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[0001] A HITE SR ER 2017484 A 19 H SR ACH SR [ i 335 58 5562/487, 4205 LB AL,
FITi R S Al A 2 A ST 7 AR AR

BRARGUE

[0002] 7Y B R AR B3 2 B 22 e S B L 158, AR W S 5 IGF-IRZ A% H R 3L Al 7
Y232 I P— 2 S8 B SEAZ IR ) A o2 A< FE #1420 , AN 13 P R TG #h1 JF AE = 2 v, L 2 T ]
MU A2 FAT 1R TGF— 1RAE PRI 3K B i) 37 1 ) Je A v 7 A P SR B s V0 ) ik

BEEEA

[0003]  JEE &y RAFAE KT 1524k (IGF-1R) 22 B A B & IR BIIE ME B B B 32k . 2 7
VU SR AR SZ AR, BT IR 57 DY SR AR 52 A () A — 2 — 3o XOUB M 8 0% 3 — FR 4 B b o~ PR T R 5 S
B~ FRICH R . IGF-TREAAEH /ISR A D45 & 1IGF TRIIGE 11, IGF-1RASAE A 2253 241 5>
ARG M8 TR ol I 5 A B AR -5 52 A D 20 P A/ MR B 4 P R B R R A T - R
ik, Bl EOE B S AFEIRS—1 . IRS-2.She MGrb  10F) AN [F] 40 Al N 52 J53 ) I8

[0004]  IGF RS AL U 1E F P A E H 2 48 BONTR N TIE 50 ) 25 R I b % BB A6 DL R g5 5K
IR I : B 7 FARE 22 73 ZEFNPU AN P I8 T 1 2 A 5 TGF—1RALLT- 5% - 7 A4 R 5 A R 7Y
1M 5 A2 75 1 SEBR b, O 28 B TGF— 1R Ik J3 3R B g P s 75 4% Foh & R R 4 5
BT A 25 B2 I35 1 35 7R 5 R ) SCRF I Al e A2 K, FF HLAERR /N R A 3 BRI A
TGF—TRAE % Fh &£ 10 Jieg A e b 2Rk, 9F H IGF i K 5 TGP 1R ERM 43 1 e
A Ko GO M, & XS TGF— 1R BR 5 b B A 4 ) 355 = 0 o 1)V 22 20 PR 3 1) 38 4 AN v A
P R84 B ) A K (Arteaga®$ N, 1989;Li%% N ,1993;:Z1ia%% N\ ,1996;ScotlandiZs A,
1998) o 734b, IGF-TR¥) G P B 1 L PR e i 4 il Fifr g 3890 (Jiang %5 N, 1999) o Rl Ik, IGF-1RE
B0 A R RR g a3k e kD 2 AR o DRt , 75 T TR RO A | TGP - IRR B I 4 & W A1 T
%o

LZBARR

[0005]  AXSCHEAE F -8 FH 585 1 TGF- 1R 8% [ 302  [R b Y ok v FH TGE - 1R &5 1 yth ) A 2 i
JRAAZE A R B 1] A TGF— 1R 220 A% T R 1Y) TG 53 i 1% I I 1 S % 7 B SR Al TGF - 1RZR A 11
HEW

[0006]  7E—ANSEitflA , 24t TS 5 IGF-1RZ K FF R FE K P2 W) 24 A8 1 A% HF R AE A 4.
BN AE— BT R, BT B S A% R I R R I v R I A — R A o TR
H SN EZTR P B RRE e 2R £ 0 — AR P-C\ AT e, O R A
80 % BN F AL R () BB i B 20 B P- S 2Rt A — L 5 T P, A E R
(0 B T T 20 ) B /D — AR BRI TR R AR — L T, TR B S R AL
FRHESEQ 1D NO: 1-2HF FE— AN T A AR — L5 T, BT IR A% F IR S AR i SEQ 1D
NO: LI P B AE— A7 T, TR B SR IR AL S AR HESEQ 1D NO: 19751, 3 H &/
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IR — Win v ZR 4 o AE & Fh T I, Pl B ) SE A% B IR A TGP - IREE H 3R I AE — 247 [
LR T A
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B SR P- LS R B 5 30 % F1I80 96 B IR I By R B A2 P- £ SR ki R 5 4096 3180 % B IR
i 2R P 2 SR B 4 5 50 %6 21180 %6 B IR I o 2L B 2 P- £ S I i 2R 5 5060 %6 £ 70 %
TR T 1 2R 2 P— £ S B B R, B AR T AT AR AT VE R P- £ S R i SR e — L
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10%.15%.20% +25% 30% .35% +40% 45% .50% .55% .60 % 65% 60% .65% . 70% .
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ST T BT AN S A IR T 2

[0008]  FFE—LLT7 i, Bk B ) S A% H R I RS T 7 230 % H IR VG N o 72 HE 28 7 THI
W, BT B 0 A% T R 1 R A T 12 B0 25 MZ B BV Bl N o FE - Fh 7 T, TR B ) SEA%
BRI RN~ R 2 /05.6.7.8.9.10.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.
272829830 ML H IR - ]R30 Bl AT LA i B v (1) SR IR I~ 3 RS

[0009]  FE—L&T7 [, Frid B () FEAZ H IR A3 R 27.8.9.10.11.12,13.14.15.16,
17.18.19.20.21.22.23.24.25.26.27.28. 298K 30 TR , He & AN SEAZ TR h 1) i AR T
B ) A 5.6.7.8.8.9.10.11.11,12.13.14.15.15.16.17.18.19.20.20.21.22,
238024073 AEP- LR B B B AR ST R, T IA B S R I RST 2 7.8.9,
10.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.27.28.2984 30 M% iz , 7 H.
A EET R BB R B s b ) £ /02.2.2.2.3.3.3.3.4.4.4.4.4.5.5.5.5.5.5.6.
6665567173 il & B IR I SR o 28 R U, PR B I SR A IR 1) P H RS e L2 184
AR , o rp AN S A% T R P I B IR 15 B 2R B 1 AN i 147 P-4 U B 208 s BT ik B
() SER% TR )~ 35 RS AT DA A2 20/ MZ B IR , P AN SER% 1 IR vh 1 Bl IR I 1 2 v (R AN
16N R P- 2 8 1 204 s P B 1) A% H R 1) P 35 RS T DU 25 M IR , Ho A A 5
WP T ) B R T B 2 b i RSB I 201 P—- 2 SR i i 2 A BT IR B ) SEAZ TR () - 13
JGT AT B2 30/ % H IR , He P AN SEA% 1 R v 1 Bl 1 T v B B v AN B i 24 J P- £ U0
(ER

[0010]  FE—Le7 i, B ERE O S B MR R TR AL T, SE%E R
B 5 BRI L TR L — MR S R AT UL R MR E R T, H 2 £ 5
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T WA EAL B B A B =2 P- 2 5 5k DRk, BT BEAE A IR 510 7 TH) o] LA 351 5319 5 1
TE IR FF 1 S A% T R - TR PRV R — T SRS %) 43 A1 7 10 AT LA AN 5T 0« S 4b , ik B A
FIT 3R T ) B A% T R 2 TR) ) P— 2 A8 i i 0 e A Bl 9 T 2 A 0 7 1 ) DL R AN A0
VERAERR fill P S, BT IR ) S A% FP R 1 55 — 30 53 v LU 70 % P- 2 S8 S AN 30 %6 IR —
P B , T BT IR B I SRR TP R ) 28 3053 mT LA B 60 % P- £ S8 FL EE A140 06 B R — itk o /£ —
SETT T AL T IR AL & R S SEAZ PR T HERNA (siRNA) Wf#/NRNA (miRNA) B¢piwiRNA
(piRNA)

[0M]  FERFH T, HEWdt— P &G /£ — L5, BEAE A SEAZ TR LL£)5: 1
FZ9100: 11 BE/REEAFAE AE— L5 T, SR IR A IR R TR - AR R &4, il n
NE AR E W) AE— S5, B /D75% . 76% . 77% .78% .79% .80% 81 % .82% .83 % -
84% .85% .86 % 87 % +88% .89% .90% .91 % .92% .93% .94 % .95 % .96 % .97 % .98 % B
99 % i BRI AR /N T5 oK FE— 25 T, 2 /0T75% . 76% . 7T7% 78% .79% .80% +
81% .82% .83% .84% .85% .86% .87% .88% .89% .90% .91 % .92% .93% .94% .95% .
96% 97% 98% 5499 % g BiA 1) BAT /N T-ATOK o 7 — B8 T7 T, B SEA% IR ATE IE AR B A
.

[0012]  FE—2&T51HHh , B i 76 A2 BEpH N ANy L fip B B PR L far o A2 — 287 TR, )T =2
W VR IE o 7E 27 v, rh PRI 2 Bl IR IR R o £ SRS T T b, v MR Bl T A e P i
R EE B, o 76— S8 J7 TH B i S A B A 55 EL [

[0013]  FE—ANSEHti i b, P ft 10 2 A BH St 491 1) S A% E R SRR I A & 22 b
Al A A G AE— 7 T, HEWHE— B E IR IT 7.

[0014]  FE—ANsjtaflHh , $2 4t T H TR R4 W IGF- IR H R E ER 7k, HEH
1 241 a5 A e BH S i 481 (1) SE A% EF BR A A W B fih o 72— L6 D7 TR, FE A AR R Y TG - 1R AN
U WE B R TGR— LR R Uit 3[R ) 3R 0k o 78— S U5 T P, 41 2 Wi FLBh W Al i o 76— L4 7 T
HH 21 2 o T A o 7 — S THTHR S0 2 A1 R T A 0 I P TR 1 20 L 9
PERLAIHD « 40« H 2R 5T (NK) 41 A IR E 20 0 S T4 AL BLH AR A SR 4 i L A R 4l B
U 210 L P 47 25 2R 00 200 L o 4 5 8 7 T v 5 4 A M2 5 g i, AR L ML I i o =5
P A R IGF-1RIFAE H 4l i e 1 %% CD11b.CD14.CD15.CD23.CD64.CD68.CD163.CD204
CD206H [ — AN B2 A o 78 F= 28 77 [ A, 5 A% 40 i A M2 5 AZ 0 i, 7 L 4 i e 1y b 3Rk
CD11b.CD14.CD15.CD23.CD64.CD68.CD163.CD204.CD206H1 ff]— AN ELZ AN o

[0015]  FE—ANsLtifsl b, $2 4 7 F T 1 G 18 V6 9T B AE I R H IR I J7i%, ik 7
AL A A MY 5 A e B STt 191 (1) 245 A S WAl o AR — S8 THI R, BT 7V AR VR B AR Vi
JiE « B 3% M 973 R e P B (1) T ¥ o FE — SR T T R, BT T VR VR T TR BXAE % B
2L HFERIE (Alzheimer s disease) & 98 1 W « 280 FR 995 HH 1A Fo & 2= 1A R0 4 52 81
AN T SR T T 1 9 HH % B A S 1 A S SR T, AL R A A T
FRYGTT A S E B AS < BH S Tita 39 () 25 M 2060

[0016]  FE—ANsja b, $2 4 1 B V67 SR AE « B e 98 P 350 95 SRk G 1 2 9 1T A
PR T7E S BTIR 7 VA B 1 AN e PG T B RO A B STt (51 ) 25 A & ) o A — 26T
T, MR N AE— ST TR, Jai A 1B e i IV S VbR E2 R JR i B i B e
Ja  FL S B Wi B e SR U B P T R A R B P L SR U



CN 110650727 A ﬁ'ﬁ HH :I:; 4/35 71

I OF S B e o ] AR R BH B 7 VR VR T I IR SRR AR BR T B 2R BT A e L IR AR
Jas LD e LS Sk SUBRIR 40 M i L LS UK B A L IR S0 B | T it e L 45
Jei R JBJRE BT AN LR L 48 B A & IRURES 98T (classical Hodgkin’s 1ymphoma) F1-FE AL
JitIeg DA K 1 Jo 15 200 60 988 40 P 7 i T 00 M 3 I 4 B S A M b S A P T 2 R DA K
22 P A MR T 3575 T 0 ek e 240 s e g 4 e v AR AT ART B MR AR A AE — 28T T, A
By o e R A Th2 W Ve 5 B e B s o 72— L8 T7 TH 1, H B S e 5 2 2L BRI L 0
BROVE Rz 98 RS RZ 95« e OS2 PR IR S L 5B AR LR RME I S BE R I BB e MR S I R 2 R PR
T HORE (multiple chemical sensitivity) EFER TR R IZEKIE (Sjogren’s
disease) it B RIKJK (Crohn’s disease) KR « 2 K P AE AL IE B S KB AE ST & . 72—
S 7 T S 2 A T TR R T | B T R L B R L B B A R AT i, H A
W R T ik A BRI S N e FH ) o A2 — S8 07 TR, B D7 vk — A i ANt FH 22 /D 2
TYURIT IR AR T, B U T VR ARV A TR VBTV A RIT VTR
FITVE R TR B MR TR A ST T, ST R e e A L T AR BT
[, 2 -Gt s> T TR I TGF- 1R H B 3R K o £ — N SL it 5, $2 4L 7 FH T~ 3955
P55 Vr FE TS T I G S SR 7

[0017]  fE—ANsLptfi o, 3R 4t T TR AR B IGF-1IREE B R IE B 7, HAH
A M5 9697 A BRI A K BH ST A5 ) 24 W 26 W B fil, ik A BH St 491 (1) 25 W0 2H 5 )
BELT AEEZ TR BIRNAHEY, Kb FE TR 5 IGF-IRZ L BRI =4 44
AL, Ho A IR A I TR A% IR JE o PR R R A A B o TR, e B
TR BERR e B 2R i 2 /D — AN B P- 2 E I 40, I H A A EIL80% B — >
FEAZ TR ) W TR e B AL B A P- £ S I B G s AN 24 2 b mT 2 (M 35T, H A SEAZ 1 B AN
R L TR -IR R &Y.

[0018]  FE— NSt b, $2 4 7 FH T I A I8 V6 T B B N R H IR 7%, A
A M5 V697 A R0 A BH ST A5 ) 24 W 26 B fil, ok A BH S 491 (1) 25 W) 2HL 5 )
BWELT AEEZ TR BIRNAHEY, Kb FE TR 5 IGF-IRZ L BRI =4 44
AL, Fo A IR B I SR A% IR JE e PR R R A A B o TR, e B
TR SRR e B 2R i 2 D — AN R P- 2 E I 4R, I H A A EIL80% B —
FEARZ T R P ) W TR e B S B A P £ S I G s AN 24 2 b mT 2 (M 35T, Ho A SEAZ 1 B AN
R L TR -IR R &Y.

[0019]  SEA% H IR AUHG 5 g A 41 H 1 Bl 19 ¥ 2R 1 R IR B AR TR 70 1 e M A 228 1) e X%
FR 1 “RE I ARAS” B R I LR 77 T 5 3EZIR 77+ A58 FR 1T Rk ik b, “%F
T AR I A A B R DR B SR 2 B RS o FEAZ IR VT DA SRR AL IR , HF HLnT DA
AE7.8.9.10,11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.27.28.29.304 5%
B 2L AR E TT T FEAZ IR AT UL S 15830 L 195254 . 20 3234 B2 14~ &
SRR o 7F FE LSt A5, TEA% TR U i R a0 i 1 i A 0 A M LB M 4 . (1) T
NFRYIHE) A=K JE R 1 5 i3 o BEAZ P IR v LA S 2 M A s A B 8 1, EL /i of g 22 AT B
e B DR 1 9 1 o AE R BE STt 91, SEAZ T IR A B0 7 B — PRI SEAX IR o 78 L S it
B, AR AR 1,23 A EE 2 AN BRI 2. 3 AR al B 2 Mg i% B IR . 4 &
Y] LLdE— 2 A8 a7 R s e Pum 7 BT ik 24 770 AT DA N BAS 5 N AR BH ) g o 26
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Gy B AR o E S A STt TR R SE A R ZH 43 I R AR B LA 2 Y

[0020] ‘3R L “ELE” FNH N 2 Fa AR IR E NG T A I 5 R G 1 24 R0 4 B B SR T R
VR 25770 T B TE v B B R R B S, 491 T g Jo A aT DO 24 770 B 7R I 52 9 -
B EF 7RG TUE P9 S B2 8] 1R 7 7K B 3 o PR R e Sl i vp , 245 % BT G S A
W) o T LK) b n] 4252 1) 28 77 1) Rl ) N S A B A 5 it FH o

[0021] 7Rt si 5 b , i o 40 20 FLA A b r PR R 7, X2 DR Dl LA 5w PR Tl IR B
e H VR A o 7 B Ty T AR, R VR B IS OO DR N T AELRRC, 451 i DOPC B Tl i Tt A A
(“EPC”) « — AAEI: B ARBEAEAR (“DLPC”) « A & E L 16 Jl IR HELAGR, (“DMPC™) « A ARl 5 1k i
Tk REA (“DPPC™)  — T fis 1ok il s Wk RELAE (“DSPC”) « — W JHi Ik s FE e AEL AR« 1, 2— — 48 A Tk 2~
sn—"HH-3-BE R ARG, (“DAPC”) 1, 2- = B Ik 2 —sn—H V-3 R IR B, (“DEPC”) 1-A
758 - 2 A e I g T PR IR (“MPPC”)  1— Al bt 2 —2— P 5 5 P sk T B EL s (“PMPC”) L 1-
TR AT 2 — 2 — T Tk ol AR Tk EL AR, (“PSPC”) « 1T g ik 3 —2— A Al b ik M Pk BB (“SPPC”) L 1-
RIS 22— 2— VIR A AR TBE AR (“POPC™) 1y ok 22— 2K R Tt sk R TEE AELAAk (“OPPC™) B0 I s
JIg ok REL A o 7E LB T HR o 1 T T AT LA T T IR 2 A, 51 o v R I T 2 I
(“DOPE”) . 1 e Tk ok g I 20 B e (“DSPE”) « PR G 72 Ik ol g Tk < 2 e (“DMPE”) « A2 Rl e
Tl i 1k 20 B e (“DPPE”) A HE 5k it 5 1l I Pk 2 12 e (“POPE”) B I AR Tk 2 % g o 7 T i

St o, BEARZH 73 AT AL 2712234567 8B B 2 FhE R BY Iy v PR NI o 75 & St 9]
o B ZE 3 AT AAS 520345 68 58 2 Ml R Y h PR AR

