AL
BR o AEARIR/ RPN L AHI T, R B 210 (B AH Y BN Ui i 5 B A S NCR P 2 2 1R B
TCARER ARG R B T B OR A, B HH AT LA ) ) 2z R 1R B 5 ) 9 RO N AR i e o JOR R 55 [ S
FER A b, 2 JE¥s 3 ).

[0133]  WILAAE A Ak E 4 V2ol A 7 A R B AR VA I o 51, g B AT I R A A R
FN LB P AT R A b i s e A AT R R . RIS TR R A AR E AR T
JRENT (BIANR SRR B IR ) JA 30 7) G Y o IG5R - Jo it e s 2 b e 3] /A
PR AR BAR TP E X A3 T R G0, Iridk B8R 68 0% 5 A B S B 1 4 (41140 CoS
BLCHOZHMY) o — BHAR BRI NG 3, 7818 & T E B e AU s K -F 2eik S AV
JR e S AN Al A ) S5 T 4R 1 3

[0134] &3l F) A BT 1 76 1 3 AR AR i AR B IR B AR Ja e - 4L (k. DNAR) 25
B Bl RSB S AL EY BnE T FERT M OHERTUE UF RN
YEVRIBEF R PUMEBCH & = U1 DL B TX5 41 U5 F A B2 U DNA FF B 5 A0 1) I L8 241 Jfa 32247
For I o

[0135]  KM#AT T (Escherichia coli) & W] LA HIT Fufi @G AA I AL 2 i H IR R %15
F A5 &S T R e A G AR A R /AR (Bacillus
subtilis) MHARZFT E R} (enterobacteriaceae) , & WIVP IR E J& (Salmonella) (Vb5
IREE & (Serratia) IR LB J& (Pseudomonas) ¥ Mo EIX L& JFAZ 15 -y, AT DAAE
R TEBAR , O 28 51 140 AR R R ISR G]F 3] (1052 HilE ) o 534k, A7
TEVFZ AR RE)F .18 AR T RS, R (trp) H3)T RS, beta— N BLIZEE 5
BIF R4, 8 KA EEM) B3+ RS 880 F Il B HRIE R IR A RN IR 75
oL, I BB A AL & A s P 9058, LA 3 I 5e i s R e

[0136]  FAhGLAED), W tnEERE ] AT 3008 B (B WIBRI BE RS (S, cerevisiae)) AlIEE
IRl B (Pichia) /&G id T BRE AL 41, Forh S0d@ ) BUARE & 2R A7 Rk =i
R ZIRCGZ 1) = ) AN =1 N 2 S 0 71 O S Y = v B e DR AR B 717 = L8 A
W fe G o 5 R YRR SR BN TR L5 R 1 B Sl L S £ 3R C N AR T 22 2R~ 3,
BRI BB S B+,

[0137]  FERAEMAL W LB A () anAEAR S A R s SR M) 85 SR W LB 4 i)
AU TRARAKRHEAERE .2 WWinnacker ,From Genes to Clones,VCH
Publishers,N.Y. N.Y. (1987) . & & (Il AL Zh ¥ 1 £ 40 AL 045 CHO4IM & L 35 FCos 4
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ZHeLaZl . B BEJ8T 4 L R AN SL AL BAN MUB 2R A8 I8 o F T3 S 441 g 1Y) SR8 B 44 ] DA
B ERIBEHTH, ME S S, FEF T Queen®E, Immnol . Rev.89:49 (1986)) ,
VLR A TR BN T 15 BAL 5, W W R AR 25 547 15, RNABY 247 o5, 2 R IR RAL AL o5, il %%
SR IETFIT A A TE R RIS ST FI B2 9 S BRE E R A . SV40. a8 4R 7R
P B AR R AT B A3 MCo%E, J. Immunol.148:1149 (1992) .

[0138] — H A&k ((L22E B4 5 50 , 7] UK BEA SIS 1) PR AR RURE , BLFEIR IR P, 2
FAE , KR Z 0T, SRR ZE AT (HPLO) , SRR HL UK S8 R AL AR B BITd 1) 1V Bl i o 1 AV Bl
SRR gl , i 2 /b 2580 % 285 % 4y, & /ZI85% £ 90% 4y, £/ 24190% &
95 % 21, 598 % £299 % ZH B FE 20 (1, 9 WA 5035 o, BT ik v G an A i e 1, o3 32 7
EIIREND R N NG il e

[0139] 3. Z4 Wi fil57)

[0140] A DL d i R HA B 75 20 B 10 41 1 Bl i 5 0T 3k 19 24 FHAE , IR 590, B #8057
(Remington’s Pharmaceutical Sciences, 16 ,0s0l,A.ed. (1980)) JB& HHIE Tl 5
BRI W A& YR T RC R P2 52 (R A IR ) Ao R AR B R SR S R X 32 5
Bk, IR AR PRI B ER £ AT AR IR £ e A LR s P R B RS BUR LB R B
1% s 7 Jag ) (ol )\ e s — R AR Sl s Sk O e Ui s S R bt #% (benzalkonium
chloride) , 7K ZREVH; By T EEEOR B s e A ¥ L DR FF R s FR SR TR Bk e %
PRI 5 SRR 1%y s () 2K 19 s RO s 3R MV ) s Il FEZ K (DT 41070582 5 &
E A iE A EE , HIRBU RS BREE s KR AW WIS LR beli s 2 2R i H AR
BABEIG R A B H R K ARBU AR s SR, 0 SO ek A& )0 5 3 20
H A BN K s BA TWIEDTA  BESS Wi  H 82 B e i L AL s SR B+ s
&REAY BneEE-EAE A M/BEEE R I PER), 1 TWEENTM, PLURONICSTM
B 4 I (PEG) AR T HL-VEGFHUE FLilI7/EW0 97/0480 1+ #iik , HoAm & AE AR S
FENSE

[0141] 2<% B A TC il 77t ] 5 A 75 9697 B9 HARPE BT 75 19— PP LA BRVE R A, 1
M T AN T AL 2 TR A @R PR B e, B LR 259, PO R i I 2,
BIT IR R M55 .

[0142] 2RI B 20 v il Ji ] /60, 2 7 0 T 1 A SR R B T 5 A i ) A I T e g
fltur, A BNAER SR VML I R g (a0, 8 Bdd , E S e, SlELAR), 9K ISURL R 4K 1
o) P BUE N LRI P 1 5 R R A Y R B T TR - (FR TR 04 R R ) TR
FTrh X B RN FF FRemington’s Pharmaceutical Sciences 16th edition,Osol,
A.Ed. (1980) .

[0143]  HTAR 45 25 Ak B I ARV B i 0 75 2 TR I o X A DUE I 72 R T A E
PIC 2 BT B o e ik ik T R Ak 8 i 6 2 ST

(01441 AJ% W F 41 I D ] 1] 4% 2 R 1L 7)o R SRR AR O M SE 4 B — IR A
B AR B B [ AR B K SR B e O, 0 G R T R L 4 RS o S B R SR B L K
B (R Q-2 -3 T8 ES) (Langer®:,J. Biomed.Mater.Res.,15:167-277
(1981) ;Langer,Chem.Tech.,12:98- 105 (1982)) Bt (Z M%) , B s (£ H £
3773919,EP 58,481) ,L-A& 8K 50O2HE-L-BEAMRIKILEY (Sidman, %% ,Biopolymers
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22:547 (1983)) , A A[[&EMRH 0% — .15 BB TS (ethylene—vinyl acetate) (Langer, 2%,
AR B, B AT R MR LR A5 2 BRI M i Lupron DepotT™M (FHALFR—A 3L 2R JLF
VIR E B EIR (leuprolide) Z BRERAL A ] i S AR ERAA) , LA D- () 33T
BB AN - R IR ER AL R 3 R BE R S T 100K A L, it — B 7k 5t
F B TR0 1A A P T) 0 0 o TT AR BE A DS L R BEiHE R A AR S 1 & EE SRS . 4, i
RIS W AR AR S L3 i B 1R) S-S, W Tl i 4B R S SR ik 2 L A
FRPEVER P R T PR B R FH A @ I R N3] R R 5 1K 58 6 P 52 S 4 A P o SE I
[0145] 4. 452507 &

(01461  mT LA IS AR 5 20, B anidl i bk o L JEIBEN B L AN BEIN L BBk (BTN &
SN , WL, &P, R B N it BUE BB %8 >k SR K B 24 & V) i
FH o A0V B s 7512 B0 8 S R A i PE AU 2 A P A Pk B L B T BB B 8 IR 18 511 o 45
BB Y 2 SR IRARZS BIpHAIEE RS

[0147]  fE—2df i, aT B LA R J7 2B IR B il A8 R PR (M ARV B IR 28 4 & 4, AT 4
R 7 o R ) B

[0148]  FHI-T 5 Mo oM iite 1 1l & 0 A0 45 e B /K MR B AR K PR VAR BV TR L 77 AR A P
TR ) 2 T B 3R 2 I R A e SO RO o ARy B A ALER R 2L B L K PR R A
ARG B /K TRV LRI BRI, ARG SR G i - B B/ BN A S AL
VAT MRS TG BERE A MR AN A BN L 38T 5 Yol o 5 Ok o8 BE A ) B0 S U RS R AN R4
HLE R N T8, S 55t mT DAAFAER JE 7 A S Ad 28 n5s) » v gl o, Sk A ) Sk
T AR RS Sk, 25

[0149]  7E—LLesijifi Jy e rp, AR B B AR 1A G )55 02 3k 2 3k T B R I 25 R Rl AE— .
FE— LB b, AR I A1V I i B e e Ee Sk SR kg ik i i B e I 344 3 IR B R
I Rl G o fE— S8 SL i 7 SR, AR A ARE B R 5 454 U v B [ (BBB) 524411 2 Jik
BlGr TR AAVERR R 545 5 YR BBBAZAKM 2 Ik, (2 3 25 BBB . 45 5 P U BBBAZ A4 1 53 11
ZIREFEGL 7, Bl s A, SO PUR 45 A A B, R R RS S N UEBBBAZ AR . AIE 1)
P IEBBBAZ A4 A FEAHAN IR T i R 2 AE — S ABF Ol , i 2 BB T IR ik 1 2 A5
= [H £ H) N FF SCANo . 2009/0156498.,

[0150] R 45 A 524 T &Pl PRIA 22 5 58 SR 7 58 o IR 220 R A i, AT — R 1
FIEHRT Z PR R, R EE AT AR EE B il AR 2R E4 . 5 i
BN A7 S S A e L AN RIS e P 3L B 250 AR R PR A 5 AR VA I J ) 25 D 2L D 14 55
EVEHE A LA A BN K Z10.0001 % 2000mg/ ke , BLZ10. 001 £ 500mg/ kg (151 710 . 02mg /
kg,0.25 mg/kg,0.5mg/kg,0.75mg/kg, 10mg/kg,50mg/ kg 5 55) Sk F R & M a0, &7
PA2 Img/ kg A H B 50mg / kg i BLAE 1 -50mg /kg (L ] , B2 /b 1mg/kgo i T BUIL T b7
MEYE I (77 SRR AE P R AR5 R B Bk (W IR ZR o R v i o R SR S S AR AR
KRR P o 3238 T DARE R VBE R B S SO el aok 2256 40 B i o AT e H R
it S & B R ) R H R R A4 LR 1-10mg/ kg o FEA K B ) 25 4iite FH Ik 2
v 35 SN PRl 2 AR LA R IR A DS R VR T R A 2 4k

[0181] 5. VRIT R IT AR YT 4
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[0152] AR — AL 77 S S AR I 97 52l 38 Ja , xie T 8 ANRyTr &
A PRI AT o 5 R B BUB A RE VR ST R S I 5 VP W SRR U7 (AR RN e IR Z
B LA BB A RS D PR S B R CE T TR (R IRE AT B SRR IR R e e
) E % JZ (bone mineral density, BMD) & FIg &% # Ak br &Y (bone turnover
markers, BTM) fa il , DL At T X B34 (1) 45 & F VP 55 . H P BMD 2 B AR F ) 32 1097
RO DA PE AG J5 vk Bl an, T BLIE R XRE X B % E AL (dual energy X-ray
absorptiometry,DXA) . E&CT (quantitative computed tomography, QCT) &R UK
MV (SPA) (BUHE P53 I8 V2R I EBMD VR YT HF 46 J PT REAE A I L /X BMD , 7EBMDIA 2|2 8
Ji AT PATE G SB[ B, 102 A BRI LR S XTBTM, E Bl A8 L5 27 48 br o 5 22438 A 0 B TR
Yebn e 75 18 5 B 5N B B (procol lagen type In—terminal propeptide,PINP) , &
W A48 b A L5 1 2 SR B R CR i K (serum C—terminal telopeptide,S— CTX) o AJ4R #5 6/
FURE R, i I 1 4 0 S 2R B RS MU FE by  BAAE IR YR IT AR DN BAE , N AR T G g7
Ja 34 H LSRR 25 a7 J53~6 A HIN #E AT I BIMRE B8 4 L B BRI &5 B
FEAE AT BN T BMD, [FI I3 5 BMD RN BN AR B I F B, —F 4Gk A A HE
P RAOYEL . — Mty , SR va 97 J BMD AR BRRE , BIMA FUIHAR 46, [RIIN V697 R IR o
ProR A, AT ACRIRTT ROSLR 1 o BEAh , AR BHIE W S A AR VA I )i e AR AR 52 35 AT
BT ANRST G, TR ziay T T R 2 VR A, SR E AR T X 25 W 7E 52 R 1R N
PTG R AT ZH RS & (TDA0) RS & (LD50) #4740t , B R VR YT
R EGRYT K AR S P RS SO S AT IS

[0153] 6. iz &

[0154] AR — DL Jr 290 S— Pl B2 &, A B AR R AR ARG R o Frd il i
AR — DA IR & A S AR, MR, TS 25 28 7] &
PR I ECE B R IR B2 A A B, Iridk 6 W] A 8067 AR B B 5k BUR
SEFHEA LA L (I AR 25248 ] AN N E TR BN, F B A R R T S A 0
[MZEFH) o IR AW 2/ D— PG RN A a5 rid 2848 FEUTIR AR 25 U8 B
RSV TIRIT A O T IR 35 22 BOE 2 A e ik il i nl i — 2 & Al 25 H
BT B8 25 48 V8 QU IR Eh 4% b ) SR 7K, MRS IRVBVIR DA S T ) W VA R o FL T g — A,
o EEANE 2 AR E TR R B, AR S, FORER, R, B A S
o A, Bk il B B A P U B A 2R 4 0T, SR 4B R BT iR A i S R
VB SR AL RGITT R R N S A 2 R .

[0155]  fft &l faik

[0156]  [E|1 24-25 JH IS HE PRIpi /N 45 T ARG 510 3UR Ja bk I 4h 2R &5 R IR, 45
A7 I A /N BR O R B AR T A VA EEPBS T R, HGirh Z 57 B3 R3FRIRP<L0. 05, %%k
NP<0.01) oAb, BB 45 I R AE 4, 2578 SEPBST AR ZH /)N BRI A7 s i 35, 45 4008
Pt i 2 MR T R A1 o VAP A1 VI i LA B A B P 4

[0157] P& 245 7 21 llg J5Us W JR 9 B LUV AW ik FE I B o Ar I 45 SR W, 4 TR
ity J5 i LT SRR R v B B B B AIG , 54 29 AT AHEL , G vt 22 el 38 (iR IRP<0.01) o Ut
BH A1 1 I i e N 255 PR AL FR 9 /0 B 4D I

[0158]  [&13 26 A U O RE Ja< 0 /0N R 25 T 21 VA i I 35 K i ML T75 AR e I &5 R s I 4
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BTN 4 AV B IR A LS SR RGO P I AR T AV UEPBSXT REA, St = i i (P
=0.06) o UL A1 VEH J5 58 & P IO PR /N BRI I AR KT

[0159] &[4 26 WK K /MR 245 T 4R R JE 3o R E LR ML 4L s (kw4 R .45 2R
TR, A E R R A/ RO 2 2 (I ODE I AR T 45 A 8 PBSXTREAE , H vk 2 5k
2 (eRIRP<0.01) o Ut I AV R ) A BRI B JR s /) b W (40 46

[0160] (&5 26 & &5 R /N A T A VAR R 10K S IPGTTR &S BB . R IR, JEEE
SRR G , 45 A v I R A/ SR RE K AR T 45 VA LEPBS T R 4, H 545 VA BEPBS X HE A A
LU &7 A A I i 2EL B T 52 it 28 BE B e 5 /N B 2 o 0 BH AR VA I 5 R BH I SO A PR R )N B
W 52 58 77 -

[0161] &6 T1DMIEBYPLGYEPE IR W /N 45 T 4R R R LOR G 25 JR U pB A I 45 R 45 2R
BN BT EEPBSKT R/ R BH B i T 4P Ve B IR 4L, B 2 B 2 (ke R P<
0.001) o Ui B £F 74 R Ji B8 12 25 PR ARPLGYE P IERY /0N BR 75 T LDMAS 2R r 1) TR 7K P

[0162] 7 TIDMBEAIPLGYEVEIEH /N 25 T A VE I 528 R G TPGTTRI I Zs R .45 REIR,
5 VA IR PBS T HRZH /N B v 6 A &0 S LR B B B R TR 40 VAR LA, LS 45 VA EPBS KT
HEZH A L 2 77 I Do ZE AR 527 gt 28 BN IE. 5 /N R o U BH 41 VA I iR B8 4 iR PLGYE 4 IE
/INERAETIDMAR ZY Hh [ B 52 B8 77

[0163] KIS /R TIDMARLAY /NGR4T A1 VA R )R 20K 5 LA A D45 SR 45 R B 7, 45V SEPBS
X B /N IR B B s T A A I IR /N B, it 22 7 8 25 (P=0.04) o Ul A R IR
REAZ LT LDM/)N B 1 %0 W 0 e Re 77, ANITIFEAIS 1L o

[0164] &9 26 J& B HE K P /D45 T AR R R G LGRS R MG R AR BN, %
2T VA SR 2E M35 R 5 2K B B T A VA PRSI AL, H it 2 {503 (xFRP<0.05) .
v B AR VA I iR Be A AU HERR 5 ZR I 40k

[0165]  &]10 24-25 J& S A JR I3 /N R 45 T A0 S5 3 1R G TRAE R HE L (2 B8 Je R 5 T AR
EE o A B AL IEEEPBS T R4, C DA AR AN A E N HEEaIE R AR TR,
2T IEPBS I R A K30 7 (D JoR 0 A A 28 4, =4 1) M i A e v, (L) A, Jie iy i
SR NRIE A, BUR IS R 7] 5 FEANT 45 A1V I I 4H OR824 J B e 2 T 0t HE L T
BUK, B Bl o R A it 3 A8, R DR I i R A7 A /D & R IR, R 5y 5 IRV 2 1)l
TR T o P35 25 2 V5 T Do ZEL R R ZEL 1) i &5 o R ) I AR B I, 25 25 40 B o) R ZH K P
— 1% o Ut B A1 Bl SRR ARR 13 2425 FEI WS W PR /INBR I S 3G B SR, I TndE B 2 454 1
JR B BT R PRI

[0166] K11 24-25 J& A JRIp3 /N R 45 T AR 3 LR G IR A RIR B A Qe 52 4553 A
N TEEPBS AT HE A , BN AR AR A, CRE B4 R . 45 R IR, 4 AV i i 4 /N B
Fil 5 B SR DA (B S A1) BH /D T4 VAWEPBS W HEAH, L4 it 22 5 .3 (xR P<0. 05) - i
R A T I iR R 8 B8 R 3l Mlige i M AR 4EAk.