[0022]  FERELES o), IR B4 ml AR A B A bk Y H g, TR R R AL Sy TR
Ao (1) R Jo3 FR 5 70 R g 1T i 5 o M 5 2E 23w DAt — 20 60, 5 v P W A (1) I R BB AG «  1E PR
Ao (1) HG J93 T LA AR 5 1 B a7 PR RAE A o iy 70 R fr 1 i JO R A i 67 E A ) B T o iy 670 Ay 11
JIE T DA A Tl I Tk 22 G IR » 91 ) PA) SRR T 1l T Tk 22 2R (“DMPS™) el I 1ol T 1% 22 2 1R
(“DPPS”) Bl i it HE ot 22 2 % (“BPS”) o iy 70 FEL £ [0 16l Fig mT A 2 1ol J It vl 4970 da — ) A TR A
RE®EH h (“DLPG”) « /A G2 Bkl A Ik H il (“DMPG”) KA EE i ARt H ok (“DPPG”) « 1
JIE 5 15 I % Hve (“DSPG™) B3 — Jh BBt 5% T 5t H- 3 (“DOPG”) o 7R FEEE S5 vh , A A W idt— 2
0, E MR B2 B R 2 Il (PEG) o 75 & St ol o , 4 A W R AR b AN 15 IF ] I o 7 SR 10 5 it 431
o R R R SR AE R I o 723 e St s o , Bl i 2 6 i Mg

[0023] g JsifAc ] LA e — Fhas 22 P A il A, IR B M R AR ANy L BT B
HEWHEA T AE 15 7 FBH Bl I R0 LT 2 o 4538 %) ol e 0, 6 2 S T PO R o s 4k
FIFEARN G T R F B R

[0024] A BRI H— AT TR LT RS IE B A 7, A &g S A
B B PR NG AL G A BT IR 7 VAR R SR W AR R B S A R A IR S
T R | e N N R EA i R SR B L R e s M= e st U= L I NG N TR NEL el
PLALE BT 0 B o BT I 5 3k o] LA E— 5 AL YR 7 o R sl L B 3G A PR 150 1 vk o S RE T
ECYR T IR M9 B B B B K FL DS S5 B0l B Wi T R Sk B U JFF I bk
b T S B ST AT AR B B AL A IR S 7R R St BTiR vk
b2 B R AR g M 0 B A PR R LI 5T o TR 4 R DA e i 44T e 2 L 7
FLs i, iR 4 AR T A dI i AR KL i S AN A 4R TR T, B/ S e A
DRI 6 128 o SEAZ EF IR P DA A1 1) 76 o 40 3o i 38 ) 25 DR ) A 1
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[0025]  7F B EE S 5], AR BH 1 07 iRt — A ) AR it R A BT V2 o BT B4 M
ST DR & i AL 297 vk (B AN R A2 % (paclitaxel) B2 Fh3E (docetaxel) ) J/MELF
AR TBET AN SRR TV o AR SR T T R, A 57 VA2 2 PR AV SRAZ I R (CDDP) =
L RER R O AR S B e IR NG 9572 (melphalan) (2K T FRZTT
HiH % AR AR R RO ER I ER RER G FER 2GR KTnE
(etoposide) (VP16) fth % E 75 (tamoxifen) B E 25 (raloxifene) ME R 2R 45 & 7).
A (taxol)  # PAAHIE (gemeitabien) BT /RVE (navelbine) iAW 3 2 1 37 7% Wi 410 i
A5 H 5 R EE KRB0 AR AR F UGS B L2 G o 7R SRR St 451, A0 22T
e A5 22 PUAth ZE B SR A2 BE K SR A2 6 o AHN T AR B ) v M IR B 46 » Ak 2297 i el DAL AE H
A A JE ERRTIR A G a1k A ST AT LAAE P AR AL S 0.1.5.10, 12,2024,
30 48E 72/ N BB A 1] P a2k o o PR B4 BB hU T VR B R R i A A P A
STV PR T DA MR P SRR IR PN B2 T 8 1 B e A A2 ke it

[0026]  Fut AT LAAHRS T A I BH IR AR AR 5 v B2 & W =R SI2 it A i B 5 R BT 151 18 IR AT A S
T, H H 2 TRER o WAk A% BRI 26 40T B S BA A BRI 732

[0027]  nASCAAE A, Bife @ 5, “BEAR EAE AR T EWE R A ¥ E
4 3 W B S 1) 2 2 S ) Hh AT/ B BA 2% O sUE CLIR B A7 AE - PRl kL, HH 20 A AT AT =040
15 4 AR ) FE A 1) S B T0. 05 % , ARIEAR T-0. 01 % o Fo b B bR E 2 A 5 v e idda
MRV R 8 2 4 0 AW B

[0028]  4nAUiBH A5 B, “—AN/FF (a/an) 7 BT DA — AN/ FRERZ A/ Fh o GnAUR| 2R
R pr A A, 2 5 R ST A A, SR AN/ M T LB R — A/ MhEE e — A/
Fho

[0029]  BRAEBA#AFE SR BATT SR AT7 ZEAHHEF , & WIAEACR]ZE K 45 48 RS
“B” T AR /8 HARA T SCRANSE BARTT AN RN/ B ) 8 S WA SRS
“F—A/ M LR 2D AN/ R 2 AN/ P

[0030]  FEHEANAHIIE R, AE A" H T 363 B R 2= 1 WA 22 40 (Frid 77 A
SR 5E b8 B FL AR L AAEAE R A2 AL

[0031]  #RYELL N VELRFIA , A A & B 1 VR s AL UK AR 15 0T B WL o SR 5 Y
PEAA , VAR R A0 H AR S B AR R I T AR R B B D de STt 5], (HAN DA 6B 0 07 g e, X 72
DRI A R AR T T30 A I 5 AN T BH R R e R ] P ) % o 38 A RS 5Ot T i Je AT KT B RN
AP AR/

kit =152 A

[0032] DL R AT A Ui B i) — 8843, 3F BB FEE N Lt — 0 I A K B (1) S a7
T o 38 3o 45 A A ST BT S B EL AR S 49 (0 VE AR A SR S ik s A ) — AN AN T LR
U R AR A R

[0033] P& 1-lg AR TGF-1R e XA AEIR /)N R HR R GL26 1 490 i Jie e 1) 2 e o 388 1 AR AN GL26 1
AHHE 5 14K [m) /N Uit FEA . T-SEQ D NO = 1A I o A4 TGF— 1R Jse XA Mk i AR TGF-1R
SCYIB LERE N /N BR, A I GL 261 2 it b ga 1) A K e
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B AT

[0034] Dy VI IGF-1REE H R IE , A K AL 7 H TR PLICF-1REEZ H IR (i an & [l
FEaEAMEN ) 3@ G B A % B AR R AL S AT, BT g AL & ) A8 5 L T T o
e B A LT AT G B G, RO AR R IR B2 540 , 3 Fo 7 JH J8 sk i Ik A v ok 4 B 1
i 3B 3% o 3X e 5 vk R DU 0 B 967 R E YR TT E B G 1 e BN 5 b 98 1 B RS
1) 958 [ B

[0035]  T.Hg )5 ANfi i

[0036]  “fEBifR” FEA ST T =38 BA MR XAUZ & T B 22, UL AT LA SR B A
SR R 1) B IR o 2 A SR o DRI, I Jo A s Ve i 88 0 AR s 3 A T o X B SR AR AR 1T
TR - Fh B 2 | 22 5 A0 22 BEY G R A 18 FHARAE o 5940, g R mT LR R 8 S EHR
GEAE o G AR o] DA SRAE D B A 5 A Tl IR 002 I R PN 38 3 7K A Joit X B 45 4 » 22 2 IR o A
B A 85 KA BE BT 0 2 A8 52 - H AR R &7 Tk & /K I 3 &Y . g
A A3 AETE i PR 45 M 2 H 4 R EHE, FHEAENR BAUZ 2 18148 3R 7K IV A % 5t (Ghosh
HiBachhawat , 1991) o JRTT , A% & B AL R 55 AE VAT B 5 1R 8 $EIRE5 AR () S5/ K &
Yo 28451kt , A5 5T T LA R B A 25 M B AR AR 52 43 I AR 3 — R AR T M A7 AE

[0037] Mg A 2 — I 20 PRI , BTt 40 K R 2 25 ol 245 9 32 326 381) BB s 2H 2 1) 2%,
A o B AR R ST A RS e TSR A 2 7R Rg 2L b, I3 R G EANIE SR, 3 H L4275 100nm
F780nm2 [H]ANZE (SiwakZE N ,2002) o AL 2 T, K2 H0A 4300 1 1E & 15 N 2 1 FLAE <
2nm, 7 B4 L8 5 /N i Bk FLAT A2 6nm o A A7 B R ey R T 5 4k b 4 B8ty 1E A A () I o
A B Pt I B o 25 k5 SR, Sl B 9 3 B A 7 e g 1 T JB ) 2R Y 2= sz el AR N B2 3R 4
(RES) WS A2 1) T 28 o 28 S 3t , 25 A8 A8 2 [) I i 40ty 70 P Ar P I IO ot MG T 22 20 PR
ke T TR AN B8 T T k) B0 I B AR L mh R T oA B AR TE B o A R A AHEE T
25 ) A 8 1 b v g AR, RS T I8 AR (1, 2— — Jh B i —3— = W 3L 4% 74 52 [DOTAP]) AR
2 IR AR -DNAK & W 5 Re 38 I P A A PR I A RS L /87 () PN B 441 B o B0 45 5 A Ak
(Thurston® N ,1998;KrasniciZ A\ ,2003) . BHE 1 A& Ji AR v] B8 AN A& PR AR A fi s 41 o 3k 16
AR, 3K PR O 5 e 20 M ) 2 T A B A P A R R AT AR I A B R BRI AN, 4] T ek
% RS MR ERA 3 — B 45 & (KostarelosZE N ,2004) R, oh P Ig B A& ALL 7 B A 5 47
) Jirh 93 P VB 385 & 4 I oA s 70 ) B R L 2 B SRV o BHES 1 i o AR S i i AR
[ A 8RR T TT 53] 7)o RORS AP 5 A AN I 50 8 R , I H. 5 451 anDOT AP 540 BH B8 - Jfig o 445 AH
L, 2240 BH S 1 g oA fy 3 A FH S R B f2 (Dokka 28 A, 2000) o Hh ik A9 42 g Joit A BL - &
AP H I EE Y (Guitierrez—Puente®$ A ,1999) o PH & T i Fifd B ARG RO T A% 1% ,
EAE AR A 5 PR A 7 T8 A R DA BIR » SX B A FH T AR e 4R AR P AR 5 LA R R BUGTERBEIU%
TR N 25 W ) Sl o A AR S A A B A Hh e F ey 1 T 5T B B R ek P s O R B A5 40 491
1, 2- ZJHk 2 —sn—H - 3-BE ER IE A (DOPC) , 3 A2 PR Sy FL HL A H P 1 Jo e R D ML 78 4R P 328
KR LFEZE R

[0038] AU BH A FH T4 491 dar Js ST A% EF B T S A% P IR 5 1 ol AR/ B g o Ak & 6 1) 7 ¥
FIZHEW) o AT DK SR R FE NG AR 25 7K N 38 B5CA 72 I A 1 g o U2 N a8 it 5 i
J A AT A IR o S5 46 W e 40 1 T 5 8 PR e B2, A g PR b i 3k, Sl iR &
G B H o B B A R R SRR R G, SRR A G, LR E S TR+, 5
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R —E NS RRE G, L e 77 NS G B4E & A ST S i s B sl g Joifa /
TR E R A AR T TV P AR 58 S5 48 o 259 ok Ut , LA DA RLXUZ S5 R T 5K
DA SR SN “IRRR” 45— e A7 75 o F At ] DL T B B O AV VR R 7T RE T BURST BUE
AR — B TR

[0039] A.fEJ5

[0040] g Jofi /& ] DA R ARAFAE BA B i 0 40 ot o 5 491 S 0, I JoR 0958 R SR A7 A8 T 4 M I
H I 0798 LA 2% BT R AU R 4 AR N SR AR B B R ) B A R M 7 e e A4 dn I T TR I
it G B NS ) FL AT AR — AL AW SE B HR R L, 2 Ve 22— sn—H i — 3 -l I A A
(DOPC) »

[0041] A< BH () A R 2H & 0 ml DAL S AR o 70 S5 e st 451 v, m DAFE 451 G g Joi 4 1) i
AP 7 A FE B AR R R I AR o 7E L e St ) rh R DA R — el ik —
ANRA B -

[0042] 3 His 60 455 H v 1ol g 0 L B 0 o Bl M L TR (RS BR T — Jh e Bl AR R RELARL (“DOPC”)
HEWEAEBEARGR (“EPC”) « = AAEMEBEREMEAR AR (“DLPC”) « — A &7 5 Pt i g I AELAal, (“DMPC”)
TRRAE T B HE TR ARG (“DPPC”) R HE MR A% AR IR AR AR (“DSPC”)  — MV Jh I 1ol g I AEL AL L 1, 2
A -sn—H -3 ER IE AR, (“DAPC”) 1, 2— — — R IE B FE - sn—H V-3 W R IH Ak
(“DEPC”) 1- A 5. S o 32— 2~ A A I i MR TBE PELAL (“MPPC”) « 1~ A ok 3 — 2 PA) 5 78 Tk Tk s T
B (“PMPC”) \ 1— A gt S — 2— el I I 1k T Pt IEL Bk (“PSPC™) 1l A T 2 — 2 — A A Tt sk 5 T
AEAR (“SPPC”) A AEl Bk e 5k #2k S PR AEL B (“POPC™) « 1— i Ik 22 — 2 — % el T i i Tk AL Ak
(“OPPC”) « — AREBLBENEEEH il (“DLPG”) « A S E B i R It H- v (“DMPG”) « AR AW Bk A
ik H il (“DPPG™)  — i s Wk B Ak H o (“DSPG”)  — kM AE Mk H i (“DOPG”)  — PN & 58 ik
WEAE®E (“DMPA”) \ B M EE# B2 (“DPPA”) . —figf FR E i AR FR (“DSPA”)  — yik % i AR
(“DOPA”) « PR e Bk o M 1k £ i (“DMPE”) \ A W1 IE i MR Tk 2 W fie (“DPPE”) | T g Tk
Wl AR Bt 2 % % (“DSPE”) « i Bk 8 e Bk 2 B e (“DOPE”) A il Bk b Mk % Fg Ik 2 W% e
(“POPE”) « A W e Bk o M 5k 22 &R (“DMPS”) « —AE WML i MR ok 22 &R (“DPPS”) i e Jig Tk
22 7 W% (“BPS”) A HEmE BN (“DSSP”) A $ AR (“BSP”) « ARMEEE 8 AR (“DPSP”) <
s I 198 e T FEL ek 0 7 o I T 2, P e

[0043] B3 M 60, 47 151 Lur ke S TG FOEL A Tl G T o R 28 g I 2 I e s DAL D)9 Tl R T < e fe R
JE ot LA AE A R A A N (RIELIpH 7 7F) ANy B g , BT LI Se b & 4 vl DUREJIE FH T A B
PR AR o 7F = L St 451 o, 15 IR DOPC A T 7= A AN HL Ao 14 JIg S0 A B i R 2H 5 40 o 7 e e st
Jite 451 R T DA AR e A o (451 ar L] )

[0044] B AE AT LASK H R AR SKIRE A BRI AR , 78 3 B8 St 451, A5 FE A7) 2 25 1k s T
FEB B A 5 18 e P LA 1 TR o M T LTS240 O TP UL REE o U T S DA 0
T 2. T e B8 40 o] Tk A T 2 I e 170 > L R SR SR U 1 i M 1 R fEr i s CRP 5 s g 2 5
50 % B HE ), 1% RAX AT e S BTSRRI AR A R e FiB TR

[0045]  B. {4 g oaf

[0046] A SCRTAd T, A 1k R R A T R AL A 7 BR AN R AT ) AR AR B IR R AL A7
5E SUNEA — PP 2 FiR 5 e TR ER R &4, Bk — PPl 2 Fioig i = A R B i
()35 L Ap (A B AN HLAT) o £E BELE S vh , A 12 I B A BIE B 2H & P mT DA 3 B FE A
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Sy VI T RN/ Bk g o 7E R e S A, 5 IS BT RT LA IR N B T AR s 1 R o A BT
JRA B o 2GR 15, W LA JE sk 25 Ay T FE g 1A A JORRA i 570 FEL i 1190 I Jof ke 2 s 1 i o4
R S e 7 N = L £ 110 I N (DR = 97 N e oK < 9 I = E R T 7 NI i e s e 7 N
AN H AT R AR A 4 e B (B a0 g SRR ) 9 1 i o (ln SRAFAE R ) B AR S 5 —
Foh2EL 43 149 A 2 FE A7 HE R 10 B AT (48 4 20 T-10 % BB AR 16 20 T-5% 3F H & it /b T-1 % 241 4
FEAHETH 1 L ART) o 75 A BH 1) it S S it 451, ] DA o] 2% — 2 &4, A 26 0 i i 2
Iy rR B B A AN 2R AR

[0047] i JSRAA ) RO ST A0 T VR T AR AR o B80T 7KV VPR 16 i ok — i S BR T BV 1 7
R, F BT LR A G BOSUZ 5> 11— DA FL JZ B — 2 AT BE S H XY R R 1
Gy TR, Frp XA SR KA 53, 3 BY 2 Bk IR 4y o 76 & /K&, FE21 RO JZ DL 1S 55K
gy Tl TR e 5 KRR A, T K X 3 ) T B AR & 2R UL, 24 i TR A7 AR KA
B B8 5321 0] LA BCERAA HEFUXY-YXIXUZ  BR R 2 48— AN B o 71 27K B 4y
FUBR 7K 73 AS AR W 25 5 B, ] B 23 T BTG o SR B A o 1K 26 SR AR AR ) RS R IR H e T
VFZ AR AR &, 51 a0 770 0 AR SR ANVE VR R i e S I AR AE

[0048] AT DAARHE O 092 5 28 1 A 1] 85 AR I BH 3 Bl P 1) I oA , ik 2 0 S 5 2 52 R 43
seBangham® A\ (1965) 1) 777%, H A 2 B 51 I 77 SIF A AR CH s Gregoriadis (1979) 177
v, RN AL 5] FHE 7 IR A A SCH s Deamer flUs ter (1983) B 7, HL N & DL 5] ) 7 =X
N ; fISzokaFPapahad jopoulos (1978) Fi i 1 J AH 7% 2 o B I 77 205 HL AR B A i 3R
B KM R BE AN AR LI B 7K 23 8] =i kL 5 THEAS ]

[0049] 75 Bt e st 45 v, A 1 HE PR AR R DA A T3 a6 49 G S SCSE A EF BRI SE A% R -
JIE Jo A T D3 A5 0 B A R R R A A 1 B — P R ) SE AR IR, B 1 T B A R DL A
X 22 A T IR B R (1) 22 P SERX T IR » U4, A 18 I TR B TR AX P R A1 I8 vl DA & B 523
770 5 IR, 78 B S it 491 A, mT DLKE Ak 23R T 70 RN SR A% T R 0 AR [R) Bl sk a7 2H A ) v i ik 2
A (] N A4 b g 40 )

[0050]  mJ DA 4 i o Bl R T g TR 7K, I FH B i 7 (19 i DPBS Bl He pe s 2% 411 711)) LA
IR E A ARG, AT AT I IR TR & R R SRR A - vl LU A oA DL 2 1) A 1ol i
WPE (1 an£910-200mM) 237 235 . il LLE I 7E29,000g T B 0ok B R BB EZHIR , IF
Ve HE AR EE £5 s o 53, m DLd Ik 0] i A B AT R LR R BE I FE TR - AL
WA BRI & 7] DRI SR HE 77 15k M E .

[0051]  TT.4ikER Rk

[0052] ool P S A T I M LA 00 1) 400 Lm0 268 AT 1) e S B 3 - BRI IR 1) K P v DA B
FI50N B 2 ML TR , H B AR S5 v 7 B 30 M% R o 70 L L s 51, AL T IR
KR PAET7.8.9.10.11.12.13.14.15.16.17.18.19.20.21.22.23.24.25.26.27.28.29
B30 MZ IR « A% IR 7] DL AL 3 A% IR AN/ BRAX BRI ALA) o T8 5, 00 1) ke S A T I 2 44 i 4
I P ) B DR PR 2 3 5 SR , 0 R ST A5 v, 470 e S A 1 TR T L 9 o 400 B A 1) e —
AR 2

[0053]  YESEMTFIRN , FAZ F IR I 4H 73 A 7 B AR 24 LA MR R AL sl 8hy o v () n S A% 1
iR ] DAL B A% R FAZ TR B A% R ZRAA) o 75 AR R W ) S e St ) v, S A% PR ] LA B
TR IR AR A I AL H R T DL %5.6.7.8.9,10.11.,12,13.14.15.16,

12
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17.18.19.20.25.308 5 24> (C04& HL (8] (1) B A 0 ) TE S A% B A , Pirid i SR A% Bl 2t 5 B AR
WL 4428 PATE BROURE 2544

[0054] TIT.#%M%

[0055] A< J BH A FH T8 ok A 4 i Jof A4k 02 28 SEA% TP R 1 J7 VAN S o TR R SRR T IR £
TZIRAN B, i LS S A% H IR 5, 0] LA FAZ IR FHOCTT V% (BIANAZ IR 77 A IR IB I SE) o
[0056]  ARiE “WR%FER” LE T J s b A BT B R o A A SC A I “RE PR — 2 18 B0 & i i 3k
[¥JDNARNA K HATAE W sl AN 7T (BIBE) o 1K 28 58 SUAE 48 A HEA% TR ol DU A TR » WU 1%
FiR ] DL 3E Ik 58 4 RN &5 G i T B s AR, 78— 8 STt 1) A, XCRE A% R v DAE 3ok 35y Bl 2 A
L H AN AT o U0 A SRS A, BREEAX TR 1T LA FH AT 4R “ss” Ko , OB EEAZ IR 1T LA FH Hif
2% “ds” Fowo

[0057]  A.¥%BdE

[0058] WA SCATAE F , “RXBRE” J2 ¥ Ze A B2 , 49 A e 2 /b — PP R SR A7 AE A% 182 (RPDNA
FIRNA) Fh %% B R ARFEAE I AZ B IE (BIA LT G CERU) LA R b A% B L ) R AR B AR R SR A7 A
(R RT A= P RIS o A — AT DL 5 & /b — AN RARAFEAE (R A 2 — 2 (R “REA7 Bl 7%
L) A2 AN A, 7 T LB RO R AR A B T (B A S5 T.G5CHIASU
VB S BESE) o A8 P A SO R I 5P Ja 40 380 1Y) 5 8 1 R N 53 P L A AR AT Ak 2 BOR R A
PR 7 V2T DA R T B T R L A R

(00591 “NEENA” 1/ BIg “Wak g™ A% Wi L J6R) 5 R SR A7 5 11 W W& 1/ B s g A B 3 DA Je AT A
ALY, B FEAE AR T Bl e Js R b VR R xR (B4R S VR B B B s b
ST A3 AR — AN B AN B 1 A B I o R I e 2 (8] o 2 R B e L 4R A B
T A2, 2493 . 2)4 L5 B 264 ik SR 1 o MR B I 118 JHL e S BR ) e ST A1) 5 ot R
2,6~ " FENEIS (5 TRURMEIE \ BIERS | X B MG | 8~ L NS | 8— G Sy NS UK I LE AR L 8-
I NS | 8- FH Rk 1GNNS 8- FH L 19 NE A 8 —fiff I NI DA | G LY NE A | 2GR FENE IS (52, FE i
WEIE 5~ SR MR IE | 5—VR R IE 56— £ Jk R WE | 5L PR I g \ 550 PRI E | 5— TN 2 iR M
B bR W35 g 2— P ke P v | 7 P A (N, N B RN A | B % FIR L ey | 8— VR IR M 1A | 8~
FRILRRIENA | 6-F0 HE G FENENA | 6-FRMENS | 4- (6-3 JE O 3 / s g ) A5 45 N AT g 177 A )
R EFEEAR T @S /IR ERIR) acde/4- LB IEMT Mambs2u/5-H AR
LR 2B R . Chmbu/5- GRESFREL I AL) JR1TF Man q/B.D-H @& HEE 1T .Cm/2” -0-H
FE M Membs2u/5—F 4 3 Fr ik B -2 PR . Cmnmb s 2u /56— 3 H L S0 3 - FF -2 1% IR
F Mcmbu/5—F 48 L Fk FE 3 PR L Cmnmbu /542 FE FH 2 3 Y 3L R \Mobu/5-F A FE JR
D/ AR Ms2i6a.2- FBR IE-N6— 7 L JE IR 17 \Fm/ 20— FH R B IR 1 \Ms2t6a/N-
((9-B-D-WR IR A% B 3 -2 H JE R RS —6-28) AR H BE L) 77 &R \Gal q/B, D FL 3 4
HF Mt6a/N— ((9—B-D—1Hk IR 427 i FENEE N4 —6 -k ) N—FH JE 5 ik F R L) 75 &8 \Gm/ 2 —0- 1 3L I
T Mv/JREF-5-F LB 1/ WU cobu/JRE-5-FHE L (v) 16a/N6— 57 K M B MR 1
Osyw/tR T8 AF .mla/1-F B ARTF P/ PR EF sml £/ 1-H 305 JRTFE . Q/ T sml g/ 1-H 3 5 3
s2¢/2- B0 sm1 T/ 1-FF B WLE . s2t/5-FF 3 -2-f JR H \m22g /2, 2- - HI JE B 9F [ s2u/2- T
FRE wm2a/2-F IR R E L sdu/4-T R wm2g/2-F 3L S T/5-H I JRH wm3c/3—-H JE i .
t6a/N— ((9—B-D—WK i 1% A SN RA —6-J) 202 IE L) 5 &R \mb5 e /5 AL U . Tm/2” -0 H
Fe-5-F LR HF .m6a/N6—H FE IR FF . Un/2" —0- W JR F \m7g/7-H 3L 9 3F . Yw/ I T 1.
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Mam5u,/ 5 F 2 5 F 3 JRFFERX /3- (3-F -3 R TH L) JRTF . (acp3) u.

[0060] B.#%F

[0061]  WARSCHTAE A, “Bx 7 R 88 & A B B RIS 1 B2 730 20 A B L 1 B AL
2B TG . REBRAE B T 5 (AR RR il S )& AL 5 5 AR IR T 1 b (B “BHRAE”) , ALFE(H
ANBR T 5 A% A% S BT R A b B S b 1 AT A= M B SR AU » BB BT AR M) SR I 3R
B 1] 12 S A7) B 5 T BH A 1 2 — 38— 2 — Wit SR R BRI A, L B T U o AR ST
A, “H97 — ORI A B T A5 M B B/ M B T2 48

[0062] A% B2 5 A% Bol 2 32 82 -0 20 PO AN [ S Y 1) A i 82 7 P Je Al o 2 0« D R BR
il P S A5, B, R (RIABRG) 3507 — Mo Z0 P A A% Bl 258 11 A% 0 0, 5 M8 07— o 0P e 119
AL 5TEHE I 1 AL S &2 o 78 5 — N AEBR il 1 S v, B s R (BPCL TERU) B A%
TR AL EE R L2 S 5B 1 A7 19 A 128 Kornberg #Baker, 1992) .

[0063]  C.H#%H T

[0064]  WIARSCATE A, “BT IR ¥Rt — 0 6L & “B 208" A% 1T o B 228 — MO A% T IR
IO ERE B S ZER 71— TR — MR ERUUE UL IR « RO R
O SRR JE R AL A I B B S I I B ER IR 2y (19 W IR T SRR B 2R
LI 5 R AEAES TR 3 A7 55 A7 A o SR , B AR 10 % 2 7 P Je A3 R 2 L RN R )
b A% T BB B R AR AT TE IR Dbl BRI I 350 0 B T AR ) B SR AL eT Grakte

[0065]  D. BRI

[0066] %R AT LAEL & LA R 858 4 LA R A AR : AT DAAETE T RARAFAE AL IR P IR AZ B 22
AKX 2 130 40 A/ B 2R I AT AR MBS AU IO A SCRTAE S “RT B9 = FR A 181
B B TR ) RARAFAEI 701, TR T BRI BRI ™ e 7E 4514 B nl DA T DAA
5 RIRAFAER) 73 BGH 23 FR AL B A AL D BE I 70T o AR B A% AR T R SR A B i
A= WAE B T U AR BIT FE A

[0067] /6, &5 SHHCHE AN/ BB 2L 8 AT AL W B SAL ) () A% T A% EF B BA% TR 1) S IR ) 12k 552 431
LR W R AL BR B IR - 55 [ % R 55,681, 9475 , Hi AR 5 dsDNA—2 T i = 12 i
A1/ 5577 11 d sDNAZR 15 1) A0 5 MR AT AR I SEAZ IR 5 SR 1Bl & R 255,652,099 5 A 555, 763,
1675 , FLHG R KR Hh FIAE 2 e A R IR ET 1 45 & TEDNABKRNA H 48 B 1 A% H 11 28 e 2R 1)
IR s 2 L HIZE5,614,6175 , HAHIA B A S50 () IR F e PR B T mEng 20 _Erg R
M SERZ IR s 6 E L F 265,670,663 5 . 555,872,232 5 MZE5, 859, 2215, HAHiA A
TR A I A ) B A SR ) 5 BE (R 0 27 — 15t Sk e B 25550 4 1) SE A T R A0 5 55
[ & FI 285,446, 1375 , HAMIR AT T 2258 40 B R AL 5 747 7 b B B & DA A/ AR R X
AR 22 /b — SRR R 2 1 A% AT IR s 5 1E & R 265,886, 1655 , A BB H3 -5 H 42
B W E AL AL TR A A 27 -5 R BRI A A% IR R A 1 A T R s 35 [ LRI 265,
714,606%5 , HAFIRBAM ) B 458 , Forb B JRB 0 37 A S50 Bl B B F6 LA 358 5 A% TR P TS A% PR il
P EE L RIEES, 672,697 5 , HAR & A SR il i B Eg 1 ) — B2 A5 R T FF e 48
B AL TR s S5 [E LA 555,466, 7865 MEE5, 792, 8475 , HAiR AT DLAL & 41 5% A% 17 R
(1727 Bk 1) 24 P 5 b1 DA (1L 398 5 P A% TR I A 7 e RT3 326 245 ) oA 58 ) 16 77 1) BRA 22 358
Iy s S R 2E5, 223,618 , FL AR B A B AT EESRIME I 3 1947 AL AN 3 A5 DA 3 5 44
IR P A < T A TR Ml 1 R 5 B RNA PR 2% 32 (1) 28 3tk i 2 58 (1) SEA% HF R 28 ) s SE 1R 5 R 5655,
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470,967 , AR 1E FIERZ IR 22 A8 TR IR B B 22 20— P a3 T B it e 2 e 1) 5%
g 22 E L R4E5,378,825'5 V455, 777,092°5 . 455, 623,0705 . 55,610, 2895 45,
602,2405 , H A IR B A B 4 T o038 1 i A% R T 4 A I ST AN 3 1T RNA R B0 ) B i - T
B SRR AN A B T SRR 0 1 AL TR ; S5 1 £ R 265, 858, 9885 , Hi iR & 1 2
TR A2 -0fL LA 3 5 L2 1% e ARz e MR s K PEEGR) s 2 & R 265, 214, 1365 , 3
Fi IR B A 855 1) 5 DNABRNA 2452 | 3456 ¥ A% BR g A e ME I 7ED i b 287 31 U RR ) SE A% T
% SEE L H 555,700, 9225 , HAH R PNA-DNA-PNA R 44 , A DNAFL & B T 389 5 1 i A% 1
W% 25 SR A A0 RNARRHRE J110 2 — i 48— — R R R A% R 5 S5 18 1 R 265, 708,
15475, A IR % 12 BIDNALLTE BDNA-RNA 22 A8 AR [FJRNA 5 36 [F £ ] 255,908, 8455 , H AR K
Tk A% IR, A — AN B 2 AN AR 5 SR T 28 0 T 1 e S T 2 s e [ L R 285, 786,461
5 .455,891,625'5 455, 786,461°5 . 455, 773,571°5 . 455,766 ,855'5 . 455,736,336 5 . &5,
719,2625 555,714,331 5 . 555,539,082 5 W0 92/20702, HoAhid — A & — i 2 AN
F AL 53 R B 50 (AESRHE (19 i 44 U T I = B A0/ BUIR 2L &Ae) ) A/
BE SR e CERE IR B 428t (B an 22t £ H &R IR W i 5 0 58 L SR I It iz 5 W Tk ke
BRI i ) ) ) A% R BN T 1 IR A% R (PNABRIE I A% R IS BA ) s B PENAN) 5 FSE [H
LRI E5,855, 91145 , HAHR B /K VLMY AX BRBGPEP- 2 S8 2 i 205k .

[0068]  AZERISAMII FL B AS MG AN FH & 76 i @ Aek H 0, FF B U I S h R AR R %
B AU T LA T A B

[0069]  E. &R

[0070] AT DL Ik 451t 2 A ol B AR A 7 sl A 4 A 77 1) T Je A 1 5 il s AR N B L T
AT ARG LR - & LR (B A0E SE A% B IR) 1 AR FR il P4 S 45140 475 38 e 4 B R =
T NIV P2 I 8 T ke 1 fe e 2 AR il AR R (il an DA 51 B 5 s A AR SCH EP 266,032+
Firffiids) JEAT R AN 22 A B BRI % H B 5B 7 R AR CH I Froehlers A (1986)
F2E % F 555,705, 6295 BT 1A () Jid S8A% HF H- 3 198 B o 1) 4 1 1) 348 PR A% R & 72 AR R B )
J7iFA, AT DS — a2 P AL TR - SR T R A A1 25 AL i 2 2 7 491 G 55 [ & ) 56
4,659,774'5 44 ,816,5715 . 455,141,813 . 455,264,566 5 . 554,959,4635 . 55, 428,
1485 . 455,554, 7445 . 555,574, 1465 . 555,602, 244 5 A TF, Frid 4 R Hh i & — AN LA
g1 A IS

[0071]  F.4fifk %R

[0072] W DAFE 5% TR J O e ot e« S At 8 o s b B3 e T i 4l i) il AR N B2 L
(AT AR] H e T B 4l A % 18 (3 W tnSambrook 2 A (2001) , A 5| FII 7 X IFEAA ST H) o
[0073]  FEFELCSLta g rh , A A BRI S AR R o) B LR AL IR - WA ST A FH , ARG “r %
M R fe T Ao B A2 8L H B 07 SN B — AN B A G M %) S 5 DR 2 RN e SRAZ TR AR 1
WL 5y F (5 WnRNABEDNAZY ) 7EFELe s ol o, “r B IR R fR O & B A S s = e
T A S B E 4> 7 Bl B A R N5 255 AN A 7 8R4 s N 4 4y 32
IRIALIR -

[0074] G.Z4%C

[0075]  GnARSCHTfE A, “Z4%2 (hybridization/hybridize (s))” B¢ “BEfE 22587 BRAR N B WK
T U B =% 00 1 B AT 3020 U B = BEAS ) 40 T o A SC T A FHIARTE “HE 57 5
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“RAT A o

[0076]  GnASCHTAE A, A% S A7 B TR RS R SRV LE B R AN A — R A i
PR B 2 (A1 B2 A 58 AELHERR Bl AL T 51 258 1) TR L 2 At o T2 A 26 A T L P A RV AL IR S B 2
) B R T (U ERAFAE T8 o BT I S5 A2 i a8 A ) 7 B R N B BT 80, FF B T/ 2
VR N T & P

[0077]  J™k S At AT DAAL S AR 2 A0/ By i 2% A, 91 T AE 2450 °C 2 2970°CIRFE T FH£50.02M
FNZ90. 15M NaClHt o o 3R, 3058 P45 P 1 U5 R 25 7 52 38 b P R 8 AR I K B
B F PR B FIAR AR 2 5 B A TR 11 B i ZE B DA % 7 A S8 VR A v R B e S A DY PR e
FLEH NI AF LB B R E

[0078]  3dc B 4 B f#E , ANE Jet = PR 1) 1k S AR T A 52 (1) A e i ] 2L RROFN S, I FL3d o i
ik 5 AN AN BH 1 4o B B B e e HR AT L Bk AT 20 56 v 5 R S8 458 SO ) A B P A
H R T i i AR P 82 5 A1 326 SR FH 28 A 1) 24 58 S5 A DA SIZ I A B 0T 82 5 71 1) A [) e o 4%
P o FEAEBR Hil P s o, AT DA SE i 7R AR R/ B R B N AT A A8 R S IIAE AR A R
AN 5% TR 2 A2 1R FH DG SEAZ R (1) 4 72 B A3 B8 o FIT I S AF RN “MIG P A 1™ Bl G P PR 25 1
e FLA ™ b B0 = PR 1) Sz 5140 955 7E 2920 °C ) 2150 °C T BE S Bl R AEZ50 . 15MF] 250 . 9M
NaCl NHAT B A25E o 2498, b — 3D A SR T A 1 2% A1 B30 v P72 A 1 4 A1 DA T 5 4 o I P A2 7
Fr @4 N AR .

[0079]  TV. #il3& g i A4 P- 20 48 35k s U2 S i 7 v

[0080]  5HEmRNAM A i X 45 H MK R AL R (oligos) T4 HT-H il P YR JE 5 () 3%
i5 o M I AL R 5 S0 mRNAZE &I, T BDNA-RNA Z A2 4K o 3 Fibt 2% A2 A4 T B A 1) mRNAFE)
B R AT 7 i ar R R W SRR O T AR A 2 O L, DU A T
RE FEAMIET R, [ U T RRAE DU AP B R T TRl e A I LA .