[0167]  &]12 24-25 J& W B R o /INBR 25 T AR Bl )53 1R J5 Jk iy Caspase—3 )& 44k e th
MELEE R AL T IEPBS T B2, BN AR AT I I 4 o 25 B 45 4RI I 5 2H Caspase—3[1)
Fik (FikhniR) B BAR T VA SEPBS I HEA . i WH 41 V& I8 5L BB el 2D i 5 Al M 1) 3 2, (74
IR AN AT

[0168]  [E13 18 JEIREHE IR I /N 45 T A1 ¥ g JRL 35K Jig ik i JR B R s A e 2 45 2R A
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NERGEPBSI IAL, B R B R AL, e | i ai R 45 SRR, 4 4H iR il IR AL R &
AR (F Sk An 1) IR s T4V BEPBSI 8 24, Hgrih 2 ikt .25 (P=0.15) Uit BH 4T
R IR RE e R R DhRE 12 B (R BEIR S KA A i

[0169] K14 24-25 JAReHE FRIpI /N B 45 T £F B8 I35 R Jim JBR i 1A e B < e k. et il
BRI AN VR EEPBSXS BEAL, B AF R IR AL, CE B 4R A R BoR , 4 41 iR Tl
JR LR & 2 I RS (R kAR R) B T 4598 BEPBSHFIRAL, H4guih 2 5 B 2 (xR RP<
0.05) . Ut I F AR R RE(R IR 2 DhRE B R, (e b ok 2 2 (K 7= AL A 3 Tk

[0170] W15 26 A < m /N R 24 T 21 T i Il 35 % J J B F) e iy e ) AL e (i R
NN TEEPBSK ML, BAL AR B R 4L, CE BT E R . &R BN, R eE i IR AR S
RIRIL (F7 AR ) BB TR EEPBSXS MR, Hgeih 22 Rl w25 (eRaRmP<0.01) o 1t
AR IR BE A AU R 5 hRE B, (R IR iy s i P A A 3k o

[0171] K16 24-25 ke IR/ SR 245 T AR B L3 1R R R IR L GANF-xB A e 24 fh et
WEEEEE IR o AN IE X HRAL , BV TR BEPBS I IR AL, CNET 4R BlE J5 4L, DN E E T4 R &5
RN, AR R IR AINF-x B RAE (B kb 1) B TSI EPBS X IR AL, HLgeit 2 5+
& (RIRPL0.05) Ui AR VAR R REfe it 2 H A% B SR Al NP -k BRRIE , i {2 22425
BHEIRIA /IR BR S SOERI B R

(01721 W17 18 )&l HOME PRI /N B 4 3 £F T 8 S 35K Ji Jo I Jle e ML 2 e e 2L AW 5%
5L AN IR R B2, B VA BEPBS O R4, CRG AR R4, D E B R 4R
7N » R R T 2 A L 0 BN B P aRIE R IR S i a A Ma IX SR, 55 25 T VR i L AL AL LE L 25 7
BEPBSY R 2 fi i L R 2K B PR A (R Sk A 1R W 38 22, Ji vm TILARE < ) 1 40 3 1 38 e &
b X3, BAPEPUE S &0 s R 2 02 2 (edRoRP<0.01) 45 ZHE AR
21 g v XA 2 FF 1 2 M BIAE (10 AT T R J, R AP TR B IR AL S PRSALAHLEL RS AT
FRUT I /NG o Ut B £ T i S BE 0% Sl = I R o 200 M S B TR v T 2R ) 0 95 B IR SR
o A AL, Mife bkl SRR .

[0173] K18 24-25 & U AR PRI /N B 45 3 £ VA i I 35 % I Joe I JgR i IR 2K G e LA
BEE R AN IEHE R R, B GVEEPBS I BRAL , C e 21iE Il SR 4 45 R R I 2
FEIEH R BN B T OB AE R 5 i 1 a2l X8 545 21 VA Rl IR ALAHEL , 25 BEPBS X HE A i
e MR 2R FH PR AR (R Sk AR R B SR 309 20, B A 200 M 3 300 fl I 1 o Sk X s 25 2 il i 2L
i MR 2K Pk 200 M BRAE P 0 A T MR R, 2 1V i S 2L S PBSALAHLL , Ry AT 4%
M IR /0N B o U ) T T I i 0 S0 25 00 1 J I o A B B A JR v I K (1 0 4, 4B IR By
0 7> A1 KL, A TR BE 1R B S B

[0174] K119 26 J&IU& HORE PRI /1N SR 45 - 21 VA Il I 35K i Ji ey g imy LA 2 e e AL L2
L5 AN IR R HRZL, B VA IEPBS X RRAL , CRE AT R4, Dy E B ds R 45 R
T » R R ML 2 A IR 0 BN B A RIS L a2t e X 5. 55 28 2R i L AL LE L 25 7
BEPBSH AL R i I AR 2K B VR D (R Sk in 1R BB 38 22, BH PR 40 M 32 108 0 gl 2 ) v e [X
8, H P EpLE R E & 8 R BA G122 5 (RIRP<0.05) s 45 4 AR 4L JoR i MRS
FRBHVEH I IBCAE ) 73 AT T IR i J 30, 4R 21 VA i SR 4L S PBS AL AR L, R AR BERRIE 15 /IR
Ut B £ il i R0 S 25 U011 ey oo I B R g v TR 2R 1) 20 6 5 A8 I By a4 D A 2R
AL, M TfERE R IR 2 B .
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[0175] ] 2045 T 41 ¥ B Jif 28 K S PLGYE P 1E 5 /N BR ZE T I DMAS B w55 il oy ML R 2R e 0%
Y AL B2 4 B A IR REZH , BN S VA I PBS KT HEZH , C NS A VAR IR 240 . DN s B9
R ARER, GVEEEPBSY R RS MR TERIAHE 2 TAIEA SRR, BF¥k
BREE BN RS TR (xFIRP0.05) o Ut B A ARG R BE 5 5 D R /D R
JR IS a2t i 43 WA Jie v LR 2, (R e R G B

[0176]  &]21 18JAWSIINE K/ R 45 T AV B R 35 K R &5 TRS-2 4 3 24k W4 AL A
NIEE S B, BS VA BEPBS T AL, CH A AFIE I IR A, DB ESTE R ERER, 4
VEEEPBSKS REZH /N BRI (5 TRS—-2FH PERIA (B kAR iR) BT A A EREA, Hgit £ R
WRFE (ekFon P<O.0L) s 54 VA RS S5 4 TRS-2 1A /K I 45 VA PRS2 T 35 1E 0 R 40
JINER o Ut FH A VA T 5 B A AR N R S A TRS-2(0 0k, IR ERR R 55 S5, W/ R
JINBR i ) BT A 545

[0177] 22 24-25 B A IR /N R 48 7 AR VA IR 31 R G il 5 IRS—2 & 4l b 5245
B ANIEF XA, BAA A BEPBSH R, CHE A AR A DA E s R 4R E
TN Y TR IEPBS KT HEAH /N SRR 5 TRS-2FH PERIA (BT Ar b)) B A>T 45 47 vl Jsi 2l , Hge it
R E (xR P<O.05) s A VG 5 4 TRS-258 1k K S 30 45 Vi EPBS 4 B 4320t TF i ) HE
YN, o UL I AR VA R R B A RO IR B 4IRS 21 35, IN B 215 S5 S, DR R
I /0N SR JER 5 B R 54

[0178]  [&]23 26 FAWS 10 K 95 /N B 45 7 A1V g S 35 K R B TRS-2 5 B AL AL 8245 3 A
RIEH X RE A, B LS IA BEPBSAT R , CHS AHA R IR 24 . 45 R BIR , 4h VE BEPBS KT HEZH /N B,
FiR 5 TRS—2BH ME Rk (B kAr i) BB /DT A 4R VA AL 45 41 VA SR AL TRS -2 A K P 3%
YEVIEPBSAL I TE A HEZH /NG o 10 BH A1 VA I S B A R i B 41 U TRS-2(1) 3R 18 , £
RS RG-S, R R/ R B0 M A%

[0179] P 2445 F A1 Vi I R 28 K Ji PLGIH P 1E 57 T1DM/IN SR &5 TRS-240 0% ZHAL W82 45 51 . A
RNIEH X RE A, B LS IABEPBSAT IR , CHL AF VAR IR 2H 45 R B IR , 4RV BEPBS KT HEZH /N B
FiR & TRS—2BH ME Rk (FFkbr R) B B /DT 45 4R VA B AL 45 41 VA SR TRS -2 A K P 3%
Y VEIEPBS 2 T BT I T B /N BR o U PH A1 VA I DR Be AT RO IR B AL TRS-2 0 3R 1k,
ORI 5 5 T WD PLGYE PR TEH TIDM/N BRI ) B4R it 1

[0180]  [E]25 26 JEIRE IKIHE FR P /1N bR 25 T A VI J57 35K i g I v PEORL 4 e e s 2 1 WL ¢
G AN IE W N RR AL, BN A VA IEPBS KBB4, CHZ A vl SR . 45 3 Bon , B A v i R 4
BHME RIS G (FF kPRI A>T AV PRSKT IR, H.25 4F ¥ i Rl 41 bb 45 VA W PBS 4 o 20kt
TEw T R ZH UL I A VA B ek 2D PR A R

[0181]  [&]26 T1DMAREAL HHPLGYE P52 403 /INBR 45 T A1V i Ji 28K i e i v Ve b 40 i f s 4.
P45 R AN XS BB, B SS TR IHPBS X BB, C A AR VAR R 41 . 45 R BoR , 4 41 v
At 5 2E BH P R A A (B Sk A 1Y) 2> T8 VA WEPBS KT R, FL45 47 v g Js 2H L 45 V5 S PBS AL
S R A o U B ARV I A A I DR R R D PLGYE P 52 451/ B ZE T 1 DMAR 2R o figs B
Hh PR AT ) YR

[0182] [ 27PLGYE PR IE % /INBR 7R T I DMAR Y v 2 - 40 VA I JR 28 K i JER 5 v PPk 400 i 47 9%
YA L 45 L A ZS R REZH , BN ZS VA IEPBS I HEZH , C NS A VI IR 2H . 45 SR R , 5 4F
VAT IR 2H BH PR IR AR (F7 kAR iR) 2D TR IAGEPBSXT BRA , HL45 4 VA I I 2 LU 25 VA PSS
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YA AR IR 2 B AT VA i BE AR B PLGTE PR 1E 5 /N BRZE T L DMASE RS b fis 1) v ekt 4
MR -

[0183]  [&]28 T1DMAEALHPLGHE A2 40/ INER 45 T A VA B R 28 K o il i R iy R Sy AL W
PEE R AN ARHHEL, B TS EEPBS T IR AL, Y ARVl R4 G Ak S R iR, 4
SFVARE FAE S RAMERIE @ kbr ) 1B 2 T 1A EPBSH IR AL, HAALF AR R 4ltb 4
VEUEPBSZH B 20l 25 0 REZH o i BH 40 g S5 B8 A2 E 7T 1 DMARE 2R Hp T PLGS 1 52 /) LR
SR E RS 5.

[0184] [ 29PLGYE P IE % /N R ZE T IDMAR B v 25 T AF VA Bl R 28 K R B R B R e 2k
M B AN 7S AT IR, BN A VA IEPBSHTHE A , Cly SR 4R VA I IR 2 . S AL 45 L oK,
AT VA IR A RE B RBHMERIA (kAR WE 2 TV SEPBSXT R, H4h 4R B R Lk
ZEVRIEPBSZH B 3 S A R o U BH AR VA I AR 335 T L DMASE 2R o PLGY 14 15 /N Ui 55 3=
A SRS,

[0185] K& 30PLGYE P52 41 /N BR AE T I DMAR 2R Fp &5 - AF VA I S5 28 K G R B NF—xB ey 2 A6 W
GEE R AN ARHHRLL, BAA TS EEPBS T IR AL, C B AT Vil R AL . 45 R TR, 4R AP T 18 IR
YAINF-x B 1k (Fi Sk Arii) BB & T2 TS EPBSXT HR AL . Ui B 41 VA I R e AR 3 AR 1B A
FNF-xB R 15, AT BE R 5 2OREREE

[0186]  [&I31 18JEWSIIINE K I/ N Bl 45 T A1V g S5 35 K i R B NF -k B A J 2L AL A 8245 SR A
RN VPRSI HE A , B AA AR VA B SR AL . SEIG 45 B BOR , 4 47 VA JRAINF B 1A (Fi 3k
FRR) B & T4 VA GEPBS X HR A o UL PR AR VA IS i BB 13E 22 ) 1% % S IR P NF-xBI R34, A
AR HEAEAT AR (L8 JEUS) B IR o/ BRI ZORERIE &

[0187]  [&]32 26 FAWS 10 K 95 /> B 45 7 41V g S 35 K i R B NF -k B A S 2 AL A 8245 31 A
NIEH X B, B VA BEPBS AT AL, CRZE A IA B IR A A SE36 45 L IR , 45 41 Vi I
JRZANF-k B IA (F7 kAR 1) B G @ T 25 VA . PBSKXY REZH o Ud FH A1 V4 g i BR AR 1 2 () 1% %
SR FNF-xB 1A, TR IE AHXTAE3E (26 JEWS) B R g /N BRUR B SIE A & .

[0188]  [&[33 24-25 J& WS KRl IR /N R 45 T AR VA IR 3 LR 5 B 5 INF-a ey 4 AL W4 45
R AN IR XA, B A EPBS I B, A AR IR IR . B 45 R TR, 4 AR VA I I
LHINF-aff) [H RIS (Fik AR 1R B2 & T45 VA B PBSXRAZH , HL245 24015 I IR 41 LU 45 VA SEPBS
H I I N IR L U ATV SR BB AT INF-a ) 635 , T 3 2425 J&] 3 R 975 /) B
JiR B BB

[0189]  [&]34 26 FAWS 1B K s /> B 45 T A1V Bl SR 3 LR G IR B INF-a S j 24k W SR A
NIEH X HEAL, B A R EEPBS X HR AL , CA S AR v i il 4. WF 45 R WK, A A s R 4
INF-affJBH RIS (FikAri) B E T AV BEPBSK REZH , H 25 A VA I i 41 b 25 VA G PBSZH
TR A B2 . U8 I £ VA I 5 BB AR R TNF—a (1) 2635, AT A 3 26 & W4 1 PR 9 /)N B i
s 1B

[0190]  [&]35 R 7RPLGYH P52 45 /)5 B T 1 DMABE B o 25 3 A i Ji 28 K i fige ey TNF—a b j 40 4k
ML EE R AL T IEPBS T B2, BN AR AT I I 4H o T 45 SR 7 , 45 A0V I D 2 TNF—a 1)
BH MR IE (F Sk bRiR) BB TA 78 GEPBSHT B A . i B 47 V4 i IR e A 3E TNF-aff) R 3K , AT
{RHEPLGYE EAZ Ha/IN B T1IDMAE AR o g i Fdi 1 4 .

[0191]  [&[36 2 /RPLGYE M52 HA T 1 DMAR 2R /IN bR 45 7 AR VG B 28 R 5 i Iy TgM 7 3 40 A W 5%
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GEH AN AN HRAL, BN VA BEPBS K B4, O 44T VAR R4 . AN SEIR T A 45 R R, 4
SR VA U2 T M FEPE R (BT 3k AR B BAR T4 VA WEPBSXT B4, H 45 4P iA IR 4tk 45
VEUEPBSZH B 20 15 A REZH o i BH A0 I S R B IR T M R34, AT sk 2D PLGYE MR 32 45/
B 7E T 1 DMASE 2 H i i 4%

[0192] 37 24-25 W& (I IR /N R 45 T 4R AT IR 31K o S TUNBL et M2 45 R A
NIEH TR, B VA BEPBS AT R AL, CRZE AR IA R IR 4 AR SEIR S R EIR, A 4 Vs B ) 4
() BH 12 20 M B (8 S AR iR) B B /DT 25 VA I PBS T BB 4. o TE 5 o6f BB ZH TUNEL FH P e e AR 4K . 1F
WATHRH T LIN8Y% , VA TPBSH A T R L1 N93% , 45 A VA R H I T2 N 16% .
U BH 2 VA Do 2 B X 5 0 D R s /) BRI 5 4 B ) R T

[0193]  [&[38 R /R TIDMBL AL /N R 45 T A I I 5L 20 K SR LTS R By AT A R . SR B, 45
FEUEPBSH B ZH /N R IV B i R E I AR T A Al m /A K, Haut Z 7 iin 22 e
=0.08) . UL A VA HE JF RE R TIDM/NER R B 2RI 73

ST 1)

[0194]  SCita 1] 1 -V ilg 5t o AR PR 9 /0 Bl LT A

[0195]  24-25 % db/dbrEVE/INER 8 R, BENL > NN, 25 A 15 B J5 25 R g5 EPBSXT
HEAH 3 X SEIR IR M RGN SBORIERE oA, BRI IR 15 B R EPBS , 45 41 75 i i
Y R K S AN IRA VA IG JR 2mg /0. 2m1 /) R/ R 45 VEEPBS AT RE 4 2 i Jhk v S5+ [R) A4 L 1)
PBS, FEALAH31 K AEF10.31 K% 16/ 5, MR 48 (Roche ,Mannheim,Germany)
AT MRE RS I

[0196] 5 IR TR, 25 AV IR 2E /N BRI s P AR T 45 VS EPBS X R, Ha it 2R &
2 (xR IRP0. 05, #%FKIRPL0.01) SLAL, BEE L AN R LE K, 257 BEPBSKS RAZH /)N B LB
AR T4 A A RS REAI (BT1) o U B A i e 2 A P AR JR s 347 1
PEIAE H o

[0197] S it ] 2 s ity st o AR PR s /70 B, SRR e 7K 1

[0198]  24-25)F k& db/dbHEME/INGRD R, 45 27T — R AR R /N R HR 3R K A ER I 50u1 FH PAKS
D75 SR ek B2, HRIE N B0 R, B8 — RIF UGS TR I, B4R 4A 253 1R BB 32 R[5
L B HOL I , A 000 AL 375 SR8 P ) 3 i o SRR e e 2 A0 Y SR ek X 791) 5 (P o 4 A, AO 37—
2) FEATR I

(01991  FRLMHE e J8 g ke 1 ~ 3 J P9 TR ) S 3 7K o 45 B o, 48 T 4P VA R S 1775 SR
F ()R P B R B AIC, S5 25T A LE Ge v 22 et i 25 (E12) U I A1V I D e AT 200 B AR IR
PBN LR -

[0200] it {97 3T v ity i A A1 26 Ji 15 48 PR 9 /) Bl LIL 375 SR 0 e 7 S

[0201] 26 J&E&db/dbHE M /NR 9 R, SEESHF 46 4 RAC A FO R H AR E, IWIERE FEHLS A
P, A va i IR A4 N, B VA BEPBSKT IR AL5 R A P ia IR A R & ki 5 AN JREF VA B IR
2mg/0.2mL/ R /K , 45 VEWEPBS K BEZH R ki 50 [F) AR AR B PBS o 88 1 R 4R 45 41 VA Il )5 B
PBS, L4 235K AL FE36 R ARTE /N, 6 ) AL 775 SR W M 140 R 52 o SR Jc e P58 A7 P SR A
R B (R it A, A03T—2) HEAT A I

[0202] G W45 R W , 45 A1 VA I L 4 I SO0 i o B2 B R AR T 4R VA EPBS X R4, 4
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THEREIERE P=0.06) (&]3) .Ul AR VAR ) RebE G20 RIS B3 FR s /)N BRI IR SRR i
[0203] it 91 A 2TV lg 5 o RS P /N BRUBE AL L 40 5 A 7K1

[0204] 26 J& i db/dbEEME /NI R, LIS M R IR R PR AR T REAL 9 AW 4, 45 4F
BRI AHA R, 4 EEPBS A REZHS H S LR P IR 4 4 VA I S5 B PBS, 45 21 Vi il )5 20 R ik v
B NJR T VAR i 2mg /0. 2ml / R /K, A TS WEPBS i HE 4L R 0 ik v B [FI AR BRI PBS , FE 42 45 25
35K AEEE 3R /INREE R 16/ ), ST 36 R AR BRER AL, FH DAAS 0 of 2R 0 A4 1 20 2 3 VR S o
[0205]  MEfkifn 41 &5 1 2 Sl v DA A 8~ 1 2 A Y B 4= 1% Ol 45 R o, 45
VARG IR A /N BROPE AL M 20 B IR FE R BAR T 45 VR BEPBS AT B2, Haiit 2 r & (B4 .
Ut B £ VA I IR B8 A R AR FR o 34 LR 7K1 o

[0206]  SEJita ] 5 41 Y5 Wik Do 50 M PR /) SRR 52 6 70

[0207] 26 & db/dbHEME /N9 R LA Fdb/m/NER 3 R o SREGHUH 2K, db/db/M R FRE J5 I
WRIEAREFENL 0 NP, 5 A VARG R4 R A EEEPBSHT HEZHS W, db/m/NERAE N IE & %
HEZH S5 LR IF IR 4 1A TG R BUPBS , 25 A1 15 i 5 240 e i kv 6 N VR 4F V3 B )57 2mg /0 . 2m 1/
R/R, i EEPBS O HEZH i llkiE: 59 AR R PBS, FE L2525 10K 55 1 LR/ SR ZE R 16 /M)
J& B R/NR % 5/ ketds BRI VE 595 % H &) VAT, 70, 30,60,90, 120, 18073 B A L. ##
4% (Roche , Mannheim, Germany) 6 0] MBI B

[0208]  JEf R 22 # I (Intraperitoneal glucose tolerance test, IPGTT) A&l #L
AAR ST ] A R YT 52 B8 77« AT 52 A O R0 JR s 26 3 B &2 BRI .