(00811 ffi FH ¢ S TEA% 7 R 41 1) 225 [R] R JA 11 32 B A5 A2 20 B AN A2 52 200 PR R AT KGR 400 i ]
16 7 o R ARBEIR — T8 AN A% R T /K A IR b, 0 00 252 AT ] 0kl /6 FH 2 i 75 B v R P
UFERZATTR « A T 50 IRIX FhAZ BRI /K n) R, EL 28 )i 7 1 dnP- £ S B B A I B IR —
BEAAD o (H 2 F S A HR A& N R ) 1) A TR T %

[0082] s S SEA% T R 1) 20 M W WA o Dl 1 R X A Il R, ) 48 sl P 491 dan 1l TR 5 T D
DEAE—#j S 4 /- 5 BUCH, 28 FL 0 W) B B AR SR H M0 S A% 7 TR 11 4 R PR T o 3 o A i DL A2 Al 9
BAER AN A E FH o 2 248 FII L ipofectinffIPH B 7 g 5ok i 1% ZEA% T R 7 PH BS 1l
J5R 57 07 FE 7 PR A% IR o TR T 1 i FE A B 3 77 A B s o R 4 I 1 R &0 - H
THIX L BB i R TCVE OR P T A% T R e S A% IRV A 5 ELX 20 B A 5, DRIt A mT DA
T3 2 i A B S ) A R TN » T AS e FH T I8 s A BRI T MR PR T8

[0083] &Ml 7y — PE IR BERE — FESRA /E P- 2 58Uk P 2 SR e S 20T H i
FEMAC T A AN RS20, B H I R MA S0 2 O G4 X B e U Bl ik 38 1) 5 1
) — L8 P- 2 S R AL TR AR A0 2 AE B R I B 28 i AT I, DL B I A & T Hix i
FAZF R 5 HEmRNAR 25 o P- £ 58 28 SE A% T IR 2 8 ik [ B IR e B 22 ) M B 8 R Tl I 2
S, R A0 A A% T TR AN AN Ay HL AT TR AL A5 0T A5 1 o R EL X R R B A T 1, (EP- 2
A2 TEAK T R 1Y 41 R MR U RR AT B P 3B iR AT RN R S X R RUATE WA 2 S S IX S A% T IR AT
SR B B A% DA/ ¥ YR 9 P 5, BEL 7 L 30 N FEmRNA [ 8 3
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[0084]  A.P-Z A3 W2

[0085]  JIg iAARP— £, 28 25 e SN 24 it EH 7 R o GMP 72 it A4 8 3% 7 o 7 it 350 L A FDA 2 3K 1)
G3 AT UE BA BL S FDAFHAE ) 5 A 0 ) o ASSCHE IR 1 JER) I 77 RN B 48 24 i o FE TR I, 24 0 2
F UL MR 3R EA A B B R T A AR EOR K BT ER (1 P- 2 58 S R R 2) L H
JIg 52 (151 anDOPC) R 1 v 14 771 (191 an 58 1L AR 20) o 7E 7 8% ) B8 3 Tt IS, 1) /NI R s i A=
P ER K, BRI TR TR AR I A P- 2 8 I R U AN

[0086] B.P-Z % 3E I W kL2

(00871 j3& i [ el o ) A S5 (A51) v e P AT g /K 1 5 BT IR VS e 55 RN s /K M 2 5 2 52 2
i 7 38 7K I A L o1 1 golm) IR A A 0 3 N R T o A4 kL ) ] DUAE AR 72 P- £ S8 Ak I LR
HL24 BRI FH 0 P- ¢ 58 2 S5 R T IV Jie R B 0ok 57 0 » BB ORAE SEA% T IR T it 1
(B B AL 22 P— £ S8 i B QL A 40 2K, 76 IR L B Ak 7 A i 1R — iR, (2 iR P2k T RE AN 2
EREZT RN P2 AR IE L 2 P- 582, BEIR MR B 48 FEIX I OL S , P- LRI S IR
R P SRR S AN A T P £ AR SRR B TR, DRI AR B R LG R ) T A
TR W IMFEAZ H IR E R P- LA 5y TR E A 7 3 B K it (X 274 BRI T
RSN ; 22 1) , AR BARNEFF BA K ATV (2) o M A 14 F s 1R it /K M P- £ 48 R R
LG 7 15 AL BT DL € SEA% B R K L () 43 A1, LA S 23 A DLW AE DOk 24 (R e B2 Hh
TR RER 2B B, BT IR 23 B A2 0k T 3 K i EE A 24 it B A A I o DRDA SE R R FH T
BORBE I P- OB B 4 AR A5 A K B vl M, G K AR5 iy i S A AR A5 B
BRIk oA Ik

[0088] L fil| oy A FHPARL E , o 90 %6 4B 72 R ~J 77 i /IN T-5000nm , H HJ2 vl 1, X BE &
T2 TR A LT AR A o 28 15K 150, Gan SR A% T R I K FE A2 1820/ M HF IR, U 6k R 1 By 4
2D TSN 2 R IR e B 2R BRIt T ISR R AR R 1 LR sE567-10
XTUEFRAE T SCRF . Hop i R T IR K FE 2 25 M IR , WU IR B 28 B b (1) &2 /D XA
I 2 IR e 2R

[0089] 1. F# e LB SR H B AR A I I o AAoksr B AR A 1k

y P EERFAE -
i 5 B R ZE MR BB AN
TEYERR X 4 .| 90%fH 50%f4 | 300 nm &

KW YER T Ll (nm) ** (nm) (%)
1 3 B i HA R -6 -5.67 2130 911 15.30
2 3 BT -6 -5.67 2420 1004 15.50
[0090] 3 3 \w:E;EHZzHM 8 -6 -6.12 3682 943 15.50
4 3 WA HRAR -7 -6.66 3805 978 14.60
5 100% P-Z. %3k -5 -5.66 3924 976 16.00
6 2 B AR 5 -5.32 4387 1888 11.60
{is 100% P-Z. %3k -4 -4.22 5057 1131 17.70
8 100% P-Z. %k -4 -4.52 5659 1359 10.00
9b 100% P-Z. % 3k -4 -4.38 7571 1909 2.60
10°¢ 100% P-Z. %3k -4 -4.38 7994 1653 14.40

(00911 sk 247 i A AT HE U X /N T~ B0 &5 T-5000nm ) 90 %6 A o A2 JHL
[0092]  a.iXHEE TS M Z M 55 s BRI U, B AV W 1Y S LR
[0093]  b.IXHLAIDMSORTtBAMKFIEAR , 3+ HAE20mL /M A B 2me s X4, 9 g ST AR 184
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[0094] . IXHEAR KA, X A2 R A A 38 I B AR AR
[0095]  d. F U A i LA R 1 BT IR B 1) SEAZ IR A 1) P £ S8 2 AR
[0096]  e. % & MHBRARTE BRI FEAZ IR A - I P- 2 S MR
[0097]  ZR2.FH /¢ LW B 2H AR A ) AR o AZR SR v it i
&R R ZERER R
X% | TESCENRXWER ] Hemkg MREREE | BRI
1 3 WEEE AL AR -6 -5.67 it N L v R 4F
2 3 EE AL AR -6 -5.67 Hit B L7 K 4F
3 3 VR -6 -6.12 it 1 L i K4
[0098] 4 3 LR HUAR ~7 -6.66 H).: EEIRGE R 1F
5 100% P-Z. % 2 -5 -5.66 it e L i R 4F
6 2 EBE LA -5 -5.32 H)t FLIEW R 1
7 100% P- 2. % 2t -4 -4.52 [EREREsld =i
gt 100% P- .5 3 -4 -4.38 [SRERE Gl
9° 100% P-Z. & 4 -4 -4.38 (S FERE Gl
10° 100% P-Z. %8 3 -4 -4.22 SRR Ty At
[0099] syt SR 245 0 R i LA A0S, MU fHEs il e 42 52
[0100] & iXHtbH T ia fife F 22 T 4 25 35 s LAt b, S M) 95 R 1) S UK
[0101]  b. X HLHIDMSOFN tBARFR AR , I HAE20mL /N o B 2mg Je X0, R AR 1
BT RSN
[0102] ¢ XHEAR KA , X2 ] g LA I B R A A
[0103]  C.HECH I JEF R T M5 AR P- £ 8 3 e W2
[0104]  ¥—7% (1g) pE oligolA10mg A% L/ 1mL DMSORY LL 2R ¥ fit T-DMSOH o 32 1 5K , %+

DOPCEA1g DOPC/1719mLFUT B I bl 2 s B U T B A o Ffo11go FIDOPCLA 1 g H 1% 1R/
BLBE 209 WA INENR A4
H, 72420 039mg/mLIR 289K i o A VA WO TE B 1L Y8 B, 2 J5 40 e B B B P AT R T

3 3 37 S A R D T e R SR U s 2 T 7 UXTHE.%ZMJ”EI%;HH (#%3) . 1E

2.67g DOPCIIHL AL HIED

[0105]

ANFAER

JRE L, BH20ml 0.835% (v/v) Bl

FEMTR ,12.5% Wik it BLAZ 2 300nmEY /N ZEAR N3 X —10 X B

FIUREL Y ELAR A2 300nmBR S /)~ o AL , RV 1A 70 AL X 18 380 3 X S 302 BE I/ I o

[0106]

[0107]

[0108]
[0109]
[0110]

EERY BN IR ey

2R3 B AR T AR AR A R AR FE AR A

FLEE20/ 15 O 5 AN 2 . 8 %6 Bk (1Y) EL A% /2 300nmEl B /)N . FEAFAE L X 5

RSP

L BLES 2010 1/ 00 T 5 £920%

L BERFAE -
BB ARE
L% REFHRR 50%E 90 % {8 ** 300 nm {&
1 0x 5301 nm 10719 nm 2.8%
2 1x 1053 nm 4054 nm 12.5%
3 3x 785 nm 2926 nm 19.1%
4 5x 721 nm 2691 nm 21.9%
5 10x 734 nm 2937 nm 21.4%

wx 2] i R ATUE B XS /N T 855 T-5000nmf1) 90 %6 Hig Ji A4 S50k o
D . i1l 4% it FH F g AR P- 2 480 35 e U2
PL10-5000uMi Zoligoik K T 7 5 AE PR 7K (0.9% /10mM NaCl) —jz/K

He ik P- 2. % FEoligo,
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(01111 E. Wb E JJARP- 2, S8 5L ) 2 it 75 1

(0112 R SEAS WU Al 135 PR 24 o < FE I 2 S5, I3 2 ot RO ety /NI 34T A D A DU
ANAFAE WA B 1 1, FF ELAR S5 o] DL 2 52 75 /N G50 (1) B 30 2 B R, ELX (1 68 L0
RBLA W 252 B 38 02 S ar i 45 3R . B AP FE R AR TR R A R AR S T E L
AR A R T E AL A

(01131 M Ak W v 4 (b ST 3 TVASE FH A EE A 245470 « 0 A 3 SR /KR 0 2 &5 B il 1 Ml o 4k
P— A S ST N, B2 56 DL R R TR T L 259 A R B oK 5E A VA R - 13
IT=AEEMEL: D) A RSN R 5 2R, 2) AAFAE A AR, 3EB3) A2 A &
B i LA U o ALV A 1 40 U R R T, 3 (R Dl 3k 3R B R A ks B2 0, I B R i
.

[0114]  Biiyk . itk (Mass spectrometry/mass spec) FHT S IUFE o b ) & Fh ot & B
(R 53 A0 o XA P2 P- LA I U BHISE , FEAE i B I8AT il i o 45 SRR W, A E T IS B
WA Ve TE A5 M) “x” il b ELA S 3 1) S, 1 ARy A e B A R 3 AR R R
A3 BT RE S PR 3 A7 LA 28 P- 2 AR L RE P 1 P- 2 S RS B 2R AR N DR B P A A A 3
(W AT TATFUR) KAk, o B i 2838t P- S B AL i, N — Mg AR 3, H
H— AN S8 B P- £ SR M GF LR 2t m o, O HL 45 B2 16 W IR — e o 48 4)
Hak sl 4 R s Pk A U R B A 24 P- LA 5B 289 B B A S wi K P A
AT AR E M BRI P- 2 R LR s I ELRIREME , 1) 22 88 B 2 AT R0 SR80 3 o B i Jo e P G 3 41
AT DL T 2 i A B 1 1) 3 A 5 2 o) T I i ) 245 o A R B R A R 2 R AE A
FIFZ o

[0115] UV « 58 ZR 2R I3 T W0 A o HR A AE I BEAZ P R 1Y) T B o TR AX T IR W 26040
KA N o 45 3, B b B8R 24 S O UV 2 28 FAE DU 5E 26 5 /NI ) SR IR SR R 24
B8R 1 v o it s R AN BT T &, 48 B UV IR SR i o 78 i vb i e g B ) R R4 %2
IF B B P 2, B8 38 S U SRR 24 A 15 B AN R TR, TRV P AR D AR A R T ELIA
FEAERARUVEL B o BT 7 V205 453 B BGUE , FF8 1T BE A B 287 i AR DR 1) — 384

[0116] AR JSEAACKE 5 « EE A — /NI RR A 24 IR R o fbor 52 » 25 il i 2 A RO R
RSP A R I 25 43 A7 BOK 22 BOORE (1) K BUEZS 70 A » T80/ i T RIORE 1 45 /MR 2
W D) 52 F - R UKL T2 FS 288 5 R T o BE BRI A 5 i AR RIORE AN BEROK, X A2 PR S L ] e o) 2
FPE AR AN R s (191 G i R AN LA R AR LA ) ) o 2 SR 24 R A HE T AL FE R
HH90 % fig AR 19 R~ SRR BB /INIRPRE FE MR o 53 41 5 B /N AR R A AR JE 11, 3 2 IR Ry
W LA LI AN R, FE HLFLIR B/ g AR BT DA 2R 3 L L DT A i Joi 4% 252 325 PR 3408 i
IR, BErm 1R AP A 3 R U2 S R TT A A

(01171 V.yaIr ik

[0118] AR AR G THIHR AL 7 F T V897 B Qe i « B B G2 P 5 0 sk G P 2 s 11
P SEAZ TR -G 2 A (a0 H N AN s B Aaf 1R i SR P B SR IR o A R B I e e
TP AL T FH 380 AR mp 1) G 28 S N7 (F9) a0 o2 P e o i 3 () B 28 S BE) AT 3 76 9T B
985 1 1 SEAZ P R 1B S 6 (491 5 N A EE 4 T B TR AR ) SR A T IR & B b 0, TR A%
HE AT LLEA V5 N B H B F 5 (1IN TGF-1R) 34T Bl L Be et I ELER st mT LA B A
KT T 5 dmh i 8 1 2RI RT3
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[0119] W DAE B 58 T A% E ER 10 40 0 b R I TGF— LRAE fn A g () Vs FE U TGF-1R K
Ui 2 DR () 202K o 4 B T LA I L 3 0 4 B o 4 B T DA A e 200 o 00 i T DS 48] B A 4 L
Hh Vs 20T P R T A AT D I T I R 4 B T 4B SRR T (NK) 40 P L PR EZ 4T L T4 AR B
21 R SRR 200 L A R 24 o i 5 e 4 L P 38 28 4 4 L o 15 Wk 4 L P D e B 3 A I A
P 5 52 3 R A0 e PR 7 SR 328 o 5 4 A T DA M2 I A L, AR B ML I I 0 i 7 A B e
(K TGE-1R, 3f- 78 H 4o % i b #34CD11b.CD14.CD15.CD23.CD64.CD68.CD163.CD204 .CD206
H— AN A BRI i T DLEM2 B A% 4 A, FLAE LA M 2R 11 3R CD11b.CD14.CD15,
CD23.CD64.CD68.CD163CD204CD206H [ — ™ B 2 A o | A 79446 B A% 41 i B = e 2411 i +h
(1) TGF— LRI 22 IA W] LABIT 15 AR 7046 B A% 240 P i 5 W 24 o 0 £ M2 B A% 4 i e 400 o 110 ]
M2 B A% 4 A 55 5 e 441 A 119 TGF - 1R I R3A 1T g5 352 B A% 41 i B3 5 Wk 4 i 2l 2 M2 3R Y
ATRE , B/ 80E I 20 B B S i A/ B2 D 4 B AR T, 481 an 240 a0 T B A L AR LG ML E W
SR 5 F0 ) 5 40 A A ) TGF - 1R 2 1A 1T 8 2 15 18 1 i 52 M2 5 0k 200 i, 3% 2 BT M2
G 4 A 7= A ML WG 4 B B = P TGR-1R 6

[0120]  “JBJ7 (Treatment/treating) ” J& 8t T 3R 1525 B ik AH OC I3 It 1 ¥R 97 2 AR 11
B T ) A it FH B8 FH ¥ 7 R BSOR AR AT 2 7 BB - 28 451K i, ¥ 7 mT DAL 456 itk
2 R IGF-IRE TR - R R E &Y.