[0209]  SEEGZE BLR IR, s v 5 A ) W ) 4 21V B R 28 /N SRR AP 20T 45 VA 2EPBS
TR, H 525 1A EPBS X HE AL AH b 45 2 1 il i 2L i 52 il 4 BF il i /B A (B15)
Ui B £ 15 I TR B T 0 A W PR e /) ROBR I 52 B8 776

[0210] it 5 6 A ¥ fg Jir P G PLGYG P IE 55 /DN R 7E T L DMABE Y Hh I AR K~

[0211]  9-10 A REPLGIE PR IEH HEVE /N R 10 KL BENL 2 A PRAL, 4535 BEPBSKT I 20 DL Je g 28
Tl 5, B S5 R PR /N B A B 4/ I JE BRIk B IR VST 200mg / ke BEIRVETE 2= (STZ)
(sigma SO130) ¥ FTIDM"™ (STZIEYT 12K JGH WA ZIFID AL E IR, A TR 542
F K S N VR AV B Img /0. Iml /. R/ R, 4T EPBS KT REZH B2 i Ik v S [ AR AR PBS , 32 42
BAIORAEE TIR/IREEE6/NN 5, AL (Roche ,Mannheim, Germany) JU5E Il
i

[0212] 250 B IR, 25 W BEPBS X HEZH /I BRI PR Y 5y T4 AR B IR 4 /N R, B St 22 57
W2 (K16) o Ut BH £ VA T 5L B 30 25 B AR P LGS PR IE 7 /INBR, T L DMAR 2R f) HI AR 7K °F o

[0213] i it 491 7 - g Jir 24035 T 1 DMASE Y /) BB i 52 7K 1

[0214]  9-10J& WS PLGYE MEIE & MEPETE /N 16 K BEAL A N =4, AN BRAL . 451 IEPBS
XTHREH DL Je 25 A i IR 2H R 255 R 2 IR EPBS 0 RR AL N2 A1 VA I D 2E /N SR 25 f 4 /N ik
J& B R R R 5 200mg /kg STZ (sigma S0130) 55 TIDM!™, 4% () BRI A A 7 o STZE
S12R G HFIGE 23R I0 MR 5581 R, 45 ARV I il 26 e i ke 59 N IR AF V3 B Lmg /0. Im1/
R/ R G i PEPBS X IR 2H R i bk S [RI AR BRI PBS , E SR 45 25 28 K o 55 28 K/ R AR 6 /Nt
Ja ¥ W5g/ kgt T JIE Ji A 56 5 %6 1 460 HE VA VB, 7ETESS 5 0415.30.60.90 7 B AT LA 104K
(Roche ,Mannheim,Germany) £ I AR 5

[0215]  Fg i 52 & J (Intraperitoneal glucose tolerance test,IPGTT) RJ A&l #1
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RS AT 2 R 4 i 52 56 77 o B B O SR FR 0 28 2 MR 5 o

[0216]  Z5 3L EoR , 45 R BEPBS XS REZL /N B VR 71 0 0 ) LR R P2 A (v T4 21 Vil it
4, H 545V HEPBSHT REZHAHLL , 45 A1 VA i IR 2 iy 52 th 2 5 ndeie I8 /N (BT - U9

ST R RE AR R PLGHG PE IE 5 /N SR TIDMIS R (K 0 TR 22 B 77

[0217] St 8 £ V5 Il Jir 4 2 T DMASEZRY /)~ 54 28 19 4 i e

[0218]  9-10 JARECSTHEM:/INR 8K, BN NI, 4A VA LEPBS KT HEAL DA L 45 4F VA JRA,
B B4R G TEEEPBSHT FEZH AN 25 A1 VA I I A /R 25 B4/ 5 B IR I v 5 200mg / kg B
JRIETE 2 (STZ) (sigma S0130) ¥ S TIDM*Y . STZ VESH 1 2R G U4 26 ) 52 N5 1R,
YA VR R A R IR S A TREFIE B lmg /0. 1ml/ R /K, 5 va EPBS KRR 4 J22 5 ok v 5 1)
RFUIPBS GELEA Y 19K, ESE20 R /N 5 &6 /NI 5 , LA 2g/ kg M T J4E 75 20 96 (1) 461 % 4 »
604> Bh Ji , R AE & Jik DA SR I I 25 00 B 2375 » DA 287 A D s 3 7 A (Vg o B 361500) il 52
I

[0219]  Z55LIE 7R, 45 VA BEPBS X REZH /1N bR IR BH 2 vy T 45 4R v g ) 20 /BRIt 4R, HL e vt
ZREE (P=0.04) (BI8) . Ui PP AR AEFR R TIDM/ANGR, ] %7 45 0 A B 77 5 M 1T e A1 LI
i

[0220] St IOLT Vs It i SR AR PR 9 /I SRR % 3R 43 Wb T e

[0221] 26 J& k& db/dbHEME/INR O R, SEIRH 4R 9 RIC A FHBOR, BREHRIEIEE LD N
WA, 5 FERG R A R, 4 VA EPBS T R A5 H o 5B 1 R IRAA 4F VA1 IR B PBS , 45 41 ¥4 I i
o1 i ke S N TR AR VA B R 2mg /0 . 2m1 / /R, 4R AT PBS o) B 2 2 i ik 3 ) ) 44 AR 1
PBS, HE4L45 235K AL SB35 R/ ZE 16/ 5 , 75 55 36 R AR BR AL , 250 5 -7 , 38 H
J & A M) & Mercodia AB) 4 REST HH i BH ASH I IfL V55 Jik & 2R 7K1 o

[0222]  Fy M4 RN, 45 A IE Il I 2 1T 1 1 2 /K B B s T 4R VA EPBS YT RE 41, Ho 4t
HEREE (B9 UL AR R A W2 R R R DR RS R o,

[0223] St 5 L O Y4 ity Ji o A Ja g /I B JR i ) £R 3 4 FH

[0224]  24-25)F W& db/dbHEME/INR T R, SEEGH 4R 9 RGN SO R FFRRE , i PEE EHEEHL
NN, h AN R4 H A EEEPBS X RS Ko, BRI UR 28 A VS B I B PBS, 45 41 1
iy Js 4H R B DK T AR AR VA 5 2mg /0. 2m1 / /K, 25 P I PBS Xt B8 2H 2 i Jhk vk 5[] AR AR
[KIPBS, LR 2531 K AEHE32R AbBE/INR, , BUBRIEYEA % 22 58 PR S o ] 5 o 181 5 i 1) Pt U4
PIEWRERE MR KRN — F 2 W i 3R AT 0 S AL 400 1 )2 1l 3um , B0 4 i i 4R K O
Az ALYt (HESR£2) 5 1 % SRR VNS o1, ZUKIRE , JBRE BRI ke, U1
FE200 140015 56 27 A S %

[0225] % B IR, A VA TEPBS KT HEZL (I10A, 10B) KER B 8 R A28 4, 2845 10 ik 5% 4
MM IR (55 3k bmam) BrAC s, BRI i 2 (0 IRy 3 A, S0 5 IR0 2 1) 9 AT 5 4 7 v
B SR 4L (B 10C, 10D) KB I BR Sy B TR BOK, L N R A i 4, R /b
B f S N R AT /D BRI, 5 5 IR 2 (R) 320 ST AT o L 5 4 25 20 AN HELZEL 1) Ji % o ik
JR P AR L R I, 45 Z5 20 L S R EH KT F-— %5 (BI10E) o Ul B AR W B P42 3000 JR 99 /N B
J B B B R, RN AR VA IR A 7] e (R IR & A 0 A28, Wi AR 36 @k R
o

[0226] Syt 1 1 45 VA T S a2 9 PR s /0N 5t 2 R R AR
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[0227]  24-25J & db/dbHEME /N 16 A, SEIG UG Y RIC A SFORIFFIRE , iR A E AL
AR, EAERIRA 10 A, BVEGEPBS O REZL 6 H . S LR FF UG 25 41 VA I IR BPBS , 45 A 1
Al I 2 R F K B N YR A VA S I 2mg /0 . 2m1/ )R/ R, 45 VA SEPBS S R 2H B2 A ik 5 [R) AR AR
[KIPBS, BEAL LG 231 R AESRI2R ALFE/INER , BRUBRME AE4 %6 22 58 FR I v [ 5 o [ 58 Jia () JER IR 4
ZAZTRE R LI ZKOM = ORI B J AT A s 3 A 230 IS 2 DR 3um, U1 I 22 7K s
IKBETIR, BLO .1 % RIAR B AL 607381 G , Y AK M 5E, R Qe a1 43, Kb, 1% £
PRV RS PN K A IR VA, TR K s, LT e B R, WTR 7R 200485065 W iliss S M Ee

[0228]  RIRE LG T IR FF A G 0, R R ER V) R g (0702, KRR B AL g (i m]
DU e o IR S 24

[0229]  Jufa sk LID R, 4 AR VI I 4 /N BR (B 11B) i 5 e RV AR (Fiiskdr 1) B BAR T 45
FEEEPBS X REA (B 11A) , Ha it 2 7 B2 (E110) » Ul B4 75 I 58 B AR IR m 3P ik &
A 4EAL

[0230] St 9] 1 29 375 1k Do ek 2> 8 J T /) B8 i oy 40 L 0

[0231]  24-25)F#&db/dbHEME/INR 6 A, SEESFF 46 9 RACAFEOR IR E , iRPEE BRI
NPA, 5 A AR A R RE A GEPBS AT R 2 H . BB 1 R HF IR, 41 VAR IR BPBS , 45 A5
i 2H e i K 5 N VR A B I 2mg /0 . 2m1/ R/ R, 45 T S PBS T HE 2H B i Jhk e 5+ (R AR 1)
PBS, HELEZE 23 1R AL 32K AbFE/INGR , U754 %6 22 58 F I T [8] 52 o [ 78 /5 1) i D 2HL 27
CEWTRERRFE N AR — FR ORE B e AT A B A AT R SRR D 3um, ) A RS R K G K
Vel « LA3 % XU K & 1570 8f, KB 24k, BEIRG 3 Bh o 5 % I IR =E I B (Vector
laboratories, Inc. ,USA) B 1/ 5 2 )5, FRERFE MG, FHPAP 2B & A 21 i/
Caspase—3 (Abcam) 4 C i B 1L, PBSHE2/K , B:R5 438 o L ZEHi H TgG (HRP) 4144 (Abcam) —
T 1/, PBSEE2IK, FRHRS55 B #DABIR A& (Vector laboratories,Inc.,USA)
W KBESIR G 7 KRR E Y308, P AK M e5 581 o 86 2 i K& B B A, U1 A 722006556
o W S

[0232]  Caspase—3 g 40 i B b i FEE AR BTV, HR BB Z R TR
NI IFSE AR

[0233] AR EHMISLIG S R BN, S 4RI IR 4 (B 12B) Caspase-33RIA (B kirniH) 9
DAL T 25 EPBS X BB (1 124) o Ui H 2 15 I SRR O o/ D R I Al M ) P 2

[0234]  SEita 4] 1 345 I Jir AT a3 1 8 Ji 2 33 el P /0N Bt R B8 2R 1100 s R 4 s

[0235]  18)EE&db/dbifE /MR8 R, SEES HF 46 4 RAC A FO R H AR E, WA E ML A
P, 45 A 1 I S 2 AN 25 VA EPBS X HR AL , RRA 254 R o BB LR UG 4 4R VA B IR BPBS , 45 47
At i 2H R A K S AR AR VA I 2mg /0. 2m L/ R/ R, 45 VB PBS K R 2 2 i ik v 5 (R AR
[FIPBS, AL 252431 R AE 36K ALFE/ N, BRI /E4 %6 22 58 FE i v ] o o [ 5 i (%) SRR Ik 4
ARG BE P AR — R 2R3 B e AT A B 3 . D 230 1 JE RS R Bum, ) A IR K S
TKBELIR o LA3 % A IKIE B 1548, KB 24k, BEIRE 4 81 . 5 % I IR £ 1L 7§ (Vector
laboratories, Inc. ,USA) 3 A1/ s 2 )5, FERRE LTS W, FHPAP 2818 HH 20 23 S /N B
By Pk (Abcam) 4°C ¥ B 14, PBSHE2IK, BEIR 543 o 11 - 470 At TG (HRP) $i 44 (Abcam) —
VUL B 1NE, PBSHE21K, BERSS 81 #4DABIR )& (Vector laboratories,Inc.,USA)
WA, KRG 77 REE G308, LK pPses 7B o 6 BE K& B 3t A, VIR 7E B T
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20065 S WLEL,

[0236]  #5 BB IR, ShAFia R A (B13B) sy R RIS (FikbriH) & T4EEEPBS
STHEAH (BI134) , A4t 22 R B2 P=0.15) (B13C) . Ui 0H VARG R e (T 3 5 o)
BB, (R Rh IR & 2 1 RN 43 Wk

[0237] S 9 1 AT A T DA 33 2425 J] I 08 PR /N BRUTBR ) B 1) R IR RN 4 34

[0238]  24-25)F#&db/dbHEME/INR 8 A, SEES FF U6 4 R AL A FEOR IR E , iRPEE BRI
NP, 4B AT v R 405 R FNZA TR IEPBS KT BB AL 3 R S5 1 R IR 41 V5T 5 BEPBS, 45 41 1A B
J 20 B v B N UR AR VA R I 2mg /0. 2m 1/ /K, 45 I PBS S R4 22 1 Fhk v 5 TR A4 AR 1)
PBS, FELEZE 23 1R AEHE 32K AbFU/INR , DU AE4 %6 22 58 F I T [ 52 o [ 7 )5 1 i I 2H 27
CETRE TR LR AR — B 2% I 5 AT A A A AP )R A sum, U1 A RIS R K S UK
Vel « LA3 % XU K & 167 8f, K B2k, BEIRG 3 Bh o 5 % I IR E I 7B (Vector
laboratories, Inc. ,USA) B H 1IN 2 5, FRER E ILIE W, FHPAP 2E B8 441 S fov BB
Ey R Ak (Abcam) 4°CHY B 1L, PBSHE2IK, BFR 544 . 1L F= 471 % 1gG (HRP) Hif4 (Abcam) —
RN E 1/, PBSEE2!R, FRHR55 B . #DABIR A& (Vector laboratories,Inc.,USA)
S KBRS G T ARREYL30FD, K us b o b6 B i AGE B IR 3, V1R AE B R
20065 FWLEE,

[0239] 5K TR, 25 AV I IR 2 R 5 2 1 AR AR (R Sk AniR) B a T 45V 3 PBSXTHEA ,
Aot ZR B P=0.02) (E14) Ui HAER R A e B Dise RS RNR
priy 12 78

[0240]  SCita 9] 1 AT 1 i SR A2 BE M JR o /) B B 28 B L b D eI B

[0241] 26 J& e db/dbHEPE/INR 9 R, SIS H 46 2 RIC N EBOR AR E R EEE B N
PHLL, 45 A V5T SR 44 R A VA IEPBS X BR 415 R o SR L R IR 475 B IR BEPBS , 45 41 1A il R 41
FE K B AN IR VA B R 2mg /0. 2m1 / R/ R, 4 VA EEPBS T HE 2H B2 0 ik v 5 R R PBS
TEBLLR 235 R AEHE IR/ EE | L16/NI G, 7E 536 R AL B/ R , BUBRIE 74 %6 2 28 F i v
I8l 5 o [f] 58 S 1 i 20 2 20 0 K 6 55 it /RT3 I e BEAT i 0t L 3 SR
3um, ] 7 M 527K Ja AK B LR o LA 3 %6 RUEK I B 1598, AKBE20K, BEIRG 78T 5 %6 IR IR+
EIMIEW (Vector laboratories,Inc. ,USA) B/ 2 )5, FEEREMIEW , HPAPZE [E
H AL B/ B B R E (Abcam) 4 CIFE L4, PBSHE2IK , BEIRS 53 B o L EHT e 186
(HRP) Fiifk (Abcam) —Hi =i % & 1/, PBSHE2K , £ IK 59 B . #2DABIR 77 & (Vector
laboratories, Inc. ,USA) &8, AKPESIR G A AR R B JL30F0, LK PP s . B0 5 i 7K %
A8 A, A 76 B3 T 20065 S WEE

[0242] 250 BIR , 45 AV I IR 2EL IR 5 2 i 3R AA (R Sk An iR BB & T 45 VA B PBSHTHEZH
Haurl 272 (P=0.005) (B15) . UlEHAEBEIRBEA RUB RS R bR DhRe , 2 s
i i ZR I SRR N5 b

(02431 St {51 | 647 ¥ Bty SR AL 3% 2425 J W& FR s /0 SRS ) 22 1) A2 5 S DR NP - kB Rk
[0244]  24-25J& ¢ db/dbHEVE/NER 10 R, LI UG 9 R IO B0 R IFRE , ARG AR ERE L
G NP, 25 AV R A A RS i EPBS T RRZH6 A, SEA R db/mfE N IEH A REA, 15
ST IR AN AL TR o S5 1L R IR AP VARG IR B PBS, 45 41 va il JR 41 2 % ke 5 A TR 4R VA i IR
2mg/0.2ml/ R /K, 4 VS UEPBS X RAZH R i iy B RMA R PBS i 8245 29 31 R FE 5 32 K 4k
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TE/NER BB R4 %6 22 58 BRI v 1] 5 o (] 0 i P Ji JU 2L 23 42 S K 1o 2 I /K R — FR R0 B
Je BEAT A 638 A 23] IR R Bum, U1 R BRI 2 K G KB 1R BA3 % XL S K & 1559
B, KB 20K, BEIR S 35T .5 % I IEH £ MLIGE W (Vector laboratories, Inc.,USA) &A1/
s 2 5, TR L M S, FIPAPZE B 40 21 a3 /N BRNF—xB (Abcam) 4 °C i & i %, PBSHE2
P BRS B 12E Pife 16 (HRP) Hiik (Abcam) 3T 2 T & 1/INN, PBSPE2IR, BEIKS 47
b, #DABIR £ (Vector laboratories,Inc.,USA) B, KEE3KIEHRARZEE Y30 #0,37%
IKIPEES Bl A B B AKIE B R, YDA 7R AR T 20065 T8 %2,

[0245]  NF—xB %% PR T8 A SRR L R 4O B i R B B 1,

[0246] 7<%k B S206 45 B R , B AR VAR IR ANF—xBRY K35 (57 kAniR) Bl B & T4Ei
PBSXTHRA , H4iit 2 57 525 (E116) Ut A VAR JF AR R it 2 1A A% SR F-NF-xB[F) R IA
[0247] S 461 1 745 Vs 15 Do ek 2L 1.8 JEI U8 W PR /N B8 FR I o2 PRI R 9, M AR R B a 41 B Y
T 43 AT AN AT R e ML 2R 1) 9 i

[0248]  18J&#Adb/dbifE /N 8 H LA S db/mifk It /MR 3 H, SRS FF UG 24 KD NEOR FFEFR
H,db/db/NR R AE EREAL S AT, 45 A B IR NG 7S BEPBSHT HRZ, T4 %4 H , db/
m/NERAE N IR A R S LR IR 4 VAT IR BUPBS o 45 41 Vi Iy Ji 41 R i kv 5 AR AV
B 5 2mg /0. 2ml/ K /K, 45 PRSI BRZH R i bk v 5 (R BRI PBSS , T 4245 24 35K o 72 55 36
R AEFE/NER  BURRTEAEA %6 22 58 B[] 5 o [ 5 i ) SR IR 2L SR RS B S e /KR — R O
FEW ST A A A R N 3um, YT A RS R K S KB 1R PAPZE [l HH 20 44, LA
3% WA KFEE 1540 8,0, 0IMPBS¥E2 WK, B R643 4P .5 % M IEH X MEW (Vector
laboratories, Inc.,USA) B 304351 s B [0 21 5 , 3 25 ML 5 0, 8 00 B 30 70 BR e sy AL
Pk (Abcam) 4 CIF B I ,0.01M PBSHE2IR , BRR5 48 o LI FE I HT1gG  (HRP) Hifk
(Abcam) 3 & 1/NN,0.01M PBSEE2/K, £F k54> 4. #DABRK 7 & (Vector
laboratories,Inc. ,USA) W, AK¥ESIR G IRAR R EY308D, WK IHEs 43 B o 56 FETE RS it
K, HRIRIFE IR RS R, U1 20065 065 i st NS

[0249]  figa iy a 4 M Al 3 A F e ML 2 5 32 BEHIAE 43 AT TR 8 ) X 4

[0250] 25 R IR, S A EREEA (B170) ML, AV EEPBSXT REZL (] 17B) il MLm=
BHEZH R (B kAR B 238 2, BH P20 MR IR e 200 i AR e DXk, HAP 35006256 B e & 4 i
GER B Gt 22 5 (R oRP<0.01)  (BILTD) 3 45 21 VT Ji 4L s va L0382 9 7 400 e T30 1)
AT TR R, o AR T IR 2L I R T A5 T 45 v W PBS 4 B 28T 1E O 6 R (17A) o
OF) 25 il 5L B i =2 11T 1) 1 8 JE 0 W T /[ R Mk I 4 J B4 9 % ik s LB 3 19 i B AE IR
Eya 4l oo A 25 8L, SRR A VR SR B TR AR B 52

[0251] S it 5] 1 82 V5 Il Jir 9 21> 2425 JEJ W A PR /)N B J By 4t R ) 89 %, Dk 520 e B a 41
(149 T8 73 A A0 o AR ok e ML 2R 17 03

[0252]  24-25J&#db/dbHEVE/NER 11 R BA Jedb/mBEME /N RS R, SRIRHF U6 RICAFEOR
FERREE, db/db/NR PR EE S RE L WAL, S VA IR 52H5 R, 4R VA HEPBSXT REZH6 A, db/m/)s
SRAE R IE & 06 HR AL o B8 L R URYA 4T VAR JFIBPBS o 25 41 ¥ I i 4 8 5 Jok v S A R4 1t IR
2mg/0.2ml/ R/ K, 45V EEPBSKT REZH R ok i 4 [F) A4 AR B PBSBUAN 1 AT ART VR4S , i 42 45
25 31 RAEFE32RAIC/INR  BURNEAEA % 22 5 B b [ 2 o [ 2 JE O BRATE 4K 1
FE R AR — B 2R I Ja BT A i 3 R SRR Bum, YD TR 5 7K 5 7K #E LYK . PAP
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ERIHAHL, LA3% WA KIFE 156 81, 0. 0IMPBSHE2IK , Tk 543 8 . 5 % I IR £ ML W
(Vector laboratories,Inc. ,USA) 341305 % s I (8] 2 J5 , 37 5% £ M5 W3t /R
J i MRS 2R BiAA (Abcam) 4 CHF &1L, 0.01M PBSHE2IR , BEIRS 4 o 23T 4t TgG (HRP) $1
& (Abcam) P =R E 1/, 0.01M PBSHE2 IR, BER540 8 . #DABRA FI & (Vector
laboratories, Inc. ,USA) S8, /K ¥E3 IR G R ZEE GL3040, YK e 57380 o 156 L RS
K, HRIRIFEH I YEREE A, U1 AE 20065 65 B s NS

[0253]  figa 5y a4 M A R 3 A FoR e LR 2 5 32 BERILE 93 A TR 8 JA i IX 4

[0254] 45 B GoR, YA AR JFE LA (B180) Hb 45 VA IEPBS X RE 2 (K] 18B) i i ML 25
PEAHAE (BT Sk AR B3 2, BH PR A0 MR 0 20 B 5 0 P ok DX s o 0V I D 2k v TR 25
SR AN B AR 1) AT Tl 5 R, 45 A1V I S 21 i ) T A Lh 25 Y I PBS 4 B 200 1 %
HEZL (18A) UL WAV I R BB 0% 30 25 41161 24— 25 JEI IS A8 SR 995 /0 B J 5% o 200 L 8 90 R gt v I
W W ABIE R B a4 M 7547 25 8L 37N A VA R R AR 3 IR S B B .

[0255] i it 451 1 O AF ¥ Il o 4111 61] 26 i o A PR s /0N B J By 4 R ) 8L, KR R B a4t L 1)
T 43 A AN AL R e ML 2R 1) 4 i

[0256] 26 JE ¥4 db/dbEEME/NR 9 R UL Fedb/migE/INBRL 3 R, S2I6 FF A 4 RD REOR LK
H,db/db/NR R E JERENL 0 NIAL, 25 A VERG R4 R, 45 A EEPBSATREZHS R L db/m/ R A
SNIE A HE A 55 L R FFEA A AT VARG BUPBS. 45 £F VA I 5 40 2 i ik v 5k A U 7 v 8 J5 2mg /
0.2m1/ R/ K, 515 PBSXS REZH B Wk v E 5 AR R K PBS , 4L 45 24 35K o 7E 55 36 R AL FE /)N
B 5 IR U AE4 %6 22 58 FR I v 1] 5 o (8] 5 i 1) Mo U L 23 8 VP R o R B AR — R ORI B 5 i
1T AL L 2 2] B P R 3um, VD B K S K B IR PAPZE R HH ZH 47, A3 %6 XA K
I H 167081, 0. 0OIMPBSHE24K , BER 573805 % [ IEH £ MMIF W (Vector laboratories,
Inc. ,USA) £ 130480 B2 5, F0 Bk 2 MUE 8 00 S i/ BRI =1 B8 254044 (Abcam) 4
CHE B ,0.01M PBSHE2IK , BERS 44T o L 4T e 1gG (HRP) Jifk (Abcam) —Hi =N &
L/NEF,0.01M PBSHE29K , FRIR 57 5 . #ZDABE7F) & (Vector laboratories, Inc.,USA) &
B, KEESIR JG IR AR R G300, LK I 5708 o 46 FETRIAS Bt 7K, — FR 2R3 B 5 e A P
Frs TR AE2006500 57 5 flds T~ g2

[0257]  figa 5y a 4 Mol 43 A J v ML 2 5 32 BEHIZE 43 AT TR B8 ) i IX 4

[0258] 4 B EoR, 54 A va Rl FA A (B190) Lb 45 vASEPBS X RE 2 (B 19B) i i ML i 25 [
PEAH R (FT kAR B3 2, FH PR A MR i 2 g 15 1 ok X, HP 305 B | i 45
REAFGEE R eRIRP<0.01)  (B119D) 5 45 471 i Dt 25 i s 1058 25 B0 PR 40 e B e 4>
i T IR I, 45 AP R AL IR B S L 45 VA I PBS 21 W 42230 1E i 6 HEZEL (19A) o Ui B
LRI I e 0% 3 25 H1 0 26 & R PR s /)N R TR S oo 20 B B A B R LR 2R 1K 43 ilh A TR JR IS
a il {5y A1 25 AL P AV JE R AR 3 TR S B B .

[0259] Szt 51| 20 £F VA 1t S5 Jek /D PLGYS M 1B /0 B, T DMASE AR o fisk ps LR 2K 1140 99 T4

[0260] 910 JA RAPLGYHE ME IE W MEME /AN 15 R BENL A =4, S A XTI 4 4475 BEPBS
X BEZH DA R 45 A1 s Bl S 2L, R 2 455 4R VA UEPBS K R 2EL AN 2 Y i i 4 /) SR BE 4/t
J& BB 5T 200mg kg STZ (Sigma, B'5S0130) 7S T1DMBERY ) 4 15 of HE 20 A sk
HOEG 2R GHM B B NG AE LR, 46 A SN 5 R 5 E S N IRA A Img /
0.1ml/ H/R, 4 IEEEPBSHT REZH R ki 5 [FAAFA I PBS , HE LR 45 25 28K o /E HE29 R AL T
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ANBR S BRUBRIEAEA % 2 3R TR vh 8 58 o [8 58 fa IR IR A A0 RS BE K A — R ok iE W J5
AT A I H ) JE R 3um, TR i S 52K FE K G LK - PAPZEFE| HE 2 21, L3 % R,
IKIEE 15980, 0.0IMPBSEE2IK , FEIRS5 981 o5 % K 17 £ MLV (Vector laboratories,
Inc.,USA) B 3058 s I [8) 21 f5 , 37 6R =E MG W N Rbt /IN6R e iy L R 344 (Abcam) 4
CHFE LR ,0.01M PBSEE2IK , BRRS5: o th 24T A TG (HRP) Hifk (Abcam) 3= EHF &1
JNEF,0.01M PBSHEE2 ¥R, BHRS5 B . ¥ DABIR & (Vector laboratories,Inc.,USA) &,
IKEES RIGHARZEZ G308, ik ph e s 5 Bh o 86 SRS i K, 2R E I Hp i
F s TR AE 200650057 W AUEE T I %E

[0261]  fig [ a4 A5 ol 53 WA FR e LR 25, 32 200 A Tl R X 3k

[0262] &5 IR EIR, A VAEEPBSXT HR AL (B 20B) fEm MR R P PERIAH B £ T AL EE 5
H (E200) , ¥ B Es SR gt 25 5% (B 20D) , H45 4 v i 4 b 25 75 1
PBSEH BE 223 2% [ 6 HEZH (20A) o Ui BH 204 B IR B 0% 0 B9 A STZ55 3t (K B PR /)N B Jig ey a
S oy WA s LR 2R

[0263]  SEJita 51 21 £ V5 Il Jir 72 a3 1 8 Ja e A Fa< I /) B Ik Jey Jok by 2= S AR A 2 (TRS-2) [ 383k
[0264]  18JF#Adb/dbifE /N 7 H B S db/migE 1t /NR 3 H, SRS FF UG 24 KD N OR FFEFR
H,db/db/NRIREAR FHFENL D A, 4 AR A3 R, 4T EEPBSH REZH4 A, db/m/INR
VE RN IEH KRR . 55 L R UGS 4T Vi JREKPBS o« 45 £ VA Tt J5 40 J22 5 Bk 56 A\ TR &7 Vs T
2mg/0.2ml/ R/ K, 45 GEPBSK RAZH R kit 9 RMA R PBS , i 8245 25 35K - £ 55 36 K &b
FE NGRS BUBRIEAE %6 22 58 PR v (8] 5 o [ 58 Jo 1) R4 2R 8 T RG 66 2 Il KR — R ORI )
J& BEAT A AL ZH 23] IR Dy 3um, VD IR R K S K 1R PAPZE Bl HHZH 23, A3 %6 XL
FOKEE B 1505, 0.01MPBSHE 2k, &F R5 8 .5 % I IEH EMFW (Vector
laboratories, Inc.,USA) B304 s B8] 2 f5 , 77 5% £ MLIEVR 6 0 e 3t/ B TRS-24t 4K
(Abcam) 4 CHFE 1L 4,0.01M PBSH2/K, RS/ B o LI 3470 % TG (HRP) Fidk (Abcam) —H1
I E 1/ ,0.01M PBSHE29K , RHR 571 . #ZDABRF & (Vector laboratories,Inc.,
USA) 10, IKBE3 IR G 73 R R E L3040, Tt K e 540 o Bk FE RS I 7K , — FR & B O rh ik
MR B VIR FE200 65622 B Taldse T g%

[0265]  JiE i 2 ZAK)EM2 ((Insulin Receptor Substrate—2,IRS-2) f&—FhEEMWEHE I 7%
(1% 1 5% 2= S AR TR S BRI E R 2 SR B R 5 5 i s e L4y -, HOAH R & B4
L) A A7 A B TRS—27E JR 5% BAH M 2 I8 Y INE X JLE A ORI, HXT D e 1k &5 B
A M f 25 FE ok g 64T

[0266]  TRS-24 s AV 45 S 50 7 , 45 VS I PBS X HE 40 /N R, (1 21B) Jil B TRS-2FH PRtk (B
kbR iR) R DT AR R (K210) , gt & Sk i (B 21D) , BG4 ia R R4l Lt
LRV PBSA BT A L X HRAH (21A) Ul BHET Il S B A7 R0 0 1.8 J&] & 5 Ik s /1 BT 5%
YR LIRS -2 £tk o

[0267]  SZjife 5| 2241 5 T JELAIE 3E 2425 J&] W A8 PR 95 /N SRR ) TRS-21) Rk

[0268]  24-25 i db/dbHEVE/NER 11 R BA Jedb/mBEME /N RS R, SLIRHFIE Y RICAFEOR
FEARE , db/ db/NERRAEAR L AL 4 AR, S AR IR 2H5 R, 457 EEPBS X REZH6 A, db/m
ANBRAE R TE R HRZH o 55 LR FFURZG 45 VIl J5UBRPBS o 45 21 I Jir 40 2 7 ke 36 N R A T I
Ji2mg/0.2ml/ R/ K, 2515 BEPBSKT REZH FE i ik ik 5 [RAR AR B PBS BUAS V3 ST AT VR A , 12 48
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Y25 31 R AEEI2RATC/ING, , BUBRITEAEA % 2 55 TP oh 6] 52 . [ 52 5 (0 R 2 4R 42 5 K
B B i /KRN — R B B HEAT S AR A R B Sum, U1 B A K R K B LK .
PAPZEE HZH Y, DA3 % WK IF B 15 43451, 0. 01MPBSHE 20K , BFR5 73 51 . 5 % [ 1E 7 K L3
¥ (Vector laboratories,Inc.,USA) I 130458 ; 18] 21 J5 , FF6% £ MW B MRt b
R IRS—2F044 (Abcam) 4 CHF B IL A, 0.01M PBSHE2{R, RERS 7Bl 11 =EH1 % TG (HRP) Hiik
(Abcam) 3 ZE & 1/NSF,0.01M PBSE:2 IR, BIR64 4. #DABRK 7 & (Vector
laboratories, Inc. ,USA) S8, 7K ¥E3 IR G AR ZEE GL3040, Y K e 573 %f o 156 LR RS
K ZRRIRE I PR A, VTR E20065 6 5 A T EE

[0269]  IRS-24u AL R TR, 4 TEEPBSXT B 4L /N B (B 22B) JR i TRS-2FH PRERIL (B
SLFRIY) BB DT A AR IR A (K220 , Hgiit £ 7 B2 (B 22D) , HA AR R AL 4
Vi SR PBSZH B BT IE 6 B2 (220) Ui W] ARV IR B8 A 20N N 24-25 RS IR R 75/ BB
YL IRS-21 3Rk

[0270]  S2jita 91 234 VA i 72 i3k 26 JE U4 it R s /N B JR B TRS—-2 3R 1A

[0271] 26 JE ¥4 db/dbEEME/NER 9 R L Fedb/migE/INBRL 3 R, S236 FF A 4 RD AEOR IR
H,db/db/NRIREARFHFENL D A, 4 AR AR, 4 EEPBSXH REZH5 A, db/m/IN R
VENIER B BRI IRG VAR JRBIPBS . 45 21 v il JR 20 2 5 Wk T 5 A U5 4R v il IR
2mg/0.2m1/ R/ K, 4hiE WEPBSKT HE AL e ik v 5 (R AR K PBS , i 4245 25 35K . 7E 55 36 K Ab
BE /INBR, HUIRATAE4 %6 22 58 FR i v [ 5 o (31 0 i 110 JER U 2H 23 28 P G A 2 Ik R — R 2R
JE AT A I S R SR FE e 3um, U1 s 5 /K G K BE 1R - PAPZERE| HHZH 23, L3 % X
KB L1548 ,0.0LMPBSHE 2k, &F K548 .5 % [ IE EME W (Vector
laboratories, Inc.,USA) B304 s B[] 2 f5 , 77 5% £ MLIEVR 6 0 e 3t/ B TRS-24t 4K
(Abcam) 4 CHFE 1H4,0.01M PBSHE2IR , BHRS 8o 1L 2EHT % TgG (HRP) 3044 (Abcam) 3
I E 1/ ,0.01M PBSHE29K , RHR 57 B . #ZDABR A& (Vector laboratories,Inc.,
USA) St , K BESIR JE TR AR R L3080, K Mise 543 B o A8 REVEORG I 7K, — FR RF BH 5 o
PSR A, VDA FE20065 6254 8 T R g2,

[0272]  IRS-24 P HAL &5 S TR, 45 VAR PBS X BR 4H /NG, (1 23B) 5 IRS-2FH P iA (55
kAR B R D T 25 A i IR 4 (B 230) s 4R 4RV R IR 4L TRS-23% 1A /K P HEIT 1E 5 X HEZH /)N
B, (1 23A) o U B A VA Il J5L BB AT 28 15 N 26 JE WS W IR 93 /I8 B I B A i TRS—-2 /¥ 33

[0273] St 49| 24 4 P T SR AR 3EPLGHE T4 1E 5 T1DM/)N BRI TRS-2/) 3Rk

[0274] 910 A RAPLGHE ME IE W IEME /AN 15 R BENL A =4, S A X R 4 4475 BEPBS
X BEZH DA R 45 A1 Vs Bl S 2, B2 255 R 4R VA UEPBS K R 2EL AN 2 i Il S 4 /) SR AR 4N
J5 SR R 55 200mg /kg STZ (Sigma, B8'5S0130) 5 S TAUME R34, 2% (1 f B AL A fif ik
HOESI2R GRS ZiFFm NG LI 1R, 45 A v il i 20 2 i ik S A JR 4RV 1 Lmg /
0.1m1/ R/ R, 4 EEPBS K REZH B i ki 5 R AR AR I PBS, FE B 45 25 28 R o AE S 29 RALTE
INBR S HUBRIEAEA %6 22 58 FE R v ] 5 o 858 o B IR AIEZH A 22 W0 G 6 BB /K R — R R IE ] s
AT A R H ) R B 3um, TR S5 K G 7K BE 1R - PAPZERE| HE 2 2K, DL 3 % AU,
IKIEE 159081 ,0. 01MPBSHEE 20K, BEIR 52341 o 5% 1) IE 5 2 MLIE W (Vector laboratories,
Inc. ,USA) S 3048 s B [ B J5 , F7F5 E MLIE W 3 MR bt/ IRS-241 44 (Abcam) 4°C
HIiEA,0.01M PBSEE2IR, BRHRS 5 B o Ll P TG (HRP) ifk  (Abcam) —HiZE LI & 1/
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FF,0.01M PBSHE29K , FEIR5 4 8h . #4DAB iR 7 & (Vector laboratories,Inc.,USA) & ff, 7K
Be3ik G 73 R E Y3080, i /Koo B o R FEWTRS I 7K , — FR R B v MR Bt e, U7
FE200 52 WA gL .

[0275]  IRS-24u AL R B IR , 4h TEEEPBS X BEAL /N (B 24B) JiR B TRS-2FH PRERIL (B
SRR BT A AR R R 2 (B 240) , B AF7ARG R AL 4 VA SEPBSA T B = (1 4 R
20 (24A) o Ut I EF VA B IR B AT A N9 -10 A # PLGHE M1 /N B R 5 40 B IRS 201 R ik o
[0276] L f5 254F 5 B JEL Uk /D 2426 JE] IS A8 PR 95 /08 % F8 8 o Mok 4 i 1 5

[0277]  24-26 JE A db/dbiETE /N9 R LA K db/m/NR 3R . db/db/NERBEAL S AR, 45 4F
VARG IR ZHA R, i BEPBS A HEZHS K, db/m/NERAE R IES A HEZH  SEIR U6 M R ICA BB 0K
PR A2, SEI0 55— R FFIRE AP A5 BUPBSHAT NS 1R 45 21 v I I 4 2 i ik e 56 A U5
VAR E2mg/0.2m1/ R /R, VR EEPBS KT FE AL 5 bk I SRR R PBS , B2 25 25 35K . 1E
F36RAFO/IN , BURRAEAEA % 2 5 R P [ 5 o 8] 52 Ja B FRAE AL 2800 K6 5 B A fD —
B 3% I 5 HEAT A A 1R L A 2340 )R e 3um, VD R I A K JE K e 1k . PAPZEFE| Hi 41
21, A3 % WA K E 15580, 0.01IMPBSHEE2WK , B vk5 5% . 5% [ 1F & 2E ML iE W (Vector
laboratories, Inc.,USA) I P 309 % s ik [8) B f5 , FFFR 2L ML IE R W N dt AN R A ks 41
Mofidk (Abcam) 4 CHFFE LA, 0.01M PBSH2:K, BHR5 3 Bho Ll EHT %R 1gG (HRP) ik
(Abcam) 3= EFFE 1/, 0.01M PBSHE2 WK, B R55 5. #%DABIR # & (Vector
laboratories, Inc. ,USA) S8, 7K BE3 IR G753 AR E GL3040, Vi AK 5573 %f o 156 LT RS I
K ZRIRE I PR A, DR AE 20065 65 WA T R

[0278]  rhCo ko 2 o 2 AR S PR AR MO S0 0 R 48 R B AR 5, S AORE R AR e ATk
YIS 51 B 98 E AT

[0279]  HRCo R M G % AL 25 SR B, 4 A VA I R 2H (K1 250) BHMER A4 M/ T4 1t
PBSHHEZH (K 25B) , H A 4F VARG IR LE 45 VA URPBSAL B FEil 1E X B4 (25A)

[0280] it ] 26 A1 1 ity il Yok 2D PLGVE M 52 43 /IN BRZE T I DMAS Y wh g iy v PR R 41 B IR
[0281]  9-10JEWAPLGYE MEAZ HkEPE/INR LO R, BENL - =4, T A HRZE3 R, 45PBSH
IR B IEE IR A R 5 TR IEPBS T HE AL NS 41 v I8 JEL 4L/ SR 2R B AN i B T B s v
5200mg/kg STZ (sigma SO130) ¥ ST AR, 25 otk B AS i ab 38 ¥ 5 L 2K S HF
BRI FF B NG R, A R R i ke 3 NVRA A 1mg /0. Im1/ R /R, 45 15 1
PBSKf REZH FE i ki 5 R R PBS , HE 4245 25 28 K o FE ST 29 R AL BB /NG , B JRAEAE4 % %
R [ 5 o [ 5 ) BRI AL 2R MRS B T I AR — R E IR BT A S A 230
FrJE B Sy 3um, ) B K G K BE 19k . PAPZE B 20 43, A3 % XU K I & 154 B,
0.01MPBS¥E2/K , BEIR S5 Bho5% [MIEH £ MIE W (Vector laboratories,Inc.,USA) 4]
3043 %f s IS E) B 5, FRFR =F MLTE W W 00 S/ R PR 40 Be g i (Abcam) 4°CHF B &,
0.01M PBSHE2UK , BHA S8t o 1L 247 H TgG (HRP) ik (Abcam) — U IRIEE 1/, 0.01M
PBSHE2K , BER 52 51 - #DABIR )& (Vector laboratories,Inc.,USA) &fh, /KEE3IR G 75
KRB G308, LK IPEE 558 o 156 BEAS Bt 7K, — FR 2R0% B 9 AR R et v, 70 7 7240065
e T gL,