[0121]  “AMR” 357 2 8 N R W R KK 34 i FLsh W) FE M sh i JE N 28 78
R 8 S, AR R N

[0122] e A R I 8 i 4 FH IO R BE YR I7 28 407 B VR 97 R0H7 A2 8 it 1 s 150 1 5= 2
YRIT I 5 At B B AN AR () A8 RE AT AR S ) o 3 B FE (EAN PR T R AR T 8 S B IR ) A %
B HARE SIS UL, JhE VR TT AT LAPE R A Gn v 2B i N Iebed ROST (B A g 1= i A
o AR A R T 2 STy A A T o P g o i iE VR T 3 AT DA A S K SR R () MR A
o B 5 o B e ¥R 97 1T LS B A9 an s 2 =B BT HH B2 1 9 88 S B BT o 1) B B LR I 3R
ik, BT AR B S EE 04 G 2 S N BT BT 1 B S BRI 52, st T B S B R I S e [ B
SRR IR TT 1T LS T M Wy Bk B e M DR 25, DR/ IR G 1 TR 25 1 i, BRI e 1 TR 3R 1Y
AR —EKF

[0123] Ak BHVR YT 773208 FH ) I e A5 A AT 2 e 4 B 2 28, 451 a7 I Ak e g L v e
R PR e RE AR % A P Ja R H 2 110 2 1 A S Y o s 491 S A iR T DAL R RS PR Tk
H LN LS L w5 0 R AR S5 B W I8 B R R R R 2
FE R TFE B RIS SRR 20050 G195 B I i PR U B D SR R R AT B
FIFL 55 o 7~ A5 VA I R0 ek 9 0, 5 1 B R T B 3 2k JekyRd « P L5 AR B9 () T 988 K
B itk 2 960) W40 e B R 55 55 o W] DA AR ST L 00 D7 V236 97 IR 1) 3 40 S 451
BLAEABNPR - Jo8 AR E2 80 JVR £000 60 8 AR L5 St 200 o o g (4% /0 200 i it e A
70N G 36 O ot s AR U ot e ) MRS | 4 g L B i (gastric/stomach cancer)
(EL45 & Mo A0 B R 2k o) < JBR AR e I Joa B4 B8 1 #9 « BF B9 P B e e 3L
S lE S E R T8 W IRE T B e R IR R (kidney/renal cancer) SR
FRIEE A BRI  FEODR R AN [R) SR 2R ) Sk 2000 v R I BT B 3R B R B R B AR M R
IR0 T i 28 R DA 20T L 45 1k B R DL N B AR R (LRSI /e v M A R R
(non-Hodgkin’s lymphoma,NHL) ;/)NykE 40 14 (SL) NHL ; 52 2 / i 6 PENHL ; 2 2 R i 1
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NHL 5 51 2% i H. 928 20 PRINHL 5 5 20 Fs bR 28 400 PRUNHIL 5 5 20 /0 A E S A 4 BUNHL 5 i 4 995 A8 NHL 5 7%
18 PE KB I i bk B2 989 s 4 Uk 2 R AT DS AH ¢ I I R s AR R 1 BOBR B B I
(Waldenstrom’s macroglobulinemia)) & M R ES 2 B M (5 ML (CLL) 204 e bk B2 2 it 1k
F 155 (ALL) B IR E0HE 195 « 22 & PR BE R« S i B 8 1 1 s (AML) A2 v i 4 i
P A L -

[0124] g fiE ] DARE € i B A DL A 252 28 A, (H HORPR T-IX Be 4 215 A SR B
Jei s R A s B R AR T 4 B g s /N AT R e s FL IR e 5 S5 DR 40 Pt e s R EE b 1z s 5 26 eG4
e s BB DU s FAT A M s LSRR AT AR B ; e s Sk B O 0 s MEL A8 o s I P
A BT 4 B e FOE e 5 /N AR e 5 AR R B 10 ; R 5L TR R 5 S 1 U TR R I A 1 i
Jerh s SO s M SIS IR s RS UG RELER e 5 LSO DR T 5 ol 20 4 B s 5 8 PR A A e s W PR 1
JUR s 5 I Bl i 078 PR AT B P s AR A e 5 S A P o 5 L SRR 08 6 e o I I
At s B R e s 1 N AR S 5 B JER BT JaB 2 s TOUMA e 5 1z T e s BT W M o 5 i
TR R s B s LSRR B MR 5 FL DR R e s ROV M S I s B VMR e 5 B
AR 5 VR T e s B D s /N s R 98 T s FLR R R RIS (paget’s disease) s il
O B e 5 08 e 5 A SRR T 2 T e 20 e 5 STk O S 1) J5 R 5 S0 e B9 VA S 4 R
A 2 A0 BT 5 T S AL BRI R s ZEAE R IR ZH ML (sertoli cell carcinoma) ;MK
AT A MR (leydig cell tumor) s M Joia 40 i A e s Stk I 2 =g s 2 Ve LR A R
PR T IR 5 W % AT B RT 5 3 P 2T A TRJRA 5 STk PR R0 s Tt s MR DR R s VR T U B R
BRI R 20 s b B AR AR P 208 5 TRt ARG 5 TRIJRE s 2R 4 PR 5 1t 2 4 4H 21
I s RSV IR s G DT R s P LR IR s R SUVLIRIEE s R IR R SUUL I R s RV IRBE SUULIY
I 5 L o PR s MR VR S R s TR A MR (mullerian mixed tumor) ;' RAHAEIE s T
JVR 2 R et PRI 5 SR R P98 5 SR PE A AR NI IR (malignant brenner tumor) s MR
JeE 5 VBB PR R s I TR) R R 5 I 1tk 4 B 5 VR i e 5 0 ke M I g 5 o M O B3 IR IR R 5 9B I
Ji s MR R B R 5 IS N B R s SRR LA N R R s R P AR (kaposi’s sarcoma) s I
A0 B 96 s IR EE 5 PRI s B PRI 5 5 55 i PRI s SR PRI s SR R R A R 5 [RD P 4 PR R
PR B B B A0 R s JUSCIR AR (ewing s sarcoma) s 3B 2 s Fiyed s s i 2 14 21 TN
I8 5 M R 4T R 5 SRl 200 A T 4 PRLJRE 5 SRR SRR s 8 2R 5 R IR TR 5 R
ST (T TR T T T BRIVER) 5 JR 5 1 L T A M R 5 UL £ o 1 L 0 A g 5 ol 2 T
R 5 e o R BfLIRT 5 22 TP o B4 BT 5 A I o B A R 5 B /b R M 4 i o0 s iR A
FRER AN 5 7IN i PRI IR 5 75 200 PR 2k b 20 R R 5 A28 BT BRLJRA 5 400 IO IS R e 5 ML s 2 e
I 5 Ak O TSR 5 8 T A PR s IR MR R 2 R s IR PR IR 4 PR e s R R L R s E A IR
J#% (hodgkin’s disease) s 774 1K ; Bl A 25 I s /)N bk 2 40 Pt 1A SR K EXL 089 5 X AT B o/ 8 1 08
A U0 E2L R 5 0 A P 2 A VR 2L R 5 S TR 5 L 1 AR A e TR R 5 MR 2H 2R 4
W22 0E 5 22 R 1B R 5 K 2 6 PR R 5 ey 398 A M /N 5 s 5 3 IR 5 9K E2 1A 13T 5 S 4
P L9 5 210 1 00995 5 9K E DAY R 200 L 1 95 5 v 8 1 L5 5 P8 R ke 1 I 5 Vg R A s 400 P 1
T3 5 ERAZ 20 M A 1 L 5 R O 4 PR 1 IO 5 A R AR ML 5 8 AR PRVJRE s AN BR 4R R o
I o

[0125] AU BHYA YT 79208 F I E B G2 i B R A ANBR T IR B8 57 095 - S AL PRV %
SER VEEN LB 2 R T BOE L BE IR A AR HOIR IR & (Hashimoto’s
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thyroiditis) &5 RIKIK (Grave’s disease) & EH TR R BEMEERER 4
B JEEVE ST 98 S N ST 98 i P DG 98 Bl PR 9 S FLBEYS B B e S R R L B
B b s PRI 50 22 1l A2 IR (Addison’s disease) FEAEHE R N B AE YD PUAE 150 -
T8 E PR AR B S5 W 96 50 B RIR S (Crohn’ s disease) W & WO K % 14
I S MR I T 48 44 2R S RGIB AR DG 1 48 S0 14 3 A i 4 L UL 4 I 2= R AL AR A E IR
ZRAE (Sjogren’s syndrome) - BASCTT 28 VI BRI 98 2 KPR AR ALRE B AF B et o IX L g
T2 W FE ST ESCHR TR A 78 0 10 3

[0126] % BHGYT 77 V23 FH AR ke e 1 92 5 E, 5 AEL AN BIR - 40 B J2 % i B UK 4% L JE 4L
AEF A UG o I B R G RSB AL I 2 55 CRU I R i 5 N R = i s 1L AR
TP Z R TR N RIS B R AR 2 L FR AR 22 A RS K A IR e
% WA i BEAL6 (coxsackievirus A16) L4 & IR i H % 5 (ebola virus) Wi
. ¥ AHE-E R E (Epstein-Barr virus) I 3HJ% 2 (hanta virus) . % 8 37 5% &
(hendra virus) Jik 3¢ 2 FEICE & P 5 R 5E 70 JE &5 (west nile
virus) B0 EE AIIRAT 126 B 8 BRI G o o 91 1 A R R e A FE AP HR K R A& (Chlamydia
trachomatis) AL ERIE Z ME 2 RE R (Listeria monocytogenes) - 4 ] BE e AT &
(Helicobacter pylori) . KIH#F & (Escherichia coli) JfHIK B2 gk (Borelia
burgdorferi) g ZE A H (Legionella pneumophilia) <7 AT J& Mycobacteria sps)
(B g5 4% 0 B AP (M. tuberculosis) S AFE (M. avium) 40 8L N 75 B AT B
M.intraceliuiar e) , =0 HiAFHE M. kansaii) X & H A5 M. gordonae) ) & #
0 R i %5 & BR & (Staphylococcus aureus) IR 4S5 % (Neisseria gonorrhoeae) . i i
RKXUBKEE (Neisseria meningitides) BRAKEEBRE (Streptococcus pyogenes) (AJREEBR
B TCHAEEERE (Streptococcus agalactiae) (BIEEERKTA) JBEERE (Streptococcus) (B
SRR FEBERR TS (Streptococcus faecalis) «A8EEREE (Streptococcus bovis) EEER
(JREAH J& (anaerobic sps.)) MR 55K (Streptococcus pneumoniae) 75 Ji M 25 gl AT
i J& (pathogenic Campylobacter sp.)  Ja¥EKkE & (Enterococcus sp.) Vi /Bmg A &
(Haemophilus influenzae) -JRIAF H (Bacillus anthracis) - HMEFH
(Corynebacterium diphtheriae) #IRFF 5 J& (corynebacterium sp.) JEZLBE ST 5522 H
(Erysipelothrix rhusiopathiae) .;Z SRR HE (Clostridium perfringers) A%47 XAT
(Clostridium tetani) /=S #TH (Enterobacter aerogenes) . 7 55 1M I i & AT 14
(Klebsiella pneumoniae) L HifE K # (Pasturella multocida) <A & (Bacteroides
sp.) ~ B AZ B H H (Fusobacterium nucleatum) & ERJIREEF H (Streptobacillus
moniliformis) MFEFIEHE/R (Treponema pallidium) «4H 5982 iE{A (Treponema pertenue) .
U BB HEAR (Leptospira) « VR R IK/E (Rickettsia) « LAAF 2R (Actinomyces
israelli) EBIIKHJE (Shigella sps) (FIUnHER EBVRE (S. flexneri) VRIK VK H
(S.sonnei) WP EBIKH (S.dysenteriae)) FI¥P | TIK & (Salmonella spp) B4k . 744
P B R YEHE A B 5Bk (Candida albicans) JGiE Bk (Candida glabrata)
% (Aspergillus fumigatus) .t % (Aspergillus terreus) - FrHEEERE (Cryptococcus
neoformans) 3k R 2 5 (Histoplasma capsulatum) HHEKEF 1 (Coccidioides
immitis) ¥R FAEHE (Blastomyces dermatitidis) FIRPAR &K J5E 4K (Chlamydia
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irachomatis) ¥4k,

[0127]  SEr% B PR -G i & A W] LUAE AR SO L& P s F AR B Mosd 7 Poms 25 57 P s
A HUE B BUar A2 A BT B B a8 ) o 78— ANRr e SE e AR B 5 RS T A8 %
TR iR AW 7%, Frid ik & A BR i i 56T A B B T R-IE R E &
W il — Bt DA AT ] B0t A 5 T PR B[]

[0128]  FE—NSEhiti o , 38 It B DK A RS P B S B g ) 9 53 1) 2 it VR T B Rl
[ E A  BA ) A% B IR - B R & W i) AR B AT 52 1) 2H 6 0 SR S B Ak P 2 ik mT DA
5 I () HEE RS 8 I S Bl sk 1B i v >k i 1B A it A IR - R A

[0129] & Kt i ik PN B8R 1 it A, 49 ol et 33 3 R 7 R B 3 SEAZ R - TR R R & 01
EIT R AW 9 T3 ST MR AL S, R TE “BA7 7R &7 22 $8id F AR AN B 771 2 1)
VI bSO B, RSB S S P R AR R (R B B ) K 1 e & ) VE PR
JiT, iR s 2 vh DA77 AR BT BHER VR T 2008

[0130]  DLS5fI s fil AR S B 77 20FF LAVa IT B R a it FHZH &4 - fe it B s B T A e
7 B AR G0 T YE RS B RE T UL S B BB () VR 97 AR RE S 3% 5 B 7 1 MR Ak
3 (R R by B L T I D ) S 7 9 EOGE T8 — N MRS R R A 1) o SR T, A ST TaE AT
4 5 N E VR, I BBk T it i@ . 05 FE T w0k R e i FH ) & iE
%, IF HHAHEAE T S8 Ja LA — AN BRZ AN /N [RIRG B 25 24, B R AT v S B B
it A o 7 945 22 Uit 8 I8 T A8 ST b I LR S D02 1b 4 457 34 285 1 1Y) 22 JOR I AN AH 24 & B
FL B G T R LW IR P PR A B AR R AR B0 AR P TV 1) 9 L P 1) 3 v ik P v
[0131] i B AR J BA ) SEA% EF IR ] LA 4 5 B3Ry it FH LA VR 7 95200 » 461 4 LA i) Fe e 4 e 2
KB AU B SRS 1A B R M e 1) e o AR R e A B o LT DUER KN VBH N 2R
/BB R PN e A o AT DL BB B S U B 2 4H 5 e A o A — A S, AR AN REFE R R
HEHE 7 2 7 e FH DA s /b 7 3 v R e i B 7 o B0, e mT DLFE AR R 2 J5 it FH DA PR AT
AT R IR hE (B an SRR K BE W R B E) AN REAFIE o

[0132]  FERHRRMIGITAMER LI H LS EACR , A5 4 B R IA R PlE & .
DRI I 5 A e BH R S A 7 TR 1) e P 571 2 3 ) o A2 0% DR DA 7= A 1 B8 A0 SR it P 77 2 9 L o 7l &
ANRLIE R B K BIAE A S 451 G0 v 85 IUE 7K e 7 I e o0 70 % oty L 48 R0 5 . — AR
Ui, 77 R BE A R IR0 e O M ) A s A B2 T AR AL , I AT DL BRI JB U K BR N
GUINSE o 4n SR BAT AR 9 R0, JUIRT DA B AN i) = AR TR 8 7 =

[0133]  AREHMI A -GYO0IE N B A1t 2, G ans ik A shik i LA IR ES Py L
P B2 I P i A e e FH 1), BT DA R AR P o L 77 B T 5-25mg /kg Z [H]
P DA 5 B I (1) 2% B 550 e FH B 2 v R BB ik, 3F HaT L S HE TR T A4 6
[0134]  VI.Z§¥piil7]

[0135] A5 JTig Joia Ak (%) 24 ) 2L 45 A 368 1o 0 7 TG vl 1) 24 2 b mT 42 52 () #8070 b R 5, 451
o %) B BN ER KT

[0136]  FEAT &8 FEAZ T IR A ANy FiARr B T SR 2 25 (48] 2 T Joia A 2 X0 10K R . FH
Y6 B2 S M5 N IE A T IO M. I 254 G40 — IR /2 A 2 1) o 308 o 75 22 i) £ R AR
AT SR UL LAT e NSRS A T AR H B A B 29 A S o NATTIE AT LR H &
MG R LAAT S A YRR 8 S0 VR R R A R R L
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[0137]  4G3E “245% el Zg 3 % b nl 252 107 J2 48 2408 1 i it A1 204610 40 N SR shiist A 2
FEAASFIR) i B B B A R R B 1) 7 1 AR T S AR TR A A I, Bt @ AU R A
OB HE B A S AL IR BRI M PR 7 1 22 20— BN A fR A (R 1B L2 0 O 25 W
YOI 2%, anel B 5| A 77 OF N AR SO 0 B € 25 22 B 22 5 SR (The Science and
Practice of Pharmacy) ), 5521k, 20054E515IE B4, % T34 (Bl in A28 jiti FH , B 24 3 iR
HIF N F S FDAZEY At 70 A = (FDA Office of Biological Standards) pTE R TCH
PE R e 2 it AN Al FE AR o

[0138]  4n iy JB 403k 1) 385 @ 4 AR N 0 8 R0 B I , anAS SC R fs A, 4452 BT 52 i 3707
BLFEARART AT 55 20 B0 o1 B S R TV P77 HU A ) 97 8 771 (B e 7 77 P S 7
A EEB R NCE IR T 2R B R 250 23RS TR S IR R A R RO SR A R
Nz Bl N2 17 SO I 7 S N2 S (W1 A =2 e o vvp: L 23 = 2Ol i [ 2 2= =l il
T 1) N, {H AR R e St Ag o, T R S EE A FH A I A T 1) FE N SRS it A (451 4 e
T BUMERD ABE 4252 170 NS0 FH 0 245 2 B n] 45252 B 28057 o B ARAT AR 5 28k 751 45 77 P 1l 2
ANHHES, 15 2% e AR IR IT B2 A & i Ad A

(01391 it FH 381) K5 3 AR A i BH 2H -5 0 1) SE B 77 &2 0T LA | 491 ) 28 385 A4 B L g O 7™ EL AR
FE BT VaIT S5 R S B L S A B AT VR T PR 1T J5R AR ) 47 38 R A B 25 DR 2R 5 5 T it FH O
TRTHE o TGV WRT , 87 B e FH 40 12 T g i o 65 A e R o e ol 0 P R R R FH 1A A AR 1)
P il 8

[0140]  FEFLLLSLy 5 , 25420 G W] LA & an 22 /0 290 . 1 %6 i PR 54 o 72 H B S it
B VE AL S DRI DL BT E R 1 292 % 5 4075 % 2 8], 82925 % F 2160 % 2 [8] , LA K
A R] G H ATART E  o AE  E AR BR i PR S A b SR s wT DA R R i A L/ T
v /AR EE 2155 /T e /AR E LA L0 /T v /AR ER L 505 v/ T /AR E L 210050 v/ T
e /AREL L 2920000 5 /T v /AR L Z93507 v /T e /AR EE L 2150050 /e /AR E L A1 = e/
T o/ RE A5/ T /R E L1050/ T 5 /AR L5025 /T 5 /AR E L 249100258/
Ty /PR Z)2002 58 /T 5 /AR 29350 v/ T v /AR HL L £9500 2 50 /T 5 /7 F 3 271000
2o/ Tyl /AR E G 2, DL H A a] T B AT AT YE R 75 A SC R Z1 B ARl S R Y
) = BR il S 45 o, BT DU 29550 v / T v /AR E B 2910002 5 /T /AR E L A5 %= 58 /T
e /R E 2 215002 58 /T e /AR B A H T

[0141] A% BH S i 49 F) SEAZ 7 8 AT LA LA E55)1.2.3.4.5.6.7.8.9.10.15.20.25.30.40.
50.60.70.80.90. 10054 5 2 ugt% IR 1) 771 & K i FH o BN 77 & B4R FA AT P2 1.10.50.100,
200500 10008% 5 Zul5km1

[0142]  yR 7 PEL A W1 v i T DA R I8 24 5 491 d e TR 22 28 4 2R 1 3R T MR TRV & 1R 7K
Hh 1] o 40 BIOHE AT DAZE I B SR & i VR A W FNAE Jet o i) % o A8 5 i A7 AN
FAZAE T i i3] &G 57 5 7 AR IR A A