[0282]  rpCoRi i G AL 5 R B OR , R AF VA I IR 2H (K1 260) BHIERIA A e (kAR 19)
DTV EPBS YT RE A (K126B) , HA 4R AN IR L 45 VA UPBSA T £z 25 1 0] B4 (264) »
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[0283]  SLjifa 51|27 45 V5 Bl s /D PG PR 15 /0N BRZE T L DMASEZRY v i i v P R I R ) 32 7
[0284]  9-10 J& WAPLGHE M IE W HEMEME/NR LTI BENL A N =4, S A R s R, Rya i
PBSHIHEZHA R, 45 A VA IR 204 R 25 VPRSI BB 4H. 125 47 1 18 I 2H /N B 28 R 4 /N 5 B
V5T 200mg / kg STZ (sigma SO130) 55 TRUHE F3% 1), 4% (0 BRI A AL 38 v 512
RIGHIRGH I B NE IR, AR R RIS N IR AR Ing /0. 1ml / /K,
Y TSI PBS X HE 4 2 5% JOk VE B R AR R PBS , 4L 45 2528 K AE 5529k ARFE/N R, , BRI AE
4% 2 5 F I P [ 52 o 5 S R BRAT AL 2R 8 RS BE P IR KR R SR W 5 AT R i
HE) F R R 3um, V)R RIS S K G KB 1R PAPZE B H 20 21, DA 3 % XU /KT & 159 Bt
0.0IMPBSHE2 K, BERS 738 5% B IEH E MG (Vector laboratories,Inc.,USA) 354
3043 B s By () 21 J5 , FRBR 2 M35 W, 8 I e o/ BR AR oL 4l i Ak (Abcam) 4°CHF B IS
0.01M PBSPE2K , BER 554 . L PR TG (HRP) HUik (Abcam) —Hi = EIF & 1/ ,0.01M
PBSHE2UK , FEIRES B #DABIR A& (Vector laboratories, Inc.,USA) &, K BE3IR G 77
KE HY308, P K ses 7B o B B TERS IR K , —H KRB IR b e e A, U1 72400
(PR TR M Ik =3

[0285] vk i ey A AL A5 TSR, 4 AR VA I IR A (B270) B RAE 4 i (B S Am 150
DTV BEPBS KT HE A (B127B) , H4A 4RI IR A b 45 VA IEPBSAL B 21 23 A 0 R4 (274) »
[0286]  sizjife 51 287 Bl JE R BEAE T I DMAR AL (I PLGYS MEAZ /N R BRI R I B k5 o i
[0287]  9-10 EREPLGYE PEAZ ok PR /MR 1O L BEAL A N =2, A XTRE A3 R, 45PBSKT
HEAL3 H, A AP VR IR 14 H A VR I PBS X R NS, AR R 41/ R A5 B 4/ i Bl i i
VES200mg /kg STZ (sigma S0130) % FIRUERIT ™, 25 A0 B4 A L B VRS 12K )
FURAE A I NEE FR A VERT R R E KE S N R R Img /0. 1m1/ K /K, 451K
gt PBSKT REZH B2 7 kv S RMA R FIPBS , T SR 25 25 28 K AE SR 29 RARFE /N B, BRI 754 %
% 5% TR I v [ 1 o ] i PR SRR 2 2R 2 Y R A PR i /KRN . R O B S AT A i AL . ZH 21
YA I8 B Ry Sum, U0 7 i 42 /K R K B 1 Ik PAPZE Bl HE 2L 41, LA 3 % XUAE K % & 159 4
0.0IMPBSHE2IK , IR 553815 % W IEH 2 MG (Vector laboratories,Inc.,USA) Ff /4
30938l BRI , 35 Bk 25 MU 3 0 S e/ BROIR B R ik (Abcam) 4 CFF &AL #,0.01M
PBSHE2K , BEIRS 7381 o 1L =41 S g6 (HRP) A& (Abcam) — HUZIENF B 1N ,0.01M PBS}HE2
R FFIRS 5 . #DABIR 7T & (Vector laboratories,Inc.,USA) i, KSR G HARERE
308D, LK MPBE 598 o 16 LV RS IR K , —FF 2R3 B v PR e L YD R 7E200 52 12
s N

[0288] s b4 R IR, 4 A VA B I 4 (B 280) R & Z B PERIA (F7 3k An 1) B2 T
YR UEPBS YT HE AL (1288, H 45 4R v il R 2 LL 25 VA1 PBSZH B 23l 2 1 o HR AL (284)) o i B
VARG R BB AT HEAETIDMIE &Y oh (KPLGYE MEAZ 45/ R I RIS 5 9 Wk

[0289]  Sizjifa 451 2941 V5 g JEL AR 33k T L DMASE Y v PLGYE P IE 8 /N IR B R & S R

[0290] 9~ 108 BAPLGIEHE IF % HEMEME NG 1L R BENLA A= 41, % A B L3 L 4
PBSAF HRLEA R, 4 AP V44 L 4 T PRSI HRLEL IS8 ¥ it JEL 0/ R A E /e I

RGN EST200mg /kg STZ (sigma SO130) 755 THUE FR s 430, 2= b HE A AN (UL 28 L V5T 12
KRIGHIRE DI TNEAELR, HAEN R H R E S AR SR Img /0. Iml/ R /K,
Y VA PBS T HE 2 BB e Kk v S R AR AR K PBS , i 42 45 2528 K AE 529K AbFE/INER, , BRI 7
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4% Z R EE P 52 o [ 2 fa IR SR 16 S IR KR — B R IE B e 3h AT i
MR R A 3um, TR i 2K G KB 1R - PAPZERE| HH 20 24, DA 3 % XU /K I B 1553,
0.0IMPBSYE2 K, BRR54141 .5 % M IEH E MG (Vector laboratories,Inc.,USA) $ 4
3043 B s If () B 5 , FEBR 35 MLTE W W N 30/ SRR & R 30 4E (Abcam) 4°C B 44, 0.01M
PBSHE 21K , BHR 538 o L SE T % TG (HRP) 34k (Abcam) —Hr = & 170K, 0.01M PBSHE2
R BHR B 5 . #%DAB iR 57 & (Vector laboratories,Inc. ,USA) Sfh, /KSR GHNREE
Ge3040, i KM BEs 7 B o R FEW RS MK, — F 2R B IR PR I e, DA AE200 fi506 5
ST ET D

[0291] G A 25 LR, 25 A VE R )R A (E1290) il = BHERIA (Fik Fri) B2 T
Y VRIEPBS T HRAL (K129B) , HAA LT VAR R 45 751 PBSAL 20T 25 1 6 HR AL (29A) o i A
VARG AR BT IDME R PLG 3 I /NR RS R A R E R IK .

[0292]  SEJifi 5] S04 ¥ il J5L AR )EPLGYE P 52 453 /IN SR T I DMASE AR P Ji B 22 1ml A% % SRRl F-NF—x B
[R)R 15

[0293]  9-10 EREPLGYE PEAZ ok PE /N L0 BEAL A N =4, A XTRE A3 R, 45PBSKT
HRAL3 I, AP VA B IR 204 R A TR PRSI IR AL NS A1 VA Bl SR AL /N SR 2R B 4/ i BRI
VES200mg /kg STZ (sigma S0130) % FIRUERIF ™, 25 A0 A A UL B TE S 12K )R
HIRG LI NG D FUR, 45 A VSN IR A RS Ik 3 N IREF AR Img /0. Im1/ /K, 45
gt PBSXT REZH B2 7 ik vk 9 RMAFR I PBS , T SR 25 25 28 K o AE SR 29 RARFE /N B, AU 754 %
Z B B 5 o [ 58 o ) IR 2R 2 RS B6 B B KM = R SRR B e AT i A 2 41
PR R B A 3um, U1 A B &K G KB IR .PAPZERE HH 412, A3 % XA KT & 1559 8,
0.0IMPBSHE2!K , BEHR 553%F 5% B IEH E MG (Vector laboratories,Inc.,USA) 34
30438y IR RN 5, FEBR 35 MLVEVR, B 00 e i/ NERINF—xBHiAE (Cell Signal) 4CFE K,
0.01M PBSHE2K , BER 54141 o Ll £ PT R TG (HRP) 14k (Abcam) 3= I & 1/ ,0.01M
PBSHE2UK , BER 548 . #ZDABIR 7 & (Vector laboratories,Inc.,USA) &, /K ¥E3IR )G 7
KREZEF G308, GLKITEE 558 o 6 BEAS Bt /K , — FR 2R3 B 9 R PR et s U0 7220065
e T ML,

[0294]  NF-xBAE N —Fh 2 Al 5 S K+, WO 5 2 S5 40 M B 5 40 MR A T e 9 RE Al e )%
i 22 P PR 2

[0295] SOG4t B oR , A Vsl IR 2 (1 30C) NF-xBI¥) 3k (FikFril) B B m T S
PBSXT HRZH (1 30B) o i FH 21 V4 Il Ji B T2 i2F 22 () A% 4 S DR -FNF—xBIF) 3Rk .

[0296]  Sjita {5 31 £ V45 Il JEL AR 32 1 8 JEI Ui M P s /I BRUJER I8 22 1) A% 5 SR DR FNF—x B (1) 3R 1A
[0297]  18)EEEdb/dbifEH/INR 7 A, SEESHF 46 4 RAC A FEO R HARE , RIE EEREHLH A
WL, 5 AV IR 23 R, A VA EPBSKT IR A H . BB 1R FFURYS 41 VA R BUPBS , 45 41 VA i 5l
H R K S NIRA VARG IR 2mg /0. 2ml/ R/ R, 45V BEPBS AT RE 40 2 i Jhk v S5+ () A4 R (1)
PBS, HELELE 2 35K AESE36 RALFE/INGR, , HUIRJIEAE4 % 2 58 PR v [ 5 o [ 58 fE i e )E 41
S WRG B P I 7K R — FR ORI I e AT A 38 H AT 7 IR R Bum, YD A IR B K G
IKBELIR PAPZERE| HH 20 23, A3 % XA K B 16 438, 0. 0IMPBSBE2/K , BER 543 8. 5 % 1) 1E
W EMIEMH (Vector laboratories, Inc. ,USA) 514130438 s i (7] 2 J5 , FFER =F M35 W, 5 0
BBt /NRNF-xBFUAE (Cell Signal) 4 CHFAE LA ,0.01M PBSHE2IK , BERS5 4> Bl LLEPT
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TgG (HRP) Hiufk (Abcam) = L F & /M, 0.01M PBS¥E2 IR, BIR5 93 Bh . #ZDABA I &
(Vector laboratories,Inc. ,USA) &, /KPE3 KGR E G308, MK s 738 . B
FEWRE IR K, R 2RE IF b YERECE B, U 7220050622 B N %2,

[0298] A FHSEEGES BEIR, AT VAR IR 4L (B 31B) NF-xBAYFRIA Fikir i) ] B&ET
VA EPBS X HAZH (B 31A) o UL B A1 VIl J R (R 13 2 M) % 5% S R FNF- xBRJRIA .

[0299] Szt 4] 3 249 V7 g Do 4111 1] 26 JE U8 5 0 /)N B 22 (M1 AZ 2 S IR FINF—x BRI 3R 1A

[0300] 26 ¥4 db/dbEEME /N9 R L Fedb/migE /N 3 R, S2I6 FF A 4 D HEOR IR
H,db/db/NRAREAAEREAL 5 AP, B AER IR HA R, 45 EEPBSHHEZH5 H , db/m/INE],
VERTEF R HEZH . 55 1L R FRIR S AP VAR TR BIPBSIF I N LR , 45 £F v I J5 20 2 i ik v 5 A\
WA ERER 2mg/0.2m1/ R /K, 25 v BEPBS T BB 41 B2 & ki 4 R AR B PBS, 4245 2 35
R AL 36 RANTE /N, , BRRMEAE4 % 2 5 B S v [ 5 o (] 5 i A B 2L 0280 9 K Ao 12 I 7K
A RORE R JE AT A kB R A B RN 3um, U] B B 7K G 7K BE LK PAPZE Bl HH
A, PA3% WA IKIE B 15 4081, 0. 01IMPBSBE2K , BEIR 5434 . 5 % I IR FE MLIEW (Vector
laboratories, Inc. ,USA) 3 4130438 s i) [7] B J5 , FFEFR =F M35 W, W N bt /N BRNF—xBHT4A
(Cell Signal)4CHFE LA ,0.01M PBSHE2IK, BEIk54> Bl o L =EHT % 1gG (HRP) Fifk
(Abcam) i ZEEMFE L/NS,0.01M PBSHE2 K, &F K540 8. #DABIK 7 & (Vector
laboratories, Inc.,USA) W {4, /K3 IR JGTRARZRE GL3000, K M543 o 156 FE RS
K, HRIRIEH I YERRE R, U1 AE 20065 )65 0 s NS

[0301]  SEOGZs B WoR, 44 Vsl IR 20 (&1 320) NF-x B A (FikFril) B B m T Sy
PBSXT HEZH (132B) , H.45 £F v I R 40 bb 45 VA SEPRSA SE Bt 1B 4 HELZH (324) o Ui B 41 VA il
R EEAR HEAR N AEZ (26 JEBS) B IR /MR 2 114 e SR FNF—x B R IK

[0302] St 4] 33T Ity S T2 i3k 2425 JE W4 il R s /0N B JoR ) TNF—a ) 3R 1A

[0303]  24-25 & db/dbBEVE/NE 11 R BA Jedb/mBEME /N RS R, SLIRHF U6 R AFEOR
FFRRE, db/db/NRARIEAR B NN, S5-I IR 2H5 R, 255 BEPBS X HEZH6 A, db/m
/NBRAE R TE R HRZH o BB LR FFURZE 4F VIl S5 BPBS , 45 A1 Vi I Jir 40 2 7 ke S N R AV Iy
Ji2mg/0.2ml/ R/ R, 45V EEPBSXT HE ZH 22 i ik vk 5 R AR AR I PBS BCAN 1 SR AT VR A , 32 482
U524 31K AEEEI2RATE/ING, , U IFAE4 % 22 58 B s o 3] 52 o [ 58 i 10 SR 2L 4R 2 P s
B i /KRN — R S B HEAT A I AR A R B Sum, U1 B A K R K B 1K .
PAPZE RS I 4L 2, LA 3 % XK & 15 4281, 0. 0 IMPBSHE 20K , BRI 54 T o 5 %6 [ 1 2 1L 75
M (Vector laboratories,Inc.,USA) B304 8 s i ) 2 )5 , FEER 23 MLTE W WM RbT /I
B, TNF—a i f& (Abcam) 4 C ¥ H L4, 0. 01M PBSH2U, BHR 5 Bh o 11 2E 1% 16 (HRP) Fi4k
(Abcam) “P I E 1/ ,0.01M PBSHE2 K, BEIR5 5% . #DABIRF) & (Vector
laboratories, Inc.,USA) &£, 7K¥E3 KRG IR AR ZE J30F0, Y /K 05 73T o 156 2 Y K e
K, R IRIEH I PER S A, U1 7E200 65 62 B s N SR

[0304]  fiyEFSRFEIE Fa (Tumor Necrosis Factor—a,TNF-a) 3B IGALHI 4% /B4
W= A i — o B (A A R 18

[0305]  ACSZEGHF A L5 R BN, AR v IR 2 (B 33C) TNF-affy [H R IA B B TRy i
PBSY HEZH (BI33B) , HL45 47 v Bl JR 41 LU 45 VA WEPBSAL S 43230 1E 55 X HEZEL (33A) o Ut B 41 VA ify
JR BB 13t 2425 FARE M PR Ipi /MR TNF-a )Rk .
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[0306] S it 5] 3421 ¥ It 55 411 1] 26 JE & W R 9 /) B JoR &2 TNF—a ) 3R 14

[0307] 26 /& ¥4 db/dbiE /N 9 H B S db/mige /MR 3 H, SRS FF UG 24 KD REOR FFEFR
H,db/db/NRIREARFFENL D A, 4B IRHA R, 4T EEPBSH REZH5 A, db/m/MR
VENIEF B B RIF IR VARG JREIPBS . 45 £ va il JR 20 2 B Wk e 5 A U5 41 v il IR
2mg/0.2ml/ W /K, 575 BEPBSKT REZH B i ok v 5 (R AR B R PBSBAS VE S AT AR VLA , TEE 824
7335 K ALFI6RALTE/N , BUBRNEAE4 % 2 5 S 18] 52 o 18 Ja I R IE A 2R 48 ARG A6
FE WK AN — B 2R B 5 AT A i B AH 2300 R 9 3um, ) A IR B2 K S ZK B 1R - PAP
R HAH L, L3 % DK & 16508, 0. 0LMPBSHE2{K, BER 5441 o 5 %6 [ IR = MLIH ]
(Vector laboratories,Inc. ,USA) 341305 % s i (8] 2 J5 , 37 6% £ M35 Wit /R
TNF-afifk (Abcam) 4 CHF B & ,0.01M PBSHE2!K, BRHR 548 1L EF1 % TG (HRP) ik
(Abcam) 3 ZE & 1/NS,0.01M PBSE:E2 IR, BIR64 4. #DABRK 7 & (Vector
laboratories, Inc. ,USA) S8, 7K ¥E3 IR G5 R E GL3040, Y K e 57380 o 56 BE TR RS
K ZRIRE I PR A, DR E20065 5 A T e

[0308]  FJF445 B o , e AV G R 40 (134C) TNF-aff BHIE RIS I B m T 45 VAEPBS X #E
H (EI34B) , H 41 v R A L 25 5 IR PBSA SE 2T IE. 8 6 HEAH (34A) o Ui BH £F VAT )5 B8 26
JEEBE PR v /IR BETNF—a ) 3% 1k

[0309] St 5] 354F VA il S A2 i3k PLGYE M52 /N R ZE T I DMAR Y Hh g 5 TNF—a [#)3R 14

[0310]  9-10 J& B&PLGYE P 32 METEPE /NG T R BEAL 3 WAL, 45PBSKTRE A3 R, 454034
A I 204 R A /N R ZE B4/ S BRIk IR R 8 200mg kg STZ (sigma S0130) 155 1AL HH
PR SN2 R GG 25T N T LR, 4 AR T UL R A I S A T
Img/0. Im1/ R /R, 4 FEEEPBSXT HRA FE & ki E 5 R AR AR 1 PBS , 4L 25 24 28K o /E 5529 R Ab
FE/NER,, BURIEAEA %6 22 58 F I v (8] o2 o (8] 8 I ) FR R A 2R 2 W RS A6 R Tl 7K AR — FR A% 1
J& BEAT A A ZH 23] IR Dy 3um, VDA IS R K G 7K eIk PAPZE Bl HHZH 23, A3 %6 XL
KM E I8 ,0.01MPBSEE2R, KR5S .5% M IEH EMBFW (Vector
laboratories, Inc.,USA) B [#1304 s i) 2 5 , 7 b5 25 MLTE 5 IR 5T/ R HTAR TNF —a
(Abcam) 4°CHFE 1A, 0.01M PBSHE2IK, B 5 7B o L ZE 30 H TG (HRP) #7144 (Abcam) 47
BRI E 1/ ,0.01M PBSEE2IK , RFHR5551 . #2DABR 77 & (Vector laboratories,Inc.,
USA) St , K BESIR JE TR AR R GL3080 , Ik Mise 543 B o 48 BREVEORG I 7K, — FR R GF BH 5 o
PR F, TR 7220065 624 8 s i sE,

[0311]  ARSZOGHF A 45 B Bon, 4 4P v iR 21 (B 358) TNF-affy FH R IA B B TR i
PBSXTHEZH (I 35A) o i IH 41 VA I iR BB AR BEPLGTE MEAZ 451 /SR T IDMAR Z TNF—a [ 3Rk

[0312] St 5] 36 £ VA i S Dk PLG VS MR 52 433/ B ZE T L DMAS Y o gt 5 2 4%

[0313]  9-10 WA PLGYE PEAZ kP /NR LO R L BEAL N =2, A X R A3 R, 45PBSKT
MRS I, A AR VA IR 204 R 5 TR IEPBSH HE AL NS A1 VA Bl JRU A /N SR 2R B 4N i TR I s
VES200mg/kg STZ (sigma SO0130) 7 FIRUE R, 45 A0 BRALA AL F L VRS 12K S
FUGLE 259 B NG Y] LR, 45 A I R A R ik 5 N IR Va1 Img /0. Im1/ /K, 45 ¥
B PBS R4 B2 kv SRR BRI PBS , B SR 45 25 28 R o AE S 29 RALSE /N B, IURIEAE4 %
% O FR I P [ 5 o [ 5 i (1% PR IR 4H R 8 P RS 6 S B /KR = PR O3 B i AT i A 2H 4
PR R B Ay 3um, U1 A Bl &K G /K EE1 IR PAPZERE L4, A3 % XA K & 169 5,
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0.0IMPBSHE2!K , BHR 5538 5% I IEH E MLJE W (Vector laboratories,Inc.,USA) F5f 4]
30438y TR B J5 , FEBR 3 MLIE W W 0L SE 506 TeM (HRP) 34k (Abcam) =iEFFE 1/,
0.01M PBSEE2WR, BK55 51 . #DABIR 7 & (Vector laboratories,Inc.,USA) S&fh, K ¥E3
WRIG TR ARZRE G300, LK Msen s B BREEVEAS IR K , —H ORE B - p R B v, U1
TE200f5 0624 A B TR

[0314]  TgMPUARAEIG IR A T AR IEAN M FE b A B AEH AR B R TeM
TR ACE S ERERE B IEARSE 120 R A I H S B R BB T MR I /K S B % S e
ZH AR E TS O

[0315]  ®FF 45 AL, 4 AV i S5 4L (B]360) TeMIIPH R IA I AR T-45 VABEPBSXS R4
(KI36B) 25 21 15 i S5 AL LU 20 Vi BEPBSAL BRI 45 A X R 4 (36A) o Ui ] 21 V5 1 J5L E B IR TeM

(R, PRI ET VA I IR BE DR FEPLG 775 152 453 /) BT 1 DMASE ZRY e ) R I 45455

[0316] S fs] 37 £ 75 I JEL U /b 2425 JE I 48 PR s /)N R FR 8 4 ) R 1

[0317]  24-25 & db/dbBEVE/NE 11 R PA Jedb/mBEME /NS R, SLIRHF U6 RILAFEOR
FERRE , db/db/NR AR HE AR EREAL > WA, 2 AR IR A5 R, 4V SEPBSXTRZ6 R, db/m
INBAENIE T AT B SR VR FFURLA 4T VARG R TPBS , 25 41 VA I I 41 o i ik v B N R4 il
Ji2mg/0.2m1/ R /K, 5 TS EEPBSXT HEZH B i Jik v 5 (R AR R K PBS BRAS T B AT AT YR A 5 3
U2 31 R AEEI2RATC /NG, , BUBR T AEA % 2 55 FF I vh [ 52 o [ 52 S5 (1 R T ZHL 4R 2 A s
B i /KRN — R R B HEAT A I AR A R B Sum, U1 A i A K R K B 1K .
PAPZE I tH LS, i85 N2k (I RGK T AW B 140, S AT & Tmin, 0. 0 1M PBSHE3IR , K34
B INTUNEL 570 & CF BQ) A AR 298 A Ak (5:45) , T37°CIHIEE 40min,
0.01M PBSHE3IR , TR 35081 o 0 i FR B T A1) 1) 3 %6 MUK G AL R =1:9) =ik
WEE I A 209380 ,0.01M PBSPE3IR, BRR 34 B o i il tune LI A1) &3 03, 37 CHHE N &
30min,0.01M PBS¥E3 & ,DABIRFf & (Vector laboratories,Inc.,USA) &t , K34k )G 77
KRZEEG 300, JAKMEES 7 86 BEAS /K , = ORE B MM B A, U0 42200
(PR TR M k=

[0318]  TUNELZ. 2 AT LA F St I 2H 23 241 e £ 9 T 1 03k R Hh 40 B AZDNARY) B 2215 0
[0319]  ASZIG4E B IR, ARV EE IR 4L (BI37C) 1 FH M40 Mol (57 skbr 1) B B/ T-44 %
PEPBSHT HEZH (K37B) o 1B X BEZH TUNELFH MR A (KI37A) o IEH X BRI T- R 40N
8% , 5 IR PRSI A T-F 4108 93% , 4h A VA I IR A M T2 22 2 916 % o Ui B £F 1 I I 2 B
FWOREIRI /NGRS AR

[0320] izt 451 384TV Ifg Jil 4t 22 T L DMASLZRL /)~ B fie 2 3% 49 d

[0321]  9-10 EAWECHTHEME/INGR6 R, AL NN, 4575 BEPBS KT HR AL RN 25 400 il J5 20 453
R P /N A 4/ ] 5 BRI s v 5 200me / kg BERVAE B 2 (STZ) (sigma S0130) 5%
TIDM™  STZYE S 1 2R JE TR UG 25 9T 2 AR 2 55 L R, v T Y i I 4 R 0 K 5 N R 70
B lmg/0. Im1/ R /R, 451 HEPBS KT HE 20 R Dk v 5 (R4 AR I PBS  HE AR 25 25 20K, /E S 21K
ANBREE 6/ S, HRBRER K BRI, 250 BT, s F IR & 2k IR £ Mercodia AB) ,
iz HEAS FH U D e 0 L5 fok & UK

[0322] 25 IR BIR , 25 VA BEPBS X HEZH /N BRR B 2 I B AR T4 AR i R 4/ iR, B
TFERBEIREZE P=0.08) (K38) . Ui A0 F GEEETIDM /MR RS 2 10 73
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<110>
<120>
<130>
<160>
<170>
210> 1
211> 2376
<212> DNA
213>
<400> 1
gagcctcetgg

14

cagctgggag
acctgcaggg
aggaagtcct
ctctcagagt
aatggcatca
gctacacacc
caggggccct
gagtgtgaag
accatgtctg
attccttcca
gagctgcegge
ccecegetgea
ggtgaaaact
agtgcacaga
gatgaaaact
agccaagtgce
gaacaattgg
ggtlgatggac
tcttggtcat
ggcctgacaa
acagacccca
agtgttgtag
gactgtatgt
acgccatgcce
acaaatccac

ggtccetggt

atgactatgt
caggaagtat
cattccaata
ccataatcat
gcaagactgg
cctgtcaaaa
cctcagaggg
ggtgctatac
aggaatgtat
gactggaatg
aatttccaaa
cttggtgttt
caacacctcc
atcgcgggaa
ccectcacac
actgccgcaa
ggtlgggagta
ctcccacage
agagctaccg
ctatgacacc
tgaactactg
gegtcaggtg
cacctccgee
ttgggaatgg
aggactgggce

gggegggtet
gctacacgac
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gaatacccag
agaagaatgt
tcacagtaaa
taggatgaga
gaatggaaag
atggagttcc
actggaggag
tactgatcca
gcattgcagt
ccaggcectgg
caagaacctg
caccaccgac
accatcttct
tgtggetgtt
acataacagg
tcctgacgga
ctgtaagata
accacctgag
aggcacatcce
acaccggcac
caggaatcca
ggagtactgce
tgttgtcctg
gaaaggatac
tgcccaggag
ggaaaaaaat

aaatccaaga

BRI (AL i B AW T B AT R 2 7]
— T 14 o XL A e R S5 1 25
PDK03588

ggggcettceac
gcagcaaaat
gagcaacaat
gatgtagttt
aactacagag
acttctccce
aactactgca
gaaaagagat
ggagaaaact
gactctcaga
aagaagaatt
cccaacaagc
ggtcccacct
accgtgtceg
acaccagaaa
aaaagggcce
ccgtectgtg
ctaacccctg
tccaccacca
cagaagaccc
gatgccgata
aacctgaaaa
cttccagatg
cgaggcaaga
ccccatagac
tactgccgta

aaactttacg

45

tgttcagtgt
gtgaggagga
gtgtgataat
tatttgaaaa
ggacgatgtc
acagacctag
ggaatccaga
atgactactg
atgacggcaa
gcecacacge
actgtcgtaa
gctgggaact
accagtgtct
ggcacacctg
acttcccetg
catggtgcca
actcctcecce
tggtccagga
ccacaggaaa
cagaaaacta
aaggccccetg
aatgctcagg
tagagactcc
gggcgaccac
acagcatttt
accctgatgg
actactgtga

cactaagaag
cgaagaattc
ggctgaaaac
gaaagtgtat
caaaacaaaa
attctcacct
caacgatccg
cgacattctt
aatttccaag
tcatggatac
cccegatagg
ttgtgacatc
gaagggaaca
tcagcactgg
caaaaatttg
tacaaccaac
agtatccacg
ctgctaccat
gaagtgtcag
cccaaatget
gtgttttacc
aacagaagcg
ttccgaagaa
tgttactggg
cactccagag
tgatgtaggt
tgtccctcag

AEHET R FIRA B IR Glu-PLG,Glu-4F4E & (1A R R) %R 7))

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
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tgtgcggeee cttcatttga ttgtgggaag cctcaagtgg agecgaagaa atgtcecctgga 1680
agggttgtag gggggtgtegt ggcccacceca cattcectgge cctggecaagt cagtcttaga 1740
acaaggtttg gaatgcactt ctgtggagge accttgatat ccccagagtg ggtgttgact 1800
gctgeccact gettggagaa gtccccaagg ccttcatcecet acaaggtcat cctgggtgea 1860
caccaagaag tgaatctcga accgcatgtt caggaaatag aagtgtctag getgttettg 1920
gagcccacac gaaaagatat tgecttgeta aagctaagceca gtcctgecgt catcactgac 1980
aaagtaatcc cagcttgtct gccatcccca aattatgtgg tcgetgaccg gaccgaatgt 2040
ttcatcactg gctggggaga aacccaaggt acttttggag ctggecttet caaggaagee 2100
cagctccctg tgattgagaa taaagtgtge aatcgetatg agtttctgaa tggaagagtce 2160
caatccaccg aactctgtge tgggecatttg gecggaggea ctgacagttg ccagggtgac 2220
agtggaggtc ctctggtttg cttcgagaag gacaaataca ttttacaagg agtcacttct 2280
tggggtettg getgtgecacg ccccaataag cctggtgtet atgttegtgt ttcaaggttt 2340
gttacttgga ttgagggagt gatgagaaat aattaa 2376
210> 2
211> 791
<212> PRT
Q13> AEEET RO RRAERIR Glu-PLG,Glu-£F4E & A VAR 2L R 75
<400> 2
Glu Pro Leu Asp Asp Tyr Val Asn Thr Gln Gly Ala Ser Leu Phe Ser
1 5 10 15
Val Thr Lys Lys Gln Leu Gly Ala Gly Ser Ile Glu Glu Cys Ala Ala

20 25 30
Lys Cys Glu Glu Asp Glu Glu Phe Thr Cys Arg Ala Phe Gln Tyr His
35 40 45
Ser Lys Glu Gln Gln Cys Val Ile Met Ala Glu Asn Arg Lys Ser Ser
50 55 60
Ile Ile Ile Arg Met Arg Asp Val Val Leu Phe Glu Lys Lys Val Tyr
65 70 75 80
Leu Ser Glu Cys Lys Thr Gly Asn Gly Lys Asn Tyr Arg Gly Thr Met
85 90 95
Ser Lys Thr Lys Asn Gly Ile Thr Cys Gln Lys Trp Ser Ser Thr Ser
100 105 110
Pro His Arg Pro Arg Phe Ser Pro Ala Thr His Pro Ser Glu Gly Leu
115 120 125
Glu Glu Asn Tyr Cys Arg Asn Pro Asp Asn Asp Pro Gln Gly Pro Trp
130 135 140
Cys Tyr Thr Thr Asp Pro Glu Lys Arg Tyr Asp Tyr Cys Asp Ile Leu
145 150 155 160
Glu Cys Glu Glu Glu Cys Met His Cys Ser Gly Glu Asn Tyr Asp Gly
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Lys

Gln

Asn

Trp

225

Pro

Leu

Ser

Asn

305

Ser

Pro

Pro

Thr

Met

385

Gly

Trp

Lys

Val

Gly
465

Ile
Ser
Leu
210
Cys
Arg
Lys
Gly
Arg
290
Arg
Gln
Val
Val
Ser
370
Thr
Leu
Cys
Lys
Leu

450

Asn

Ser
Pro
195
Lys
Phe
Cys
Gly
His
275
Thr
Asn
Val
Ser
Val
355
Ser
Pro
Thr
Phe
Cys
435

Leu

Gly

Lys
180
His

Thr
Thr
Thr
260
Thr
Pro
Pro
Arg
Thr
340
Gln
Thr
His
Met
Thr
420
Ser

Pro

Lys

165
Thr

Ala
Asn
Thr
Thr
245
Gly
Cys
Glu
Asp
Trp
325
Glu
Asp
Thr
Arg
Asn
405
Thr
Gly

Asp

Gly

Met
His
Tyr
Asp
230
Pro
Glu
Gln
Asn
Gly
310
Glu
Gln
Cys
Thr
His
390
Tyr
Asp
Thr

Val

Tyr
470

Ser

Gly

215

Pro

Pro

Asn

His

Phe

295

Tyr

Leu

Tyr

Thr

375

Gln

Cys

Pro

Glu

Glu

455
Arg

Gly
Tyr
200
Arg
Asn
Pro
Tyr
Trp
280
Pro
Arg
Cys
Ala
His
360
Gly
Lys
Arg
Ser
Ala
440

Thr

Gly

Leu
185
Ile
Asn
Lys
Ser
Arg
265
Ser
Cys
Ala
Lys
Pro
345
Gly
Lys
Thr
Asn
Val
425
Ser

Pro

Lys

47

170
Glu

Pro
Pro
Arg
Ser
250
Gly
Ala
Lys
Pro
Ile
330
Thr
Asp
Lys
Pro
Pro
410
Arg
Val

Ser

Arg

Cys
Ser
Asp
Trp
235
Gly
Asn
Gln
Asn
Trp
315
Pro
Ala
Gly
Cys
Glu
395
Asp
Trp
Val

Glu

Ala
475

Gln
Lys
Arg
220
Glu
Pro
Val
Thr
Leu
300
Cys
Ser
Pro
Gln
Gln
380
Asn
Ala
Glu
Ala
Glu

460
Thr

Ala
Phe
205
Glu
Leu
Thr
Ala
Pro
285
Asp
His
Cys
Pro
Ser
365
Ser
Tyr
Asp
Tyr
Pro
445

Asp

Thr

Trp
190
Pro
Leu
Cys
Tyr
Val
270
His
Glu
Thr
Asp
Glu
350
Tyr
Trp
Pro
Lys
Cys
430
Pro

Cys

Val

175
Asp

Asn
Arg
Asp
Gln
255
Thr
Thr
Asn
Thr
Ser
335
Leu
Arg
Ser
Asn
Gly
415
Asn
Pro

Met

Thr

Ser
Lys
Pro
Ile
240
Cys
Val
His
Tyr
Asn
320
Ser
Thr
Gly
Ser
Ala
400
Pro
Leu
Val

Phe

Gly
480
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Thr Pro Cys

Phe

Arg

Pro

Ser

545

Arg

Val

Ile

Pro

Asn

625

Glu

Val

Val

Gln

Ile

705

Gln

Cys

Tyr

Asn

Glu

Thr
Asn
Arg
530
Phe
Val
Ser
Ser
Arg
610
Leu
Pro
Ile
Val
Gly
690
Glu
Ser
Gln
Ile
Lys

770
Gly

Pro
Pro
515
Lys
Asp
Val
Leu
Pro
595
Pro
Glu
Thr
Thr
Ala
675
Thr
Asn
Thr
Gly
Leu
755

Pro

Val

Gln
Glu
500

Asp

Leu

Gly
Arg
580
Glu
Ser
Pro
Arg
Asp
660
Asp
Phe
Lys
Glu
Asp
740
Gln

Gly

Met

Asp

485

Thr

Gly

Tyr

Gly

Gly

565

Thr

Trp

Ser

His

645

Lys

Arg

Gly

Val

Leu

725

Ser

Gly

Val

Arg

Trp

Asn

Asp

Asp

Lys

550

Cys

Arg

Val

Tyr

Val

630

Asp

Val

Thr

Ala

Cys

710

Cys

Gly

Val

Tyr

Asn

Ala
Pro
Val
Tyr
535
Pro
Val
Phe
Leu
Lys
615
Gln
Ile
Ile
Glu
Gly
695
Asn
Ala
Gly
Thr
Val

775
Asn

Ala
Arg
Gly
520
Cys
Gln
Ala
Gly
Thr
600
Val
Glu
Ala
Pro
Cys
680
Leu
Arg
Gly
Pro
Ser

760
Arg

Gln Glu Pro

Ala
505
Gly
Asp
Val
His
Met
H85
Ala
Ile
Ile
Leu
Ala
665
Phe
Leu
Tyr
His
Leu
745

Trp

Val

48

490
Gly

Pro
Val
Glu
Pro
570
His
Ala
Leu
Glu
Leu
650
Cys
Ile
Lys
Glu
Leu
730
Val

Gly

Ser

Leu
Trp
Pro
Pro
555
His
Phe
His
Gly
Val
635
Lys
Leu
Thr
Glu
Phe
715
Ala
Cys

Leu

Arg

His
Glu
Cys
Gln
540
Lys
Ser
Cys
Cys
Ala
620
Ser
Leu
Pro
Gly
Ala
700
Leu
Gly
Phe

Gly

Phe
780

Arg

Tyr
525
Cys

Trp
Gly
Leu
605
His
Arg
Ser
Ser
Trp
685
Gln
Asn
Gly
Glu
Cys

765
Val

His
Asn
510
Thr

Ala

Pro
Gly
590
Glu
Gln
Leu
Ser
Pro
670
Gly
Leu
Gly
Thr
Lys
750

Ala

Thr

Ser
495
Tyr
Thr
Ala
Pro
Trp
575
Thr
Lys
Glu
Phe
Pro
655
Asn
Glu
Pro
Arg
Asp
735
Asp

Arg

Trp

Ile
Cys
Asn
Pro
Gly
560
Gln
Leu
Ser
Val
Leu
640
Ala
Tyr
Thr
Val
Val
720
Ser
Lys

Pro

Ile
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785

<210> 3
<211> 2433
<212> DNA

790

Q13> FAE DRI RIREERE IR CRIE T swiss prot) MR P71

<400> 3

atggaacata
cctctggatg
ctgggagcag
tgcagggcat
aagtcctcca
tcagagtgca
ggcatcacct
acacacccct
gggeectggt
tgtgaagagg
atgtctggac
ccttccaaat
ctgcggecett
cgctgcacaa
gaaaactatc
gcacagacce
gaaaactact
caagtgcggt
caattggctce
gatggacaga
tggtcatcta
ctgacaatga
gaccccageg
gttgtagcac
tgtatgtttg
ccatgccagg
aatccacggg
ccctggtget
gcggecececett
gligtagggsg
aggtttggaa
gcccactget

caagaagtga

aggaagtggt
actatgtgaa
gaagtataga
tccaatatca
taatcattag
agactgggaa
gtcaaaaatg
cagagggact
gctatactac
aatgtatgca
tggaatgcca
ttccaaacaa
ggtgtttcac
cacctccacc
gcgggaatgt
ctcacacaca
gccgeaatcee
gggagtactg
ccacagcacc
gctaccgagg
tgacaccaca
actactgcag

tcaggtggga
ctccgeetgt

ggaatgggaa
actgggctge
cgggtctgga
acacgacaaa
catttgattg
ggtgtgtgge
tgcacttctg
tggagaagtc

atctcgaacc

tcttetactt
tacccagggg
agaatgtgca
cagtaaagag
gatgagagat
tggaaagaac
gagttccact
ggaggagaac
tgatccagaa
ttgcagtgga
ggcectgggac
gaacctgaag
caccgacccce
atcttcectggt
ggctgttacc
taacaggaca
tgacggaaaa
taagataccg
acctgagcta
cacatcctcec
ccggeaccag
gaatccagat
gtactgcaac
tgtcctgett
aggataccga
ccaggagcce
aaaaaattac
tccaagaaaa
tgggaagcct
ccacccacat
tggaggcacc
cccaaggect

gcatgttcag

cttttattte
gcttcactgt
gcaaaatgtg
caacaatgtg
gtagttttat
tacagaggga
tcteeccaca
tactgcagga
aagagatatg
gaaaactatg
tctcagagcece
aagaattact
aacaagcgct
cccacctacc
gtgtccgggce
ccagaaaact
agggccccat
tcetgtgact
acccctgtgg
accaccacca
aagaccccag
gccgataaag
ctgaaaaaat
ccagatgtag
ggcaagagee
catagacaca
tgcegtaacce
ctttacgact
caagtggagc
tcetggeecet
ttgatatccc
tcatcctaca

gaaatagaag

49

tgaaatcagg
tcagtgtcac
aggaggacga
tgataatggc
ttgaaaagaa
cgatgtccaa
gacctagatt
atccagacaa
actactgcga
acggcaaaat
cacacgctca
gtcgtaaccc
gggaactttg
agtgtctgaa
acacctgtca
tceectgeaa
ggtgccatac
cctececcagt
tccaggactg
caggaaagaa
aaaactaccc
gceeetggtg
gctcaggaac
agactccttc
cgaccactgt
gcattttcac
ctgatggtga
actgtgatgt
cgaagaaatg
ggcaagtcag
cagagtgggt
aggtcatcct
tgtctagget

tcaaggagag
taagaagcag
agaattcacc
tgaaaacagg
agtgtatctc
aacaaaaaat
ctcacctget
cgatccgcag
cattcttgag
ttccaagacc
tggatacatt
cgatagggag
tgacatccce
gggaacaggt
gcactggagt
aaatttggat
aaccaacagc
atccacggaa
ctaccatggt
gtgtcagtct
aaatgctggce
ttttaccaca
agaagcgagt
cgaagaagac
tactgggacg
tccagagaca
tgtaggtggt
ccctcagtgt
tcctggaagg
tcttagaaca
gttgactget
gggtgcacac
gttcttggag