[0143] A BHBY6 97 PE2H -G G I Hb DL AT 3 S 20 0 ) T AR DR R4 5 R A 3 VR vt
FH s 30 0T DA 838 A T 7R VRS 2 H VA A BRCR T AR VR A v 1 A T 2o T DL LA X 1) 5]
ik B B SR 2H S W05 2525 B Rl 8232 B 800 28 ki, 4H-A W ml L&A 27t
e th 2% v 5 7K 10mg « 25mg . 50mg B 2 £ £ 100mg A\ 2R Mg A 2 H - H e 2h % E a2 103
PTG KIS B G ER V7 J 77 G b S5 1) TG B U 71
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[0144] /K T 1) SE G2 A I B8 £ I R A0 v A A i R £, T 1) Pl v S A ML - &5
IR EFEIK B/ KR  ER AT AN AN ) i 1B AMBEFR) PR A IR 1 % B8 (Ringer s
dextrose) 5. it ik PN 7760 HE A4S 7R A 78 770 o B JE 7RI B FE HURAE P77 B A7) B 57
FRE PSR o R A% BT 0 00 S B0 25 20 A D) 25 P 2E 23 I pHAT HE IR

[0145] A AR YT PR 4L &9 ] LLALFE 2 S 25 W57 o AR BH IRV 97 1 416 0 1 it FH s
AT A IR AR AT, B 20T DL BT IR R A5 R AT X AL FE 1 L B s L B
¥~ BH 38 5 JR3 350 o Jo 350 it FH %o T 9697 R JER g O S7 A2 27 e 1A ot ks B e R kot e
PEIPIRE I BE R G R o 83, v] DL I JFAL B2 S B WL IR P B ik P v S it A » B
R AP DR A B2 I ) R s L BRI A 25 el B A A
(0 Xt FH - 8 138 97 Bl s O, o] RAASE AR 55 s a2k o R 5S FAR AR A T 2490, 01m 1 B
0.5ml 2 [H],

[0146] BT FiHA H AR 697 M 4 S A 350 AR E “BRALRI R 8= 2RSS H
TAME R B b BB A, RS B S A TIUE EREIT A IR TUE =R TT
PR G UL AL bR BT AR S B LR it FH 5 RIS M3 2 AR 97 7 AR PR TG
I7 VR BCRH BN 7] B 7 2 14D it FH o B T B R ) DR AP BURAR

[0147] V&7 VELL -G WA Bf & 30 B T = U P W7 3 ELS TR MM R A 1) - R 711
I DR B0 G B T B AAORTI AR A it & A2 TSR YT B b (1 A6 76 A e IR 2%
fif) UL R e 69T ) R R R e PE RN B

[0148]  VII.BEGVAYT

[0149]  7F FEbszjifi i) b , A< S BH A & W AN 7 3385 I 5 58 — B AN 7 4 & i 4 ek 2
K% R BB 0% 3R 22 (R B A k| AU AL IR o BB I ST VR v A A s 1 55—
Fhidie syt B2 A MR IR T BUOR T RO, R/ i 1R T RCR Ie YT AT T ik N
AW T DL DA 25 kb SIS0 B 0 R (f97] dan 3% A0 9 200 e R/ 5 i 24 ot M6 D) 1) 4H 5 B
b XA T BRI B A 20 ff 5 5k DR AR F 1) 70U FH B8 VR R A e A o] DA 2 2R iR
21 50, 45 — Bl 22 P 24y 7] (R 26 K] 3 08 4 1) 7R B b e 7)) 16— Fh a2 P2 6 A Bl 24 3 D
il fid , BCIE st A5 4 23 e R B M R/ BT B 7 P BB 22 A () 4 A B R A
Horp—Fhd G5 gt 1) FOHE FEAZ TR 5 2) P i), 503) F0 ) 14 T A% HF B A s 750 PR 5 o 1t
A, TURA ML R A 9732 1T A 54 27 ik U T VR MR R R IR B R BT IR A A
[0150]  FPkIPE A% H IR vl LAYEPUIE IR YT < 1 AR 2 J5 8P 55U 697 B9 & Fh 2 & 7%
2t FH o it FH T o e L e DA () B 380 550 2 b B 80K 30550 70K o) 1k S i T R 55 e 57
Iy PR A BB B St 451, — R PR A BRI S A T 1] 2 1] 35 A B B [R) B 2Kk, DA 7S
P SV IR BERE X B R PR R & IR AL T IR TS LT, T AT DAE A k20123
24872/ NI P, BEAR I AE A I 26— 1 2/Ni P O SR SR AL A 1 AL B R T VR AR TS
TE— S5 BT , T BE K VA T I TR) B S 2 K, 7R BT IR VR 97 I 8] B R 7R B 4% 5 2 B L
K (2.3.4.5.6847) FJLE (1.2.3.4.5.6.7548) [H] FE I H] .

[0151]  fEREBes iy, — AN Rl 4E1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.
17.18.19.20.21.22.23.24.25.26.27.28.29.30.31.32.33.34.35.36.37.38.39.40.41 .
42.43.44.45.46.47.48.49.50.51.52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.
67.68.69.70.71.72.73.74.75.76.77.78.79.80.81.82.83.84.85.86.87.88.89.,90 K &l 5
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K TRHART AAE#51.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.,17.18.19.20.21.22.23,
24.25.26.27.28.29.30.31.32.33.34.35.36.37.38.39.40.41.42.43.44.45.46.47.48.
49.50.51.52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.67.68.69.70.71.72.73
74.75.76.77.78.79.80.81.82.83.84.85.86.87.88.89H1/8 90K . HAT-T 4 &4 T — Fhzh
7, HAEH1.2.3.4.5.6.7.8.9.10.11.12.13.,14,15.16.17.18.19.20.21.22.23.24.25,
26.27.28.29.30.31.32.33.34.35.36.37.38.39.40.41.42.43.44.45.46.47.48.49.50.
51.52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.67.68.69.70.71.72.73.74.75.
76.77.78.79.80.81.82.83.84.85.86.87.88.8941/8; 90 K Bk HATATH & 45 T 57— Fh 27,
TE—R Qa/NEFI B W, AT CAZE T 8838 — R Bl 2 IR 24 7t o e Ak 78— AT RE 2 S, T
A — BN TR VA Tt U VR 97 X AN T B T BERF4E1.2.3.4.5.6 TR AI/811.2.3.4.5)F
A/8%1.2.3.4.5.6.7,8.9.10. 11, 124> A BB, IR B T B 0L, 49 n 9 5 44 77 Ak
R GLEE o
[0152] AT LLR & PG o o6F T2 LA R SE ], # I PE A% B IR YT VR 2 A7, T Bl 7 vk 2
“B” .
[0153] A/B/A B/A/B B/B/A A/A/B A/B/B B/A/A A/B/B/B
B/A/B/B  B/B/B/A B/B/A/B A/A/B/B A/B/A/B A/B/B/A

[0154]  B/B/A/A  B/A/B/A  B/A/A/B A/A/A/B B/A/JA/JA  A/B/A/A

A/A/B/A
[0155] 25 & 2477 (U SRAFAERTH) I BE 1, [n) S5 it P AR i BH AR A P BT V2 370
FH i FH B A & )3 O 8o DRI L, 76— SR St 51 R, A7 78 B I e VS IR RS0 7 v i 2
PR 20 IR O AR 4 75 B R VR 9T R 0 U 25 Fh b vfE 7 92 DA S AR R F AT LA 5
I (OE N7 RA A= A
[0156]  FE4FE J7 THI H , THbR T T V0 LT A 227 U732 e 8 7 v s TR TE B
FERTE I HoaT DL an A SC i s (1) 25 D] 39 028 4 1) 551097 4 P o 25 Bl ks R 38 38 00 1 55
FOVE AP T LR E A E R
[0157] A fb2Ay7id:
[0158] AR & A BH S 5], v LAASE )32 2 AP A0 226 7 71 o R TE “Ah 229737 2484 H
ZIWNIRITIE o “U IR YT R T RN R VR 9T T i AL S P B A ) - 3X L 255 B
2 FLAE AR P ()3 BB, 491 an JHL R A5 52 M 240 ) A DL R AE A1 B9 B vien 4 i ) 3k
HEAT 395 B, T DAL T I E B A HCDNA | 4 ADNAH Bl 3E I 52 1 A% R A oK 175 5 G e AR A
A 2257 2L AR BE TR RAL 257 o
(01591 {25 VA7 77 SE A 45 I A 7] , 497) G g 385 IR AR I Tl O 1 5 e S A PR £, 90 2 /9 3 %2
(busulfan) \ZEHN & N (improsulfan) FIURIAE N (piposulfan) ; EANE , B Wi wmk 2 =
(benzodopa) R HEE (carboquone) K4 Z E (meturedopa) FIJCHFIZ E (uredopa) ; £
iz AR L B i, LG N FH B % L =W LR B R = SR G = W 2 SR AR A I i AN =
PR LB R ks T OC B A fiifih 2% (bullatacin) FAT it =) 5 =0 Ak (GG & AL
VAN E (topotecan) ) ; & #E U s RFMYT (callystatin) ;CC-1065 (BLHE LR £ KB
(adozelesin) « RITKHT (carzelesin) LI KH (bizelesin) A s SEkiEHR (B
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AR BRI R IS IRIERS) s BB R 85 &= (BHE S PAKW-2189FICB1-TML) ;
YR FEVS E K RER; VYT (sarcodictyin) s 4R 4MHI 25 BI%, Bl T RRE T 55
£ SN [ER 737 7N B2 B SN B N 717 37 1) SN = = I (7= P R~ W= S AN /=N = N S
B GETRTT S REE BEXS IR R BT IR R BT « B i AT PR IR g T s WAHFE IR , B iR ]
7T (carmustine) VERE & HE = 67T (fotemustine) V& E &)Y (lomustine) BB E]VT
(nimustine) MFF S AV] (ranimnustine) s HUAEZR  HlAE bt E R Bl RAEER, L
FHERY ITMRHER oI IENER, WFIENERA BRI LR , 7] i &UE BER £6 s 1%
Wi R 8 & (esperamicin) 5 DL ACHT I 8 H & (0 I AAH G (0 B B 0 i AR 2 K (41 Lo
WHER VLR R ZMER VERZAR VRS R I H R C. R (carabicin) .
HARR WBREER OERX . NLE XD B XK (daunorubicin) JHIFELL 2
(detorubicin) \6-H & -5—4AM-L-1E5 2K /DAL 45 (RLFE NS IR J— /N AT 2 L U N Ik /)
LR 2-ME Mg kI - /N A A A N B ) R FE WA (epirubicin) JIKZEIL A
(esorubicin) HHIALL A (idarubicin) JRPEP B R 2R ER WL RERC HEHIR .
WINE K (nogalarnycin) MBS R EH& & & (peplomycin) JJKIEE R (potfiromycin) .
ISR VA R (quelamycin) B Z A (rodorubicin) B EE R BERE R RG>
WERZRERFAMM T (zinostatin) ML FILE (zorubicin) ;s HUAEM , 41 i FF e i
AI5—FRIRIELE (5-FU) 5 HFRISALA , ] anith 1555 T (denopterin) M DA F1 = F iy b s nEE04
FAW), il angas FriE (Fludarabine) 637 NG HA (IR IDK NEE A4 FIAR 5 HEE N4 ; 12 g SR AL , f51)
w2 PuAihiE (ancitabine) BT L E 6-FRE R A (carmofur) i H i E  OUL AR
AR T M AR (enoci tabine) FIGRIR T s HEBER , 451 a0 — Y S2 P P4 IR Jee At 2 B
NIRRT  SE RS A2 N G s DU B, 0K HEE (mi totane) FHHl VS A]3H (trilostane) ;
VR D 78 77 o 51 G STV P R S A S 5 T T TP e Y 5 U T P TR 5 JRL IR W E 5 22 MY g 5 D
fin A & (bestrabucil) ;s L AR ; ZIAHI 70 (edatraxate) ;43 Htkfiz (defofamine) s BK7K AL
Bl s BT i s SCARK S (elformithine) s LFRIKR] S BRI 2 IKFERE B (etoglucid) ; iHIR
B RIR H 2, P el T (lonidainine) s TR, HlUnSe & R M2 22 H & ;. A Ik
Jiw s KFC R s SENRIAEE s i fu 4EAK ; 15 w] 4t VT (pentostatin) ;s JLAPEH (phenamet) Mt ZELE 2
(pirarubicin) sV HEME; RAMR:; 2-C MM W REMPSKZRE S H L L
(razoxane) ; IREE 2R s PHALHE ; IR 88 s NS BE ORI B G s — IR ;2,27 2" - = = L& B
I f A s OUHT-28 R JEE RA AR ZAMEE R) ; 4H (urethan) ; KEHLFE
IEREGE H iR AT s IR H 8RR s 8 TP B WRVA B S R s BT R (s (“Ara—C”) 5
IR s FEEAZBE , AN SR A2 B 22 PE AL ZE 35 P A s 6T LY e ; 0 IS s 4
REL& S, W AR By R4 (oxaliplatin) FIRAH KBFLLH: 40 LT (VP-16) ; 57
IR I s KA R s KW s AR IEE 5 15 )L B (novantrone) s & VAT s ik th v i
W WIS A P A (xeloda) s FHEBERR #h AL B B (irinotecan) (FIWICPT-11) : #1
b5 F B A 1 FIRFS 20005 — 950 FF 2 5 (R (DMFO) 5 SRR &, Bl APl 3 IR 5 - 15 A s
(capecitabine) ; RHI A REMF R B 2 5 UM HZE AR (navelbine) JEWRREHE A%
FEmEAM 7R S B ANEL b %3 AR — B 255 BT s i ER IR ERAT AR

[0160]  B.JBURITI%

[0161]  FEUDNATI H ol vz A A A e (R 2 L6 A BT B R0 oy 3 28 L X3 28 R0/ B8
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SN (RS 25 m) e 20 PR 1) L 2346 2% o 02 18 HL TR S DNAR A3 T 3% 48] A i st  Joit o R
S GeE £ 555,760, 3955 F1554,870,2875) FIUVIE . A IX 46K R AR AT RE 252 V2
Y0 [l (19 X DNA \ DNA R4 . DNAKE il FME 57 DA Ko Gt k2 e A 35 1R 452403 o X 2 (1) 7 BV Rl A
F-50 %2004 5 H 71 45 42 28 K 1A] B (3314 ) 12000 F]60004¢ 52 B YR B V5l Y o U
P IR 47 25 1 77 19 Rl 22 S AR K, FF HLEG T [R5 28 110 2 32 190 BT 6 S 1 Tl S 482 11 i R 2%
RAD J 8% A 1 4 B P AL

[0162]  ARAE “Befih” A1 R F2” £ M F T 40 B i 76 A SCrp F T 08 36 77 1 F A gk 27
YR FBRU VA T 7R I B A A B S A A B I AR AR O T S B R E
51 G 9 i 243 75 DA A 28R SR AN B s B 1 E 34y 24 2 6 B Ik B4 A

[0163]  C.4JEy7 i

[0164]  FEIREVE YT TR N » S g8y ¥ — RS 5t FH 92 00 248 Jf A0 43— SR A i) R
IR A o 22 Bk S PT (Herceptin™) B2 X B IR S5 o G2 20081~ AT LA 3] et i3 240
F M b 1) L bR 0 ) B A R I B B o B AT DL A 2T VR B RN T, B AT DL AR
FL e 4 B R S 2 e 41 B SR BE - PR B mT L S W) B8 3 (A7 v U A% 3R L B AR B
EAOMEEISFR . AHZERS K5, - HAUHER R 8038, 208 707 L2 Ay R 1
53T IR EE A1 B, BT IR 2 11 737 55 e 40 A e L 82 B ) 2 LA FH o 5% P 2050 2 40 0 4
211 B P4 T2 B FINK A AL o v 97 18 (R BB 40 B 75 1 7% B ANEr bB2 41 1| 3R 82 41 6K 7 i
[ IR ErbB2 I IE ¥R TT R PR VR T 2 A

[0165] S —Fh sy vl th v AR S B IR JE DR T BRI 7 VR I B B VA B — 38 43 o TR R T
ER— A7 I A M S S TR, BPAE R 2 8 e A B A TEAE ) — SR
WA AFFEVE 2 IR bR e ), H HX S bric W) AR — MR mr LIS A T AEA R B B R 3
AT SR ) o R L IR R 1E ) B HE TS R T AT A B S P B R A PR PR AH DG BT L iR L
PR B ARG (p97) gp68.TAG—72 HMFG MV 2 % & Bt i Muc A \MucBPLAP  ME V3R 52
W ERE S A 2K verb BRIp1565. G y7 2 10 B X TH 2 4 A B R 5 G 72 I 3L
R OIEAEAERFE LU T ) S R 43« 1N TL-2. TL-4 . IL-12 .GM-CSF \ y —IFN¥) 4 ffa [5l
I UMIP-1 MCP-1 . IL-8[¥) AL PR ¥ A G i FLT3WC A& ) A K F -« & s LA ER B R 2
Y5 g 00 1) 7R 4 P 2 R 3 1k ke 2H 4 S 2 IV o 1 S s e eI ORI A BT I
SE Ak AW H AT —FRI BT AT LA T ) AR SRR P R

[0166] i 1E 7R A F B A FH 1 9 88 7 V2 1 S 49 2 e s A2 71 » 491 n 2 o B A I S 1 i
LR E A FIRA A Y GEEEFE5,801,0055 FEE5,739,1695 s Hui Ml
Hashimoto,1998;ChristodoulidesZs A ,1998) ; 4HM A 7%, Hlin T &FKa BF y  IL-1.
GM-CSFAATNF (Bukowski%$ N\ ,1998;Davidson®E N\ ,1998;HellstrandZE N, 1998) Ky,
BN TNF L IL-1.IL-2.p53 (Qin%E A , 1998 ; Austin-Ward filVillaseca, 1998 3 [H & F| 45,
830,8805 F1255,846,9455) ; AL FEFEHUAA, 5 Wi #4122 15 H fEGM2 . HTHER-2 . Htp 185
(Pietras® N ,1998;Hanibuchi®$ N ,1998; 3 H & HF|555,824,3115) o HHHRT LK —Fhok
Z PRI S AR ST R I 2 R TR T VA — K

[0167]  FEE By ik, — M5 AR 40 B e 7r) — e it e R 1K L 2 kel iR B el
A 5 [ b S 4 g 2l 0 4 & 0Bk P T (RavindranathfiMorton, 1991 ;MortonZ% A ,1992;
Mitchell1%5 A ,1990;Mitchel125 A ,1993) .
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[0168]  Frid 4k Gyl s ik , 1 0 R 008 BA Ik O 4 i i e g 422 ) 1 K 2 4 B Ak b 2 5, 3
I I TL-2 0 R B BN 30, B0F T R R AR ) L R i 5, 9 H 38 ] (Rosenberg &
A ,1988:1989) .