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
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cccacacgaa
gtaatcccag
atcactggct
ctccctgtga
tccaccgaac
ggaggtccte
ggtcttgget
acttggattg
<210> 4
211> 810
<212> PRT

aagatattgc
cttgtctgece
ggggagaaac
ttgagaataa
tctgtgetgg
tggtttgett
gtgcacgcce

agggagtgat

cttgctaaag
atccccaaat
ccaaggtact
agtgtgcaat
gcatttggce
cgagaaggac
caataagcct

gagaaataat

ctaagcagtc
tatgtggtcg
tttggagctg
cgctatgagt
ggaggcactg
aaatacattt
ggtgtctatg

taa

ctgccgteat
ctgaccggac
gccttcteaa
ttctgaatgg
acagttgcca
tacaaggagt
ttecgtgttte

cactgacaaa
cgaatgttte
ggaagcccag
aagagtccaa
gggtgacagt
cacttcttgg
aaggtttgtt

Q213> EHET R RIRAEEH CRIFETswiss prot) FIRIERR 751

<400> 4

Met Glu His Lys Glu Val Val

1

Gly Gln Gly

Phe Ser
35
Ala

Leu

Ala
50
Tyr

Cys

Gln
65
Lys

His

Ser Ser

Lys Val Tyr

Gly Thr Met
115
Thr Ser
130

Gly

Ser

Glu
145
Gly

Leu

Pro Trp

Asp Ile Leu
Gly

195

Tyr Asp

5
Glu Pro
20
Val Thr

Lys Cys

Ser Lys

Ile Ile
85
Leu Ser
100
Ser Lys

Pro His

Glu Glu

Leu

Lys

Glu

Glu

70

Ile

Glu

Thr

Asn

Leu

Asp Asp

Gln
40
Asp

Lys

Glu
55
Gln Gln

Arg Met

Cys Lys

Asn
120
Arg

Lys

Pro
135

Tyr Cys

150

Tyr
165
Cys

Cys

Glu
180

Lys Ile

Thr

Glu

Ser

Thr Asp

Glu Glu

Thr
200

Lys

Leu
10

Tyr Val Asn

25
Leu

Gly Ala

Glu Glu Phe

Val Ile
75
Val

Cys

Asp
90
Gly

Arg

Thr
105
Gly

Asn

Ile Thr

Phe Ser Pro
Pro
155

Lys

Arg Asn
Glu
170
Met

Pro

His
185
Met

Ser Gly

50

Leu Leu Leu Phe Leu Lys

Thr Gln Gly

30

Gly Ser Ile
45

Thr Cys

60

Met

Arg

Ala Glu

Val Leu Phe
Asn
110

Lys

Gly Lys
Gln
125
Thr

Cys

Ala
140
Asp

His

Asn Asp

Arg Tyr Asp
Ser

190
Glu Cys

205

Leu

Ser
15
Ala Ser

Glu Glu

Ala Phe

Arg
80
Lys

Asn

Glu
95
Tyr Arg

Trp Ser

Pro Ser

Gln
160
Cys

Pro

Tyr
175
Glu Asn

Gln Ala

2040
2100
2160
2220
2280
2340
2400
2433
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Trp
Pro
225
Leu
Cys
Tyr
Val
His
305
Glu
Thr
Asp
Glu
Tyr
385
Trp
Pro
Lys
Cys
Pro
465
Cys

Val

His

Asp
210
Asn
Arg
Asp
Gln
Thr
290
Thr
Asn
Thr
Ser
Leu
370
Arg
Ser
Asn
Gly
Asn
450
Pro
Met

Thr

Ser

Ser

Lys

Pro

Tle

Cys

275

Val

His

Tyr

Asn

Ser

355

Thr

Gly

Ser

Ala

Pro

435

Leu

Val

Phe

Gly

Ile

Gln
Asn
Trp
Pro
260
Leu

Ser

Asn

Ser

340

Pro

Pro

Thr

Met

420

Trp

Lys

Val

Gly

Thr

500
Phe

Ser
Leu
Cys

245
Arg

Gly
Arg
Arg
325
Gln
Val
Val
Ser
Thr
405
Leu
Cys
Lys
Leu
Asn
485

Pro

Thr

Pro
Lys
230
Phe
Cys
Gly
His
Thr
310
Asn
Val
Ser
Val
Ser
390
Pro
Thr
Phe
Cys
Leu
470
Gly

Cys

Pro

His

215

Thr

Thr

Thr

Thr

295

Pro

Pro

Arg

Thr

Gln

375

Thr

His

Met

Thr

Ser

455

Pro

Lys

Gln

Glu

Ala
Asn
Thr
Thr
Gly
280
Cys
Glu
Asp
Trp
Glu
360
Asp
Thr
Arg
Asn
Thr
440
Gly
Asp
Gly

Asp

Thr

His Gly Tyr

Tyr
Asp
Pro
265
Glu
Gln
Asn
Gly
Glu
345
Gln
Cys
Thr
His
Tyr
425
Asp
Thr
Val
Tyr
Trp

505
Asn

51

Cys
Pro
250
Pro
Asn
His
Phe
330
Tyr
Leu
Tyr
Thr
Gln
410
Cys
Pro
Glu
Glu
Arg
490

Ala

Pro

Arg
235
Asn
Pro
Tyr
Trp
Pro
315
Arg
Cys
Ala
His
Gly
395
Lys
Arg
Ser
Ala
Thr
475
Gly

Ala

Arg

Ile
220
Asn
Lys
Ser
Arg
Ser
300
Cys
Ala
Lys
Pro
Gly
380
Lys
Thr
Asn
Val
Ser
460
Pro
Lys

Gln

Ala

Pro

Pro

Arg

Ser

Gly

285

Ala

Lys

Pro

Ile

Thr

365

Asp

Lys

Pro

Pro

Arg

445

Val

Ser

Arg

Glu

Gly

Ser
Asp
Trp
Gly
270
Asn
Gln
Asn
Trp
Pro
350
Ala
Gly
Cys
Glu
Asp
430
Trp
Val
Glu
Ala
Pro

510

Leu

Lys
Arg
Glu
255
Pro
Val
Thr
Leu
Cys
335
Ser
Pro
Gln
Gln
Asn
415
Ala
Glu
Ala
Glu
Thr
495
His

Glu

Phe
Glu
240
Leu
Thr
Ala
Pro
Asp
320
His
Cys
Pro
Ser
Ser
400
Tyr
Asp
Tyr
Pro
Asp
480
Thr

Arg

Lys
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Asn
Thr
545
Ala
Cys
Pro
Gly
Glu
625
Gln
Leu
Ser
Pro
Gly
705
Leu
Gly
Thr
Lys
Ala

785
Thr

Tyr
530
Thr
Ala
Pro
Trp
Thr
610
Lys
Glu
Phe
Pro
Asn
690
Glu
Pro
Arg
Asp
Asp
770

Arg

Trp

<210> 5
211> 2145

515
Cys

Asn
Pro
Gly
Gln
595
Leu
Ser
Val
Leu
Ala
675
Tyr
Thr
Val
Val
Ser
755
Lys

Pro

Ile

Arg

Pro

Ser

Arg

580

Val

Ile

Pro

Asn

Glu

660

Val

Val

Gln

Ile

Gln

740

Tyr

Asn

Glu

Asn
Arg
Phe
565
Val
Ser
Ser
Arg
Leu
645
Pro
Ile
Val
Gly
Glu
725
Ser
Gln
Ile

Lys

Gly
805

Pro
Lys
550
Asp
Val
Leu
Pro
Pro
630
Glu
Thr
Thr
Ala
Thr
710

Asn

Thr

Leu

Pro
790
Val

Asp
535

Leu

Gly
Arg
Glu
615

Ser

Pro

Asp
Asp
695
Phe

Lys

Glu

Gln
775
Gly

Met

520
Gly

Tyr

Gly

Gly

Thr

600

Ser

His

Lys
680
Arg
Gly
Val
Leu
Ser
760
Gly

Val

Arg

Asp
Asp
Lys
Cys
585
Arg
Val
Tyr
Val
Asp
665
Val
Thr
Ala
Cys
Cys
745
Gly
Val

Tyr

Asn

52

Val
Tyr
Pro
570
Val
Phe
Leu
Lys
Gln
650
Ile
Ile
Glu
Gly
Asn
730
Ala
Gly
Thr

Val

Asn
810

Gly
Cys
555
Gln
Ala
Gly
Thr
Val
635
Glu
Ala
Pro
Cys
Leu
715
Arg
Gly
Pro

Ser

Arg
795

Gly
540
Asp
Val
His
Met
Ala
620
Ile
Ile
Leu
Ala
Phe
700
Leu
Tyr
His
Leu
Trp

780
Val

525

Pro
Val
Glu
Pro
His
605
Ala
Leu
Glu
Leu
Cys

685
Ile

Glu
Leu
Val
765

Gly

Ser

Trp

Pro

Pro

His

590

Phe

His

Gly

Val

670

Leu

Thr

Glu

Phe

Ala

750

Cys

Leu

Arg

Cys

Gln

575

Ser

Cys

Cys

Ala

Ser

655

Leu

Pro

Gly

Ala

Leu

735

Gly

Phe

Gly

Phe

Tyr
Cys
560
Lys
Trp
Gly
Leu
His
640
Arg
Ser
Ser
Trp
Gln
720
Asn
Gly
Glu

Cys

Val
800
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<212> DNA

<213> LYST7-PLG (Lys—£FVARG 5D 1 751

<400> 5

aaagtgtatc
aaaacaaaaa
ttctcacctg
aacgatccgce
gacattcttg
atttccaaga
catggataca
cccgataggg
tgtgacatcc
aagggaacag
cagcactgga
aaaaatttgg
acaaccaaca
gtatccacgg
tgctaccatg
aagtgtcagt
ccaaatgctg
tgttttacca
acagaagcga
tccgaagaag
gttactggga
actccagaga
gatgtaggtg
gtccctecagt
tgtcctggaa
agtcttagaa
gtgttgactg
ctgggtgceac
ctgttcttgg
atcactgaca
accgaatgtt
aaggaagccc
ggaagagtcc
cagggtgaca
gtcacttctt
tcaaggtttg

tctcagagtg
atggcatcac
ctacacaccc
aggggcecctg
agtgtgaaga
ccatgtctgg
ttccttecaa
agctgeggec
ccegetgeac
gtgaaaacta
gtgcacagac
atgaaaacta
gccaagtgeg
aacaattggc
gtgatggaca
cttggtcatce
gcctgacaat
cagaccccag
gtgttgtage
actgtatgtt
cgccatgececa
caaatccacg
gtccetggty
gtgcggececece
gggtigtagg
caaggtttgg
ctgcccactg
accaagaagt
agcccacacg
aagtaatccc
tcatcactgg
agctcectgt
aatccaccga
gtggaggtce
gegggtettgg
ttacttggat

caagactggg
ctgtcaaaaa
ctcagaggga
gtgctatact
ggaatgtatg
actggaatgc
atttccaaac
ttggtgttte
aacacctcca
tcgegggaat
ccctecacaca
ctgccgeaat
gtgggagtac
tcccacagea
gagctaccga
tatgacacca
gaactactgc
cgtcaggtgg
acctccgecet
tgggaatggg
ggactgggcet

ggegggtetg
ctacacgaca

ttcatttgat
ggggtlgtgtg
aatgcacttc
cttggagaag
gaatctcgaa
aaaagatatt
agcttgtctg
ctggggagaa
gattgagaat
actctgtget
tctggtttge
ctgtgcacgce
tgagggagtg

aatggaaaga
tggagttcca
ctggaggaga
actgatccag
cattgcagtg
caggeclggg
aagaacctga
accaccgacc
ccatcttctg
gtggctgtta
cataacagga
cctgacggaa
tgtaagatac
ccacctgagce
ggcacatcct
caccggeacc
aggaatccag
gagtactgca
gttgtcctge
aaaggatacc
gcecaggage
gaaaaaaatt
aatccaagaa
tgtgggaagce
gceeacceceac
tgtggaggca
tcecccaagge
ccgeatgtte
gcettgetaa
ccatccccaa
acccaaggta
aaagtgtgcea
gggcatttgg
ttcgagaagg
cccaataagc

atgagaaata

53

actacagagg
cttctcececea
actactgcag
aaaagagata
gagaaaacta
actctcagag
agaagaatta
ccaacaagcg
gtcccaccta
ccgtgtecegg
caccagaaaa
aaagggccce
cgtecctgtga
taacccctgt
ccaccaccac
agaagacccc
atgccgataa
acctgaaaaa
ttccagatgt
gaggcaagag
cccatagaca
actgccgtaa
aactttacga
ctcaagtgga
attcctggcece
ccttgatatce
cttcatccta
aggaaataga
agctaagcag
attatgtggt
cttttggagce
atcgctatga
ccggaggeac
acaaatacat
ctggtgtcta

attaa

gacgatgtcc
cagacctaga
gaatccagac
tgactactgc
tgacggcaaa
cccacacgcet
ctgtcgtaac
ctgggaactt
ccagtgtctg
gcacacctgt
cttcececetge
atggtgccat
ctcetececca
ggtccaggac
cacaggaaag
agaaaactac
aggcccctgg
atgctcagga
agagactcct
ggcgaccact
cagcatttte
ccctgatggt
ctactgtgat
gccgaagaaa
ctggcaagtc
cccagagtgg
caaggtcatc
agtgtctagg
tcetgecegte
cgctgaccgg
tggecttete
gtttctgaat
tgacagttgce
tttacaagga
tgttcgtgtt

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2145
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<210> 6
<211> 714
<212> PRT
<213> LYST7-PLG (Lys—Z V4G J5) & 518 7 )
<400> 6
Lys Val Tyr Leu

1
Gly

Ser
Glu
Gly
65

Asp
Tyr
Trp
Pro
Leu
145
Cys
Tyr
Val
His
Glu
225

Thr

Asp

Thr
Thr
Gly
50

Pro
Ile
Asp
Asp
Asn
130
Arg
Asp
Gln
Thr
Thr
210
Asn

Thr

Ser

Met
Ser
35

Leu
Trp
Leu
Gly
Ser
115
Lys
Pro
Ile
Cys
Val
195
His
Tyr

Asn

Ser

Ser
20

Pro
Glu
Cys
Glu
Lys
100

Gln

Asn

Pro
Leu
180
Ser
Asn
Cys

Ser

Pro
260

Ser
5
Lys
His
Glu
Tyr
Cys
85
Ile

Ser

Leu

Arg
165
Lys

Arg
Arg
Gln

245
Val

Glu Cys Lys Thr Gly

Thr
Arg
Asn
Thr
70

Glu
Ser
Pro
Lys
Phe
150
Cys
Gly
His
Thr
Asn
230

Val

Ser

Lys
Pro
Tyr
55

Thr

Glu

His
Lys
135
Thr
Thr
Thr
Thr
Pro
215
Pro

Arg

Thr

Asn

Arg

40

Asp

Glu

Thr

Ala

120

Asn

Thr

Thr

Gly

Cys

200

Glu

Asp

Trp

Glu

Gly
25

Phe
Arg
Pro
Cys
Met
105

His

Tyr

Pro
Glu
185
Gln
Asn
Gly

Glu

Gln
265

54

10
Ile

Ser
Asn
Glu
Met
90

Ser
Gly
Cys
Pro
Pro
170
Asn
His
Phe
Lys
Tyr

250

Leu

Asn

Thr

Pro

Pro

Lys

75
His

Tyr
Arg
Asn
155
Pro
Tyr
Trp
Pro
Arg
235

Cys

Ala

Cys

Ala

60

Arg

Cys

Leu

Ile

Asn

140

Lys

Ser

Arg

Ser

Cys

220

Ala

Lys

Pro

Gln
Thr
45

Asn
Tyr
Ser
Glu
Pro
125
Pro
Arg
Ser
Gly
Ala
205
Lys
Pro

Ile

Thr

Asn
Lys

30
His

Asp
Gly
Cys
110

Ser

Asp

Gly
Asn
190
Gln
Asn
Trp

Pro

Ala
270

15
Trp

Pro

Pro

Tyr

Glu

95

Gln

Lys

Arg

Glu

Pro

175

Val

Thr

Leu

Cys

Ser

255
Pro

Ser
Ser
Gln
Cys
80

Asn
Ala
Phe
Glu
Leu
160
Thr
Ala
Pro
Asp
His

240

Pro



CN 108210901 A

.l

3

11/19 |

Glu Leu Thr

Tyr
Trp

305

Pro

Cys

Pro

385

Val

His

Asn

Thr

Ala

465

Cys

Pro

Gly

Glu

Gln

545

Leu

Ser

Arg
290
Ser
Asn
Gly
Asn
Pro
370
Met
Thr
Ser
Tyr
Thr
450
Ala
Pro
Trp
Thr
Lys
530
Glu

Phe

Pro

275
Gly

Ser
Ala
Pro
Leu
355
Val
Phe
Gly
Ile
Cys
435
Asn
Pro
Gly
Gln
Leu
515
Ser
Val

Leu

Ala

Pro

Thr

Met

Gly

Trp

340

Lys

Val

Gly

Thr

Phe

420

Arg

Pro

Ser

Arg

Val

500

Ile

Pro

Asn

Glu

Val

Val

Ser

Thr

Leu

325

Lys

Leu

Asn

Pro

405

Thr

Asn

Arg

Phe

Val

485

Ser

Ser

Arg

Leu

Pro

565
Ile

Val
Ser
Pro
310
Thr
Phe
Cys
Leu
Gly
390
Cys
Pro
Pro
Lys
Asp
470
Val
Leu
Pro
Pro
Glu
550

Thr

Thr

Gln

Thr

295

His

Met

Thr

Ser

Pro

375

Gln

Glu

Asp

Leu

455

Cys

Gly

Arg

Glu

Ser

535

Pro

Arg

Asp

Asp
280
Thr
Arg
Asn
Thr
Gly
360
Asp
Gly
Asp
Thr
Gly
440
Tyr
Gly
Gly
Thr
Trp
520
Ser
His
Lys

Lys

Cys Tyr His

Thr

His

Tyr

Asp

345

Thr

Val

Tyr

Trp

Asn

425

Asp

Asp

Lys

Cys

Arg

505

Val

Tyr

Val

Asp

Val

55

Thr
Gln
Cys
330
Pro
Glu
Glu
Arg
Ala
410
Pro
Val
Tyr
Pro
Val
490
Phe
Leu
Lys
Gln
Ile

570
Ile

Gly
Lys
315
Arg
Ser
Ala
Thr
Gly
395
Ala
Arg
Gly
Cys
Gln
475
Ala
Gly
Thr
Val
Glu
555

Ala

Pro

Gly
Lys
300
Thr
Asn
Val
Ser
Pro
380
Lys
Gln
Ala
Gly
Asp
460
Val
His
Met
Ala
Ile
540
Ile

Leu

Ala

Asp

285

Pro

Pro

Arg

Val

365

Ser

Arg

Glu

Gly

Pro

445

Val

Glu

Pro

His

Ala

525

Leu

Glu

Leu

Cys

Gly

Glu
Asp
Trp
350
Val
Glu
Ala
Pro
Leu
430
Trp
Pro
Pro
His
Phe
510
His
Gly
Val

Lys

Leu

Gln

Gln

Asn

Ala

335

Glu

Ala

Glu

Thr

His

415

Glu

Cys

Gln

Lys

Ser

495

Cys

Cys

Ala

Ser

Leu

575
Pro

Ser
Ser
Tyr
320
Asp
Tyr
Pro
Asp
Thr
400
Arg
Lys
Tyr
Cys
Lys
480
Trp
Gly
Leu
His
Arg
560