[0169] 7 —LLSLRf | b, G2y 7V AT LU S e A 25 sl ) o S ke 2 i FH i (5 5 (Bl
FLHBNE 73T BRARAS 5 o mT DA I G P28 Ao 75 i BEL DRI 470 808 1 (%) 0 o) 2k s B G 2 st B
TFA2ASZ 1A (A2AR) \B7-H3 (B R NCD276) BAITIHEE 41 At Jek 25 751 (BTLA) « 40 i 25 12 Tk 2 41 i
IR 4 (CTLA-4, tHARACD152) M|k %2, 3— XA B (1DO) - 7% T 4 M 4o 9% Bk B
(KTR) - ¥4k E= 41 B 0 25 (K1 -3 (LAG3) FE P HESET 1 (PD-1) T F0 e BR AR (1 38 RN 3 B 1 k3
(TIM-3) FITYH B EE VIR T g3 R (VISTA) o BRI, S 25 Ka 25 o 100 1) 70 S8 1) PD— 1
F1/8YCTLA4

[0170] e Ao A st 0 50 AT LA 491 /)N 43— - B 2K 70 20 FC Ak B30 52 AR 1 245 470, B B A
Wi A2 B a0 N R PTAR I Bk () an [ Br & F A FFW02015016718 s Pardol 1, { H SRS « JE i
(Nat Rev Cancer) ),12(4) :252-64,2012; B ¥JLL 51 B )5 S ANASCHR) o 0 RAAd 4
P85 KLY B ) L SR 2 R ), B A kb v DA R S N TR BN R U T
NS NN Y T 5 = Aw V= A T Ry o I 22 B NN S e S T N g B R N T e
A/ B A 5 BIRAEAR AP BT SO wl B o 25 0 Ok 30, & R0 ==& Bk L
(lambrolizumab) 2 DL B AN 5] 25 44 FRMK—347 5 A0 18 ) 2k B 3T (pembrolizumab) 1fi A A BT
Ao

[0171]  #E— eyt il , PD-145-& FEPUA & I PD-1 5 H A 45 & AR R 45 & 1) 0 1
7EHAR TG TR, PD-1HC A 45 A B A8 4R /& PDL 1 AN /B PDL2 . 78 55— N SZ it 5 o , PDL1 45 & #5471
FLEINHIPDLL 5 H 45 A AR AL & 10 5 F - 78 BAR T3 T, PDL 145 & FC AR 44 /& PD— 1 f1 /8%
B7-1. 78 7 — ALt fsl v, PDL2 45 & HE BRI & M HIPDL2 5 H 45 B Bl R R 45 -6 1 7+ £ B A
J5 T A, PDL245 & FC AR AR 2 PD- 1 35507 v LR PiiA P R 456 1 B S BE RGP 25 il & 2
A B B R B ME PR R IR T 26 [ & F) 558,735,553 5 L 558, 354, 5095 A1 558,008, 4495
o, B B A3 B 51 I 7 s0OF AR SO o BT A ST SR A6 1 7 v (1 FL e PD- 1 il 4t
FULE BT Jg A 0, ) i ik T 26 [ & R A JF 3520140294898 5520140220215 A 2R
201100083695 H , Frid | 45 LA 51 I 5 AR SCH

[0172]  #E—L&sTjif i o , PD-145 S 4E U2 BIPD-1H04k (il an A S s NIk B esin
HPUE) o AE— LS, PUPD-1HTARE B B T (nivolumab) TR Bk B HTFICT -
O11EH R 20 o 75 —LL s it 491, PD-145 G 45 P72 e 2o kBt 28 (im0 & S e X (1 o fe
SRR A FEAIFIFCX) @A I PDL 1B PDL2 ) 4 i A BLPD— 145 4 355 7 B S E AL 2 o 7F — 4
SR R, PD-145 A 5 DU 2 AMP-224 . 94 0 B T PR AMDX-1106-04 \MDX-1106,ONO-4538.
BMS-936558 FIQPDIVO®, /&W02006/121168H AT ##iid I FTPD-1HT A o F 1 I 2R BT th FR A
MK-3475.Merck 3475.=2&EkH41. KEYTRUDA® FISCH-900475, Z&W02009/114335 it
IR I PLPD- 13144 . CT-01 1 tHFR NhBATEEhBAT-1, 7£W02009/10161 1 pirHi A i PD-1 41
1A . AMP-224- 13 7% AB7-DC1g , 7£W02010,/027827 FIW02011/06634 2 AT 4 iR ({1PDL2-F e fl & 7]
VT2 AR

[0173]  FEASCHr A A1) 7732 o] LUSE [m] 1 53— o G e R 8 A 40 O B 4 TR U8 400 i A 5%
H 4 (CTLA-4) , At FRHCD152. A ZECTLA-41) 58 B8 cDNAFE 41| B A K] B & 5 5 115006,

29



CN 110650727 A ﬁﬁ HH :F; 27/35

CTLA-A7ETZ MR i 3R 3, H HAE 550 2B 40 R i _E ¥ CD80BLCD86 45 A i 78 24 “Ok
VA7 I o CTLA4 A2 74 B T4 B 11 2% 1T b 3R 110 B 2 BR A 1 7R SRR I 18 L 5 [ T e A% 328
)PS5 CTLAA S TR L I B 11 CD282K 8L, 31 B AN 4> T 540 5 2 i 40 1
CDSOAICDY6 (43 I HK NBT—1 FIBT-2) 454 - CTLA4[H] T4H A A% 336 0 145 5 , T CD28 4% 13 il
WSS  AHM N CTLAA AE 1T PETA A i 4R 21, I HL AT e xd H Dy RE 48 5¢ B 22 T4 i
AR FICD28HEAT (1) TZH L I3 51 AZCTLA-4 (BT4) TF B 3k M 52 4) ik 18,

[0174]  fE—SLSLyt 7] , G 25 s 32 PrCTLA- 4T (a0 N ik Nt hifk
B AU TR A B R R RS R E BRI

[0175] & T Ak B J7 v b 0 N 2ECTLA-4HT 44 (B [ HLAT A= 1 VIS AN/ B VLIE) 7T A A
FH BT Ja S0 AR P J) R0 1R 7 92 2 B o B, BT DAASE FH i i 4033k 8 A I HUCTLA- 49T 4% o 25 451 K
Ui, PLCTLA-APUAR A FF T LU R A L E LR 568,119, 1295 . Z5W0 01/14424°5 . ZEW0 98/
427525 ; 5EW0 00/37504°5 (CP675,206, tHFK A 55 R T (tremel imumab) ; LR & FiA
B3 (ticilimumab) ) 3% R 556,207, 1565 ;Hurwi tz25 A\ (1998) (& [ [E 5 Rl B b T
(Proc Natl Acad Sci USA) »95(17) :10067-10071 ; CamachoZE A\ (2004) (Il P& g 27 4% &
(J Clin Oncology) »22 (145) : % 5525055 (HLAACP-675206) ; FiMokyrdE A (1998) (i
5t (Cancer Res) »58:5301-5304 1] LA T A TR AT BT 159 AT IR A H 59 B — A1)
5L 5| 7 30 ANTE I ] DL B 50X 28 i J8 AT 2 B B 35 4 5 CTLA-445 5 1
Pk . 25k Ul , NJEALCTLA- APt R iR T E Br & R 3 £ 0020010144245 (26
020000375045 FI3E [E L H| 568,017, 11451, Frid i A HB LA 5] 7 I A A H
[0176] 75 HLCTLA-AFT A S AFHIT A BT (HFR A 10D1 MDX-010 . MDX-101 1 Yervoy®)
B HPT 45 S BOAS 4R (22 W IIW0 01/14424) 78 e Setsl b, i Bk 2 LR
AP FEEE AR BECDRELVR o R B , 7E — AN St ) v, i 3 i A B, 25 47 DL R BR 0 A VHIX
CDR13%, . CDR245, FCDR3IK, , LA K AFF UL A B0 [ VL X [ CDR 135 . CDR238, FICDR3IE . 78 7 — > 5k
Jag, Frid PR e g 5CTLA-4 RS ERHUAR A R P ok g He 45 & M/l 5 2 455 78
F—NSLHEE R, Frid bk S EiR Pk B 2024190 % A AR X R IR 7 A [E 1 (Fin S
BT AR B HT B A E /D Z190% .95 % 8§99 % 1 4% [X [7] — 1) «

(01771 AT T CTLA-4R) H & o B HE 5 dndihik 138 B % F 2558449055 . 555885796 5
A B & R B 175 22 55W01995001994-5 F155W01998042752°5 HH (R CTLA-4FR A& A S2 44, Bk &
AL 51 5 AN SO 5 DL iR T35 [ & F1 5583298675 H (1) S L KliFft 25
Frid &R CL 51 P 5 AR SCH

[0178] 7 — LSt ol v , Gp e 97 v T DI aok 4 1k G B 97 v, BT i ok 44k 1 G 97 VR S S
PR BT B AR R e S P T R 5 7% o FH T 3 4 P 08 7 V2 T4 P ] LA T o e 3 o e
T2 o ) 377 186 3 3k 2 ) T R e 3k 47 ) T4 PR 2 5 1) 170 A2 /% (Park , Rosenbergg A,
2011) o L& UE B 79 B8 AL H2 i Rd R S5 14 T MY i D by o7 FR R8T - O Bl i it A% B f A ik
PRI T2 it 32 A B i & 0 R A2 44 (CAR) R St 26 TZR A o A B 7 39 s S 1 (Jena, Dot tiZE A,
2010) .CARZ H 5 ARG 70+ HH B — AN B 2 AME 5 AL T4 G (1) B ) 35 53 2R ) 6 12
A o — R, CARF 25 & 370 H B BE TR (scFv) AT IR 45 A ek 4 1, BT iR BB 4K (scFv)
(L5 &6 et 2 o S 1t e e T R ) R S R BRI AR T AR B A L 8 B D A A P
T3 AR BURCAR S 25 655 0 o 55— ARCARKIAE 5 4% AT A2 H CDICH 4 i i X BiF e 32 4 y

30



CN 110650727 A ﬁﬁ HH :F; 28/35 11

o CAR T 8 5 DAy i A5 TAH At o) 8 Sk 15 /B, 455 o 2L g R ST e g ) % ool e ek g 1) o9 400 i
[ 2R I AL R IE H) P )7 H 5 7] (Jena, Dot ti%E A2010) .

[0179]  FE— NS fl b , A s R4t 7 H TR e AT, K B G iaa s
Tk 2P T VR A A S AR R o AR AN T T, S AR R TAR BT VA AL AR TAH i A/ B
&) Fh AR TN o 76 55— AN 7 T, AT 40 i A0/ B ) o S5 42 T4 B 0 1) bR R

[0180]  D.AMRFFEAR

[0181]  £460 % Jed it B3 14 42 2 TE R R R SRR, 48 TR P 12 W B P LA
PR EAESMREFEAR VR MR ANREF AR R BT LA S8 WA A B R VR 97 AL 22T T T i
WEIT I R By iE A BB AT R B e T iR S5 A A0 IR RE VR T

[0182]  VEEMEAMEIFARBIEVIBRA , b 38 LBk VIR AN/ 800 38 4 3 80 4 Ja 21 24
JiEE VIR 72 48 I 1) 28 20— 3055 B W BE 2B o B g VI 2 40, ANBFFE ARG IT e B FE O
AAEREFAR A EAINEFFE AR L ANRE R ALE B # AR R R LR AEFFE R (Mohs’
surgery) ) o 3t — B T AR J& B v] DL 55 3 3 6 AT H0 98 BB 7 1 190 I AL 2 e B 4 Al
H.

[0183]  FEATIRR H 40 B4 30 e A AL L A 2 B Mg Jim , W] B8 A AR A T Bl 25 s o i A o X X 33
BEAT HEVE BT O B R S A AN PR 7 V2 R 5 TR IT o TR Y67 T AN AR 1.2.3 .4
5,687 REAEE1.2.3 AR5 A EAF1.2.3.4.5.6.7.8.9.10. 11812 A & . iX L3577t LA
BAANFRIE.

[0184]  E. &2

[0185] Ty AL & 245 741 v L 5 A i B SIC i 491 4] 5 8 7y T 4 56 FH DA o0 38 Vi 7 TR 7 3000 T 2
BIUHI 2 77 B FE 2 M 200 PR 3 THD 52 A FNIGAPEE Pty 80 245 771) 200 P 2 K sl 70 R0 20 A 551 T
At 400 ) 1) sk P 6 4 ot 4 A O T ) ) R 1) 245 ) L AR 2 ) ol o 1
INGAP &5 (1) H5 5 11 35 0 240 B [ 5 45 4% 30 186 ol 208 30 Jsk 5 4 7 400 P e et 3 39 A
7 S R 40 AR AR R R B 2 A 7R AT DL A e B S i A5 117 i £ T T 4 A DAk
SEVRYT IR P FE 38 5 DI 28 o TS 40 B RS B 00 o6 77 5 A B S it 451 P D288 o 4 S B 00 o
TR S A7) 2 Ja3 05 o BB (FAK) H01 1770 A AR A VT (Lovastatin) o 3 — B TAH] dndu ik
C225 1) 3G sk B 1645 24 P XoT 24 A 1) T ) RO 1 1) B 245 5 AT A S A A B ST A 7 e T
T 205188 FH DA B 28

[0186]  VIII.iRFF &AL

[0187]  FEAKRBHA AN J7 T, WA A 167 7R/ s L e va 7 AR 16 k7 . 7E
— LS A R, A BH 2 R8T ) e RN/ Bt FH AR R BRI iR R e R ST LR e
i F it FH A BH 040 375 1 245 7] 8 R 25 70 R0 k1) o 1K) 8 i k) vl DA A i 2 2 — R R 3%
ISP (B AN TGF-1IREEAX T RR) — Fhak 2 IR L4 43 AL G 97 VAR — Fhal 2 B s 41 5>
DA S Tl 2%  TC 1 R0/ B8t FH A < BH 8 20 73 BRERAT A B 7R IR — AN B 2 AN IR B
[0188] 7 —es sl rh , R Gk v AL S B 1E I AR ds A, iR B 2 _ A 2 5k
GV 7y N 25 4 AN B 08 A BT A T S 4 I o 5 2% T DA El 45 dn 2 ) B
P FR ) AT K B AR o

[0189] 7 T LAt — 20 LR MR Bk 77 v A2 7 2D BRI Ui B, F R _H I S5 A
SC TR BORT JB ATk i E RN R R AR AR T
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[0190]  IX.SEf

(01911 ELHE DL SEA5 DL R A BH 1A D326 S5 Tt 451 o oy JaB SIBU R B AR N SRS T /i, AR
S B A T B AR KB BT A IR 7 A B 52 e R AR e A FH B B0R, I HLIA
WG] DA A oA Bl B T LS B R e A2 2o SR, AR AR AT, B J@ AU B2 RN B2 1
fif 5 AEAN B 25 A 5 B PR A RO L ) 15 00 5 AT AR Pl 2 T 1R 5 A S5t 451 v A 1R 7T 22 e
FATIIRIAF AR AL S

[0192] S5 1-#E i) IGF-1RIIP- £ B AL 1R

[0193] Wit FH TR BiAA IGF- 1R A2 it b AN TGF— 1R 8 [ Rk ¥ #EE ] TGF— 1R 5
WA . IGF- 1RIF3E 4 cDNA/F FIZESEQ ID NO: 3rh 444, 17 IGF- 1R\ & [ FE IZESEQ ID NO:
4t RAP SR T ER TR AT

[0194]  F4.IGF-1R X W77

[0195) [ s w44 57 SEQ 1D NO:
IGF-1R_AS1 5’ -TCC TCC GGA GCC AGA CTT-3’ 1
IGF-1R_AS2 5’-GGA CCC TCC TCC GGA GCC-3’ 2

[0196]  MRFEAS STt (1) 7 92 13k g AR TGE - 1R e X 25 i o 51 % TGF 1R AS 13k B 4%
TR A M ER B, B 80 % EL H IR KL 2 A N T = A5 -BA Z [a ) B R — e
ZRgE, I 70% FAZ H R A2 B N T4 5B A B IR — e 4L .