Ser

Ser



CN 108210901 A

5 &

12/19 L

Tyr
595
Thr

Pro Asn

Glu
610

Pro

Gly
Leu Val
625
Gly

Arg Val

Thr Asp Ser
Lys
675

Pro

Asp
Ala Arg
690
Thr Trp
705

210> 7
211> 1245

<212> DNA

Ile

580
Val Val

Gln Gly

Ile Glu

Ala

Thr

Asn

Asp Arg

600
Phe Gly
615

Val

630

Gln Ser
645
Cys Gln
660

Tyr Ile

Lys

Asn

Glu Gly

Thr

Gly

Leu

Pro

Val

Glu Leu

Asp Ser

Gln Gly

680
Gly Val
695

Met Arg

710

585

Thr Glu Cys

Ala Gly Leu
Arg
635

Gly

Cys Asn
Ala
650
Gly

Cys

Gly Pro

665

Val Thr Ser

Tyr Val Arg

Asn Asn

213> delta—plg (del ta—£FyARE5) #Z 12 P 4)

<400> 7

gagcctetgg
cagctgggag
acctgcaggg
aggaagtcct
ctctcagagt
aatggcatca
gctacacacc
caggggccct
gagtgtgaag
tgtcctggaa
agtcttagaa
gtgttgactg
ctgggtgcac
ctgttcttgg
atcactgaca
accgaatgtt

aaggaagccce

atgactatgt
caggaagtat
cattccaata
ccataatcat
gcaagactgg
cctgtcaaaa
cctcagaggg
ggtgctatac
aggcggecece
gggtigtagg
caaggtttgg
ctgcccactg
accaagaagt
agcccacacg
aagtaatccc
tcatcactgg
agctcccetgt

gaatacccag
agaagaatgt
tcacagtaaa
taggatgaga
gaatggaaag
atggagttcc
actggaggag
tactgatcca
ttcatttgat
gegegtegtegty
aatgcacttc
cttggagaag
gaatctcgaa
aaaagatatt
agcttgtcetg
ctggggagaa
gattgagaat

ggggcettecac
gcagcaaaat
gagcaacaat
gatgtagttt
aactacagag
acttctccce
aactactgca
gaaaagagat
tgtgggaage
gceeacceceac
tgtggaggca
tceccecaagge
ccgeatgtte
gcettgetaa
ccatccccaa
acccaaggta

aaagtgtgcea

56

590

Phe 1le Thr

605

Leu Lys Glu

620

Tyr Glu Phe

His Leu Ala

Leu Val Cys

670

Trp Leu
685

Val Ser

700

Arg

tgttcagtgt
gtgaggagga
gtgtgataat
tatttgaaaa
ggacgatgtce
acagacctag
ggaatccaga
atgactactg
ctcaagtgga
attcctggece
ccttgatatc
cttcatccta
aggaaataga
agctaagcag
attatgtggt
cttttggagce
atcgctatga

Gly Trp

Ala Gln

Asn
640
Gly

Leu

Gly
655
Phe Glu
Gly

Phe Val

cactaagaag
cgaagaattc
ggctgaaaac
gaaagtgtat
caaaacaaaa
attctcacct
caacgatccg
cgacattctt
gccgaagaaa
ctggcaagtce
cccagagtgg
caaggtcatc
agtgtctagg
tcetgecegte
cgctgaccegg
tggcecttete
gtttctgaat

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
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ggaagagtcc aatccaccga actctgtget gggecatttgg

cagggtgaca gtggaggtcce tctggtttge ttcgagaagg

gtcacttctt ggggtcttgg ctgtgcacge cccaataage

tcaaggtttg ttacttggat tgagggagtg atgagaaata
<210> 8
211> 414
<212> PRT
213> delta—plg (del ta—£F{ARE5) R LML )
<400> 8
Glu Pro Leu

1
Val

Lys

Ser

Ile

65

Leu

Ser

Pro

Glu

Cys

145

Glu

Glu

Pro

His

Ala
225

Thr
Cys
Lys
50

Ile
Ser
Lys
His
Glu
130
Tyr
Cys
Pro
His
Phe

210
His

Lys

Glu

35

Glu

Ile

Glu

Thr

115

Asn

Thr

Glu

Lys

Ser

195

Cys

Asp Asp Tyr Val

Lys
20
Glu

Gln

Cys
Lys
100
Pro
Tyr
Thr
Glu
Lys
180
Trp

Gly

Leu

5
Gln

Asp

Gln

Met

Lys

85

Asn

Arg

Cys

Asp

Ala

165

Cys

Pro

Gly

Glu

Leu

Glu

Cys

70

Thr

Gly

Phe

Arg

Pro

150

Ala

Pro

Trp

Thr

Lys
230

Gly

Glu

Val

95

Gly

Ile

Ser

Asn

135

Glu

Pro

Gly

Gln

Leu

215
Ser

Asn Thr Gln Gly

Ala Gly
25

Phe Thr

40

Ile Met

Val Val
Asn Gly
Thr Cys

105
Pro Ala

120
Pro Asp

Lys Arg
Ser Phe
Arg Val

185
Val Ser
200

Ile Ser

Pro Arg

57

10

Ser

Cys

Ala

Leu

Lys

90

Gln

Thr

Asn

Tyr

Asp

170

Val

Leu

Pro

Pro

Ile

Arg

Glu

Phe

75

Asn

Lys

His

Asp

Asp

155

Gly

Arg

Glu

Ser
235

ccggaggcac tgacagttge 1080

acaaatacat tttacaagga 1140
ctggtgteta tgttegtgtt 1200

attaa

Ala
Glu
Ala
Asn
60

Glu
Tyr
Trp
Pro
Pro
140
Tyr
Gly
Gly
Thr
Trp

220
Ser

Ser
Glu
Phe

45
Arg

Arg
Ser
Ser
125
Gln
Cys
Lys
Cys
Arg
205

Val

Tyr

Leu

30

Gln

Lys

Gly
Ser
110
Glu
Gly
Asp
Pro
Val
190
Phe

Leu

Lys

Phe
15

Ala
Tyr
Ser
Val
Thr

95
Thr

Pro
Ile
Gln
175
Ala
Gly

Thr

Val

Ser

Ala

His

Ser

Tyr

80

Met

Ser

Leu

Trp

Leu

160

Val

His

Met

Ala

Ile
240

1245
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Leu Gly Ala

Glu Val Ser
Leu
275

Pro

Leu Lys
Leu
290
Thr

Cys

Ile
305
Lys

Gly

Glu Ala

Glu Phe Leu

Leu Ala
355

Val Cys Phe
370

Gly Leu

385

Ser

Gly

Arg Phe
<210> 9
<211> 1104
<212> DNA

His Gln
245
Arg Leu
260
Ser Ser

Ser Pro

Trp Gly

Glu

Phe

Pro

Asn

Glu

Val Asn

Leu Glu

Ala Val
280
Tyr Val
295

Thr Gln

310

Gln Leu

325
Asn Gly
340
Gly Thr

Glu Lys

Cys Ala

Pro

Arg

Asp

Asp

Arg

Val Ile

Val Gln
Ser

360
Lys Tyr
375

Pro Asn

390

Val Thr

405

Trp

Ile Glu

Leu Glu Pro
250

Pro Thr Arg

265

Ile

Thr Asp

Val Ala Asp

Thr Phe
315

Lys

Gly
Glu Asn
330
Ser Thr Glu
345
Gln

Gly Asp

Ile Leu Gln
Gly
395

Met

Lys Pro

Val
410

Gly

<213> Mini-plg UNAF4EEE AVERE R IR 7))

<400> 9

gtcaggtggg
ccteegecetg
gggaatggga
gactgggcetg

gcgggtetgg
tacacgacaa

tcatttgatt
gggtgtgtleg
atgcacttct
ttggagaagt
aatctcgaac

aaagatattg

agtactgcaa
ttgtcctget
aaggataccg
cccaggagcce
aaaaaaatta
atccaagaaa
gtgggaagcce
cccacccaca
gtggaggcac
ccccaaggcece
cgcatgttca

ccttgctaaa

cctgaaaaaa
tccagatgta
aggcaagagg
ccatagacac
ctgccgtaac
actttacgac
tcaagtggag
ttcetggecece
cttgatatcc
ttcatcctac
ggaaatagaa

gctaagcagt

tgctcaggaa
gagactcctt
gcgaccactg
agcattttca
cctgatggtg
tactgtgatg
ccgaagaaat
tggcaagtca
ccagaglggg
aaggtcatcce
gtgtctaggce

cctgecegtea

58

His Val Gln
Ile
270

Ile

Lys Asp
Val
285
Thr

Lys
Arg Glu
300
Gly

Ala Gly

Val Cys Asn
Ala
350

Gly

Leu Cys
Gly
365
Val

Ser
Gly Thr
380
Val

Tyr Val

Arg Asn Asn

cagaagcgag
ccgaagaaga
ttactgggac
ctccagagac
atgtaggtgg
tccctecagtg
gtcctggaag
gtcttagaac
tgttgactge
tgggtgcaca
tgttcttgga

tcactgacaa

Glu
255
Ala

Ile

Leu

Pro Ala

Cys Phe

Leu
320
Tyr

Leu

Arg
335
Gly His

Pro Leu

Trp

Ser

Val
400

Arg

tgttgtagca
ctgtatgttt
gccatgecag
aaatccacgg
tceetggtge
tgcggecccet
ggttgtaggg
aaggtttgga
tgcecactge
ccaagaagtg
gcccacacga

agtaatccca

120
180
240
300
360
420
480
540
600
660
720
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gcttgtetge
tggggagaaa
attgagaata
ctctgtgctg
ctggtttget
tgtgcacgce
gagggagtga
<210> 10

211> 367

<212> PRT

catccccaaa
cccaaggtac
aagtgtgcaa
ggcatttgge
tcgagaagga
ccaataagcc

tgagaaataa

ttatgtggte
ttttggagct
tcgcectatgag
cggaggcact
caaatacatt
tggtgtctat
ttaa

gctgaccgga
ggccttetea
tttctgaatg
gacagttgcce
ttacaaggag
gttcgtgttt

<213> Mini-plg CNAFYEE FIE BRI 2R 75

<400> 10
Val Arg Trp
1
Ser Val Val
Glu
35

Ala

Pro Ser
Arg
50
Glu

Lys

Gln
65
Ala

Pro

Gly Leu

Gly Pro Trp

Val Pro
115

Pro

Asp
Val Glu
130
His Pro
145
Met

His

His Phe

Ala Ala His

Ile Gly
195
Val

Leu

Ile Glu

Glu

5
Ala Pro
20
Glu Asp

Thr Thr

His Arg

Glu Lys
85
Cys Tyr
100
Gln Cys

Lys Lys

Ser Trp

Pro

Cys

Val

His

70

Asn

Thr

Ala

Cys

Pro

Pro Val
Phe
40
Gly

Met

Thr
55
Ser Ile

Tyr Cys

Thr Asn

Ala Pro
120
Pro Gly
135

Trp Gln

150

Gly
165

Leu

Cys

Cys
180
Ala His

Ser Arg

Gly

Glu

Gln

Leu

Thr Leu

Lys Ser

Glu Val
200

Phe Leu

Tyr Cys Asn Leu Lys Lys Cys

10
Val Leu
25

Gly

Leu

Asn Gly

Thr Pro Cys

Phe Thr Pro

75
Asn Pro
90

Arg

Arg
Pro Lys
105
Ser

Phe Asp

Arg Val Val

Val Leu
155

Pro

Ser

Ile Ser

170

Pro Arg Pro

185
Asn

Leu Glu

Glu Pro Thr

59

ccgaatgttt
aggaagccca
gaagagtcca
agggtgacag
tcacttcttg
caaggtttgt

Ser Gly Thr
Val
30

Tyr

Pro

Gly
45
Asp

Lys

Gln
60
Glu

Trp

Thr Asn

Asp Gly Asp

Asp
110

Leu Tyr
Gly
125
Gly

Cys

Gly
140
Arg

Cys

Thr Arg

Glu Trp Val

Ser Ser Tyr
190
His Val
205

Lys

Pro

Arg Asp

catcactgge 780
gctecctgtg 840
atccaccgaa 900
tggaggtcect 960
gggtcttgge 1020
tacttggatt 1080

1104

Glu
15
Glu

Ala
Thr
Gly

Arg

Ala Ala
Arg
80
Gly

Pro

Val
95
Tyr Cys

Pro Gln

Val Ala

Phe Gly
160
Leu Thr
175
Lys Val

Gln Glu

Ile Ala
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210

Leu Leu Lys
225

Ala Cys Leu

Phe Tle Thr
Glu
275

Phe

Leu Lys

Glu
290

Leu

Tyr

His
305

Leu

Ala

Val Cys

Trp Gly Leu

Val Ser Arg
355
210> 11
<211> 750
<212> DNA

Leu Ser

Ser

215

Pro Ala

230

Ser
245
Trp

Pro

Gly
260
Ala Gln

Leu Asn

Gly Gly

Pro

Gly

Leu

Gly

Thr

Asn Tyr

Glu Thr
Val
280
Val

Pro

Arg
295

Ser

310

Phe Glu
325
Gly Cys
340

Phe Val

Lys

Ala

Thr

Asp Lys

Pro

Arg

Ile
360

Val Ile Thr

235

Val Val Ala
250

Gln Gly

265

Ile

Thr

Glu Asn

Gln Ser Thr

Gln Gly
3156

Leu

Cys

Ile
330
Lys

Tyr
Asn Pro
345
Glu

Gly Val

<213> Micro-plg GrieF 4k & F VAR IFD IR 73

<400> 11
gceectteat
gtaggggggt
tttggaatgce
cactgecttgg
gaagtgaatc
acacgaaaag
atcccagcett
actggclggsg
cctgtgattg
accgaactct
ggtcctetgg
cttggetgtg
tggatigagg
<210> 12
211> 249

ttgattgtgg
gtgtggcecca
acttctgtgg
agaagtcccc
tcgaaccgcea
atattgcectt
gtctgccate
gagaaaccca
agaataaagt
gtgctgggea
tttgecttcga

cacgccccaa

gagtgatgag

gaagcctcaa
cccacattcec
aggcaccttg
aaggcctteca
tgttcaggaa
gctaaagcta
cccaaattat
aggtactttt
gtgcaatcge
tttggecegga
gaaggacaaa
taagcctggt

aaataattaa

gtggagccga
tggccecetgge
atatccccag
tcctacaagg
atagaagtgt
agcagtcctg
glggtegety
ggagctggece
tatgagtttc
ggcactgaca
tacattttac
gtctatgtte

60

220

Asp Lys Val

Asp Arg Thr

Phe Ala
270

Cys

Gly

Val
285

Leu

Lys

Glu
300
Asp

Cys

Ser Gly

Gln Gly Val

Gly Val Tyr
350
Asn

Met Arg

365

agaaatgtcc
aagtcagtct
agtgggtgtt
tcatcctggg
ctaggctgtt
ccgtcatcac
accggaccga
ttctcaagga
tgaatggaag
gltgccaggg
aaggagtcac

gtgtttcaag

Ile Pro
240
Glu Cys
255
Gly Leu

Asn Arg

Ala Gly

Gly Pro
320
Thr Ser
335
Val Arg

Asn

tggaagggtt
tagaacaagg

gactgctgcee
tgcacaccaa
cttggagccce
tgacaaagta
atgtttcatc
agcccagcetce
agtccaatcc
tgacagtgga
ttcttggggt
gtttgttact

120
180
240
300
360
420
480
540
600
660
720
750
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<212> PRT
<213> Micro—pleg &4kt A VAN D I IR Fr 7
<400> 12
Ala Pro Ser Phe Asp Cys Gly Lys Pro Gln Val Glu Pro Lys Lys Cys
1 5 10 15
Pro Gly Arg Val Val Gly Gly Cys Val Ala His Pro His Ser Trp Pro
20 25 30
Trp Gln Val Ser Leu Arg Thr Arg Phe Gly Met His Phe Cys Gly Gly
35 40 45
Thr Leu Ile Ser Pro Glu Trp Val Leu Thr Ala Ala His Cys Leu Glu
50 55 60
Lys Ser Pro Arg Pro Ser Ser Tyr Lys Val Ile Leu Gly Ala His Gln
65 70 75 80
Glu Val Asn Leu Glu Pro His Val Gln Glu Ile Glu Val Ser Arg Leu
85 90 95
Phe Leu Glu Pro Thr Arg Lys Asp Ile Ala Leu Leu Lys Leu Ser Ser
100 105 110
Pro Ala Val Ile Thr Asp Lys Val Ile Pro Ala Cys Leu Pro Ser Pro
115 120 125
Asn Tyr Val Val Ala Asp Arg Thr Glu Cys Phe Ile Thr Gly Trp Gly
130 135 140
Glu Thr Gln Gly Thr Phe Gly Ala Gly Leu Leu Lys Glu Ala Gln Leu
145 150 155 160
Pro Val Ile Glu Asn Lys Val Cys Asn Arg Tyr Glu Phe Leu Asn Gly
165 170 175
Arg Val Gln Ser Thr Glu Leu Cys Ala Gly His Leu Ala Gly Gly Thr
180 185 190
Asp Ser Cys Gln Gly Asp Ser Gly Gly Pro Leu Val Cys Phe Glu Lys
195 200 205
Asp Lys Tyr Ile Leu Gln Gly Val Thr Ser Trp Gly Leu Gly Cys Ala
210 215 220
Arg Pro Asn Lys Pro Gly Val Tyr Val Arg Val Ser Arg Phe Val Thr
225 230 235 240
Trp Ile Glu Gly Val Met Arg Asn Asn
245
<210> 13
<211> 684
<212> DNA
213> L2 BREE AT (S5 I LR 7 )

61
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<400> 13
gltgtaggeg
aggtttggaa
gcccactget
caagaagtga
cccacacgaa
gtaatcccag
atcactggct
ctccctgtga
tccaccgaac
ggaggtccte
ggtcttgget
acttggattg
<210> 14
211> 228
<212> PRT
213>
<400> 14
Val Val Gly
1
Ser Leu Arg
Glu
35

Ser

Ser Pro
Pro
50
Glu

Arg
Leu Pro
65
Pro

Thr Arg

Ile Thr Asp

Val Ala
115

Gly Thr Phe
130

Glu Asn

145

Ser

Lys

Thr Glu

ggtgtgtggc
tgcacttctg
tggagaagtc
atctcgaacc
aagatattgc
cttgtctgce
ggggagaaac
ttgagaataa
tctgtgetgg
tggtttgett
gtgcacgcce

agggagtgat

Gly Cys
5
Arg

Va

Thr
20
Trp

Ph

Val Le

Ser Tyr Ly

His Val Gl
70
Asp 11
85

Val

Lys
Lys 11
100

Thr Gl

Gly Ala GI

Val As
15
Al

Cys

Leu Cys

ccacccacat
tggaggcacc
cccaaggect
gcatgttcag
cttgctaaag
atccccaaat
ccaaggtact
agtgtgcaat
gcatttggce
cgagaaggac
caataagcct

gaga

1 Ala His

e Gly Met

Thr Ala
40
Ile

u

Val
55
Glu

S

n Ile

e Ala Leu

e Pro Ala

Phe
120
Leu

u

Leu
135
Arg

y

n
0

a

Tyr

Gly His

tcctggececet
ttgatatcce
tcatcctaca
gaaatagaag
ctaagcagtc
tatgtggtcg
tttggagctg
cgctatgagt
ggaggcactg
aaatacattt

ggtgtctatg

LR IR R (S5 D I B LR 75

His Ser
10
Phe

Pro

His
25
Ala

Cys

His Cys

Leu Gly Ala

Glu Val Ser

75
Lys Leu
90

Leu

Leu

Cys Pro

105

Ile Thr Gly

Lys Glu Ala

Glu Phe Leu

155
Gly

Leu Ala

62

ggcaagtcag
cagagtgggt
aggtcatcct
tgtctagget
ctgcegteat
ctgaccggac
gccttceteaa
ttctgaatgg
acagttgcca
tacaaggagt
ttecgtgttte

Trp Pro Trp
Thr
30

Lys

Gly Gly
Glu
45
Gln

Leu
His Glu
60

Leu Phe

Ser Ser Pro
Asn
110

Glu

Ser Pro
Gly
125
Gln Leu
140

Asn

Pro

Gly Arg

Gly Thr Asp

tcttagaaca
gttgactgct
gggtgcacac
gttcttggag
cactgacaaa
cgaatgtttce
ggaagcccag
aagagtccaa
gggtgacagt
cacttcttgg
aaggtttgtt

Gln
15

Leu

Val

Ile

Ser Pro

Val Asn
Glu
80
Val

Leu

Ala
95
Tyr Val

Thr Gln

Val Ile

Val Gln
160

Ser Cys

120
180
240
300
360
420
480
540
600
660
684



CN 108210901 A F % 3% 19/19 T

165 170 175
Gln Gly Asp Ser Gly Gly Pro Leu Val Cys Phe Glu Lys Asp Lys Tyr
180 185 190
Ile Leu Gln Gly Val Thr Ser Trp Gly Leu Gly Cys Ala Arg Pro Asn
195 200 205
Lys Pro Gly Val Tyr Val Arg Val Ser Arg Phe Val Thr Trp lle Glu
210 215 220

Gly Val Met Arg

225
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