[0197] S 2-JE AR TGF— 1R e ST /N B, HH R GL26 1 e AE K 1 52 il

[0198] A T HE AR TGF-1R_ASTI SUHIBT tE AN /N B AR (R GL26 1 40 ff g 1) A= K T
F1AEFEOR , HGL261 41 (10°) K NCHTBL/ 67N A o U K 5, B Py it FH A o4
IGF-1R AS1 X4 (0.75mg-0.25mgB%0.075mg) « BREE/INER DA IE B e % & o G AR IGF-1R
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210> 1

211> 18

<212> DNA

213> NLF3

220>

223> BMELHIR

<400> 1

tcctecggag ccagactt 18

210> 2

211> 18

<212> DNA

213> NI

220>

223> BMELHIR

<400> 2

ggaccctcet ccggagee 18

<210> 3

211> 12262

<212> DNA

213> BN

220>

221> CDS

222> (1044) .. (5147)

<400> 3

agtgtgtggce agcecggeggeg geggegegge gaggetgggg ctettgttta ccagecattaa 60
ctccgetgag cggaaaaaaa aagggaaaaa acccgaggag gagcegagege accaggegaa 120
ctcgagagag gcgggagage gagagggacg ccgeccagega gectgeccac ggeeggeget 180

cgecagaccct cggeceeget cceceggatee cceegegeee tceccacgecee teeegegegg 240
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gggcagctcce
cagagcaggc
agagccgggc
tgtcctggat
gcgageggag
ttctgeceect
cgegecectee
cttgttttte
cttcectgecet
gcetegggtt
ccgegeegee
tgtttcctte
ttcatttccet
gaatttcatc

acc
Thr

tcg ctg

Ser Leu
ccg acg

Thr

agt

Pro Ser

tat
Tyr

cag
Gln

cag
Gln
45

atc
Ile

ctc cac
His
60

CCC

Leu

tte
Phe
75

gct
Ala

aag

Pro Lys

gge ctce

Gly Leu

cgc gge tgg

Arg Gly

acc aat ctc

Thr Asn Leu

acggcgcegcece
ggcggcegesc
ggcgegeess
ttgggaagga
ccaggaggag
cgeecggecte
cgcggeggaa
ctcgcctagg
ctccgggttt
cccgactceceg
cgccceegtee
gceettgttt
ttttttettt

ccaaataaaa

tgg
Trp

g88
Gly
15

gaa
Glu

gga
Gly
30

ctg aag
Leu Lys

ctg ctc

Leu Leu

ctc acg

Leu Thr

gag
Glu

agc
Ser
95

aaa ctc
Lys Leu
110
aag gat

Lys Asp

cte

Leu

atc
Tle

cge

Arg

atc
Tle

gtc
Val
80

cte

Leu

ttc
Phe

att
Tle

tecgeetegge
gg8gggceges
gagtgctgag
gctegeegeg
gaggaggagsg
gcectgtgace
gctegggegt
cagatttggg
gaaaatggag
ccgagcececctg
gcgeaccegg

ttggagggseg
tettttettt

tgtgacctte
cggggececegy
cgcggegegs
gcggegecess
gggagccecget
cggacttcgg
ccggeegecet
ctttgccccee
gcegacgacg
ggecegetget
agggccceegg
agcgaagact
tttttttttt

agcgagcecgg
cgcggeecess
ccggeecegee
cgctgaggga
cattcatttt
ggcgatcttg
cccgegegge
tttctttgeca
ccgacagccce
gceggegetg
cggegeegee
gagtttgaga
tttttttttt

agccceegeg
geggeggcege
getttgtgtg
ggaggceggeg
gactccgegt
cgaactgcegt
cagggceges
gttttcccecee
gceeeggege
aggggccgcece
ttcggagtat
cttgtttcet

tgagaaaggg

gga atg aag tct ggc tcc gga gga ggg tcee cceg
Met Lys Ser Gly Ser Gly Gly Gly Ser Pro

1
ctg ttt

Leu Phe

tge ggg

Cys Gly

ctg gag
Glu
50

aag

Leu

tece
Ser Lys
65
att

Ile

acc
Thr

gga
Gly

gac
Asp
tac aac
Tyr Asn
ctt
Leu

g88
Gly

)
tcc gcce
Ala

cte
Ser
20

gg8c
Gly

Leu

atc
Tle

cca
Pro
35

aac tgc acg

Asn Cys Thr

gce
Ala

gag
Glu

gac

tac ttg
Leu
85

CCC

gag
Glu Tyr
tte
Phe
100
gce
Ala

ctce

Leu Pro

tac ctg

Tyr Leu
115

tac aac ctg

Tyr Asn Leu

40

gcg cte teg

Ala Leu Ser

atc
Tle

gac cgce
Asp
40
gag
Glu

atc
Tle
55

cge

gtg
Val

tac agc

Tyr Arg Ser

70
ctg ttc

Phe

ctg
Leu Leu

aac ctc acg

Asn Leu Thr
ttc
Phe
120
att

Ile

atc
Tle

gtc
Val

agg aac

Arg Asn

10

tgg
Trp

cte
Leu
25

aac gac
Asn Asp

ggc tac

Gly Tyr
tac cgc
Tyr Arg
gtg
Val
90
atc

Ile

cga

Arg

gtc
Val
105
gag
Glu

atg
Met

act
Thr

cgg
Arg

300
360
420
480
540
600
660
720
780
840
900
960
1020
1073

1121

1169

1217

1265

1313

1361

1409

1457
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125 130 135
ggg gce atc agg att gag aaa aat gct gac ctc tgt tac ctc tcc act 1505
Gly Ala Ile Arg Ile Glu Lys Asn Ala Asp Leu Cys Tyr Leu Ser Thr
140 145 150
gtg gac tgg tcc ctg atc ctg gat gcg gtg tcc aat aac tac att gtg 1553
Val Asp Trp Ser Leu Ile Leu Asp Ala Val Ser Asn Asn Tyr Ile Val
155 160 165 170
ggg aat aag ccc cca aag gaa tgt ggg gac ctg tgt cca ggg acc atg 1601
Gly Asn Lys Pro Pro Lys Glu Cys Gly Asp Leu Cys Pro Gly Thr Met
175 180 185
gag gag aag ccg atg tgt gag aag acc acc atc aac aat gag tac aac 1649
Glu Glu Lys Pro Met Cys Glu Lys Thr Thr Ile Asn Asn Glu Tyr Asn
190 195 200
tac cgc tge tgg acc aca aac cgc tgc cag aaa atg tgc cca agc acg 1697
Tyr Arg Cys Trp Thr Thr Asn Arg Cys Gln Lys Met Cys Pro Ser Thr
205 210 215
tgt ggg aag cgg gcg tge acc gag aac aat gag tgc tge cac ccc gag 1745
Cys Gly Lys Arg Ala Cys Thr Glu Asn Asn Glu Cys Cys His Pro Glu
220 225 230
tge ctg gge age tge age geg cct gac aac gac acg gec tgt gta get 1793
Cys Leu Gly Ser Cys Ser Ala Pro Asp Asn Asp Thr Ala Cys Val Ala
235 240 245 250
tge cge cac tac tac tat gecc ggt gte tgt gtg cct gee tge ceg ccee 1841
Cys Arg His Tyr Tyr Tyr Ala Gly Val Cys Val Pro Ala Cys Pro Pro
255 260 265
aac acc tac agg ttt gag ggc tgg cge tgt gtg gac cgt gac ttc tge 1889
Asn Thr Tyr Arg Phe Glu Gly Trp Arg Cys Val Asp Arg Asp Phe Cys
270 275 280
gcc aac atc ctc age gecc gag age age gac tcc gag ggg ttt gtg atc 1937
Ala Asn Ile Leu Ser Ala Glu Ser Ser Asp Ser Glu Gly Phe Val Ile
285 290 295
cac gac ggc gag tgc atg cag gag tgc ccc teg gge tte atc cge aac 1985
His Asp Gly Glu Cys Met Gln Glu Cys Pro Ser Gly Phe Ile Arg Asn
300 305 310
ggc agce cag agce atg tac tge atc cct tgt gaa ggt cct tge ccg aag 2033
Gly Ser Gln Ser Met Tyr Cys Ile Pro Cys Glu Gly Pro Cys Pro Lys
315 320 325 330
gtc tgt gag gaa gaa aag aaa aca aag acc att gat tct gtt act tct 2081
Val Cys Glu Glu Glu Lys Lys Thr Lys Thr Ile Asp Ser Val Thr Ser
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335 340 345
gct cag atg ctc caa gga tgce acc atc ttc aag gge aat ttg ctc att 2129
Ala Gln Met Leu Gln Gly Cys Thr Ile Phe Lys Gly Asn Leu Leu Ile
350 355 360
aac atc cga cgg ggg aat aac att gct tca gag ctg gag aac ttc atg 2177
Asn Tle Arg Arg Gly Asn Asn Ile Ala Ser Glu Leu Glu Asn Phe Met
365 370 375
ggg ctc atc gag gtg gtg acg gge tac gtg aag atc cge cat tct cat 2225
Gly Leu Ile Glu Val Val Thr Gly Tyr Val Lys Ile Arg His Ser His
380 385 390
gce ttg gtec tce ttg tce ttc cta aaa aac ctt cge ctc atc cta gga 2273
Ala Leu Val Ser Leu Ser Phe Leu Lys Asn Leu Arg Leu Ile Leu Gly
395 400 405 410
gag gag cag cta gaa ggg aat tac tcc ttc tac gtc ctc gac aac cag 2321
Glu Glu Gln Leu Glu Gly Asn Tyr Ser Phe Tyr Val Leu Asp Asn Gln
415 420 425
aac ttg cag caa ctg tgg gac tgg gac cac cgc aac ctg acc atc aaa 2369
Asn Leu GIn GIn Leu Trp Asp Trp Asp His Arg Asn Leu Thr Ile Lys
430 435 440
gca ggg aaa atg tac ttt gct ttc aat ccc aaa tta tgt gtt tcc gaa 2417
Ala Gly Lys Met Tyr Phe Ala Phe Asn Pro Lys Leu Cys Val Ser Glu
445 450 455
att tac cgc atg gag gaa gtg acg ggg act aaa ggg cge caa age aaa 2465
Ile Tyr Arg Met Glu Glu Val Thr Gly Thr Lys Gly Arg Gln Ser Lys
460 465 470
ggg gac ata aac acc agg aac aac ggg gag aga gec tce tgt gaa agt 2513
Gly Asp Ile Asn Thr Arg Asn Asn Gly Glu Arg Ala Ser Cys Glu Ser
475 480 485 490
gac gtc ctg cat ttc acc tcc acc acc acg tcg aag aat cge atc atc 2561
Asp Val Leu His Phe Thr Ser Thr Thr Thr Ser Lys Asn Arg Ile Ile
495 500 505
ata acc tgg cac cgg tac cgg ccc cct gac tac agg gat ctc atc age 2609
Ile Thr Trp His Arg Tyr Arg Pro Pro Asp Tyr Arg Asp Leu Ile Ser
510 515 520
ttc acc gtt tac tac aag gaa gca ccc ttt aag aat gtc aca gag tat 2657
Phe Thr Val Tyr Tyr Lys Glu Ala Pro Phe Lys Asn Val Thr Glu Tyr
525 530 535
gat ggg cag gat gcc tge gge tcc aac age tgg aac atg gtg gac gtg 2705
Asp Gly Gln Asp Ala Cys Gly Ser Asn Ser Trp Asn Met Val Asp Val
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540 545 550
gac ctc ccg ccc aac aag gac gtg gag ccc gge atc tta cta cat ggg 2753
Asp Leu Pro Pro Asn Lys Asp Val Glu Pro Gly Ile Leu Leu His Gly
555 560 565 570
ctg aag ccc tgg act cag tac gece gtt tac gtc aag get gtg acc cte 2801
Leu Lys Pro Trp Thr Gln Tyr Ala Val Tyr Val Lys Ala Val Thr Leu
575 580 585
acc atg gtg gag aac gac cat atc cgt ggg gcc aag agt gag atc ttg 2849
Thr Met Val Glu Asn Asp His Ile Arg Gly Ala Lys Ser Glu Ile Leu
590 595 600
tac att cgc acc aat gct tca gtt cct tcc att ccc ttg gac gtt ctt 2897
Tyr Ile Arg Thr Asn Ala Ser Val Pro Ser Ile Pro Leu Asp Val Leu
605 610 615
tca gca tcg aac tcc tct tct cag tta atc gtg aag tgg aac cct ccc 2945
Ser Ala Ser Asn Ser Ser Ser Gln Leu Ile Val Lys Trp Asn Pro Pro
620 625 630
tct ctg ccc aac ggc aac ctg agt tac tac att gtg cge tgg cag cgg 2993
Ser Leu Pro Asn Gly Asn Leu Ser Tyr Tyr Ile Val Arg Trp Gln Arg
635 640 645 650
cag cct cag gac ggc tac ctt tac cgg cac aat tac tge tcc aaa gac 3041
Gln Pro Gln Asp Gly Tyr Leu Tyr Arg His Asn Tyr Cys Ser Lys Asp
655 660 665
aaa atc ccc atc agg aag tat gcc gac gge acc atc gac att gag gag 3089
Lys Ile Pro Ile Arg Lys Tyr Ala Asp Gly Thr Ile Asp Ile Glu Glu
670 675 680
gtc aca gag aac ccc aag act gag gtg tgt ggt ggg gag aaa ggg cct 3137
Val Thr Glu Asn Pro Lys Thr Glu Val Cys Gly Gly Glu Lys Gly Pro
685 690 695
tge tge gee tge cce aaa act gaa gcc gag aag cag gcc gag aag gag 3185
Cys Cys Ala Cys Pro Lys Thr Glu Ala Glu Lys Gln Ala Glu Lys Glu
700 705 710
gag gct gaa tac cgc aaa gtc ttt gag aat ttc ctg cac aac tcc atc 3233
Glu Ala Glu Tyr Arg Lys Val Phe Glu Asn Phe Leu His Asn Ser Ile
715 720 725 730
ttc gtg ccc aga cct gaa agg aag cgg aga gat gtc atg caa gtg gcec 3281
Phe Val Pro Arg Pro Glu Arg Lys Arg Arg Asp Val Met Gln Val Ala
735 740 745
aac acc acc atg tcc agc cga agc agg aac acc acg gec gea gac acc 3329
Asn Thr Thr Met Ser Ser Arg Ser Arg Asn Thr Thr Ala Ala Asp Thr
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750 755 760
tac aac atc acc gac ccg gaa gag ctg gag aca gag tac cct ttc ttt 3377
Tyr Asn Ile Thr Asp Pro Glu Glu Leu Glu Thr Glu Tyr Pro Phe Phe
765 770 775
gag agc aga gtg gat aac aag gag aga act gtc att tct aac ctt cgg 3425
Glu Ser Arg Val Asp Asn Lys Glu Arg Thr Val Ile Ser Asn Leu Arg
780 785 790
cct ttc aca ttg tac cge atc gat atc cac age tge aac cac gag gct 3473
Pro Phe Thr Leu Tyr Arg Ile Asp Ile His Ser Cys Asn His Glu Ala
795 800 805 810
gag aag ctg ggc tge age gee tce aac ttec gte ttt geca agg act atg 3521
Glu Lys Leu Gly Cys Ser Ala Ser Asn Phe Val Phe Ala Arg Thr Met
815 820 825
ccc gea gaa gga geca gat gac att cct ggg cca gtg acc tgg gag cca 3569
Pro Ala Glu Gly Ala Asp Asp Ile Pro Gly Pro Val Thr Trp Glu Pro
830 835 840
agg cct gaa aac tcc atc ttt tta aag tgg ccg gaa cct gag aat ccc 3617
Arg Pro Glu Asn Ser Ile Phe Leu Lys Trp Pro Glu Pro Glu Asn Pro
845 850 855
aat gga ttg att cta atg tat gaa ata aaa tac gga tca caa gtt gag 3665
Asn Gly Leu Ile Leu Met Tyr Glu Ile Lys Tyr Gly Ser Gln Val Glu
860 865 870
gat cag cga gaa tgt gtg tcc aga cag gaa tac agg aag tat gga ggg 3713
Asp Gln Arg Glu Cys Val Ser Arg Gln Glu Tyr Arg Lys Tyr Gly Gly
875 880 885 890
gcc aag cta aac cgg cta aac ccg ggg aac tac aca gcc cgg att cag 3761
Ala Lys Leu Asn Arg Leu Asn Pro Gly Asn Tyr Thr Ala Arg Ile Gln
895 900 905
gcec aca tct ctec tct ggg aat ggg tcg tgg aca gat cct gtg tte ttc 3809
Ala Thr Ser Leu Ser Gly Asn Gly Ser Trp Thr Asp Pro Val Phe Phe
910 915 920
tat gtc cag gcc aaa aca gga tat gaa aac ttc atc cat ctg atc atc 3857
Tyr Val Gln Ala Lys Thr Gly Tyr Glu Asn Phe Ile His Leu Ile Ile
925 930 935
gct ctg ccec gte get gte ctg ttg atc gtg gga ggg ttg gtg att atg 3905
Ala Leu Pro Val Ala Val Leu Leu Ile Val Gly Gly Leu Val Ile Met
940 945 950
ctg tac gtc ttc cat aga aag aga aat aac agc agg ctg ggg aat gga 3953
Leu Tyr Val Phe His Arg Lys Arg Asn Asn Ser Arg Leu Gly Asn Gly
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955

gtg
Val

tac

Tyr

cgg
Arg

gce
Ala

aaa

Lys

ctce

Leu

gtg
Val

atc
Tle

tct

Ser

agce

Ser

atg
Met

gce
Ala

gat
Asp

ctg
Leu

gtt
Val

gaa
Glu

aag

Lys

aca
Thr

aac

Asn

cga

Arg

atg
Met

ctg
Leu

ctg
Leu

gca
Ala

cgg
Arg

ttt
Phe

tat gcc
Tyr Ala

cct gat
Pro Asp
990
ctt ggg
Leu Gly
1005
ggt gtg
Gly Val
1020
gtg aac
Val Asn
1035
gaa gct
Glu Ala
1050
ttg ctg
Leu Leu
1065
gaa ctg
Glu Leu
1080
agg cca
Arg Pro
1095
agc aag
Ser Lys
1110
tac ctc
Tyr Leu
1125
aat tgc
Asn Cys
1140

ggt atg
Gly Met

tct
Ser
975

gag
Glu

cag
Gln

gtg
Val

gag
Glu

tct

Ser

ggt
Gly

atg
Met

gaa
Glu

atg
Met

aac

Asn

atg
Met

acg
Thr

960

gtg
Val

tgg
Trp

g88
Gly

aaa

Lys

gce
Ala

gtg
Val

gtg
Val

aca
Thr

atg
Met

att
Tle

gce
Ala

gta
Val

cga

Arg

aac

Asn

gag
Glu

tcg

Ser

gat
Asp

gca
Ala

atg
Met

gtg
Val

cgg
Arg

gag
Glu

cag
Gln

aat

Asn

gce
Ala

gat
Asp

cCg gag
Pro Glu

gtg gect
Val Ala
995
ttt ggg
Phe Gly
1010
gaa cct
Glu Pro
1025
agc atg
Ser Met
1040
aag gag
Lys Glu
1055
tce caa
Ser Gln
1070
ggc gat
Gly Asp
1085
aat aat
Asn Asn
1100
atg gcc
Met Ala
1115
aag ttc
Lys Phe
1130
gaa gat
Glu Asp
1145
atc tat
Ile Tyr

45

tac
Tyr
980

cgg
Arg

atg
Met

gaa
Glu

cgt
Arg

ttc
Phe

ggc
Gly

cte

Leu

ccCa

Pro

gga
Gly

gtc
Val

ttc
Phe

gag
Glu

965
ttc
Phe

gag
Glu

gtc
Val

acc
Thr

gag
Glu

aat

Asn

cag
Gln

aaa

Lys

gtc
Val

gag
Glu

cac
His

aca
Thr

aca
Thr

agce

Ser

aag

Lys

tat
Tyr

aga

Arg

agg
Arg

tgt
Cys

cca

Pro

agt

Ser

cta

Leu

att
Tle

aga

Arg

gtc
Val

gac

Asp

gct get gat
Ala Ala Asp
985
atc acc atg
Ile Thr Met
1000
gaa gga gtt
Glu Gly Val
1015
gtg gcc att
Val Ala Ile
1030
att gag ttt
Ile Glu Phe
1045
cac cat gtg
His His Val
1060
aca ctg gtc
Thr Leu Val
1075
tat ctc cgg
Tyr Leu Arg
1090
gca cct cca
Ala Pro Pro
1105
gca gac ggc
Ala Asp Gly
1120
gac ctt gct
Asp Leu Ala
1135
aaa atc gga
Lys Ile Gly
1150
tat tac cgg
Tyr Tyr Arg

970
gtg 4001
Val

agc 4049

Ser

4094

4139

4184

4229

4274

4319

4364

4409

4454

4499

4544
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aaa

Lys

tce

Ser

ttc
Phe

tac

Tyr

ggc
Gly

gaa
Glu

tce

Ser

ggc
Gly

CCC

Pro

gtc
Val

gac

Asp

gtg
Val

cac
His

gga
Gly

cte

Leu

g88
Gly

cag
Gln

ggc
Gly

ctg
Leu

ttc
Phe

ttc
Phe

gag
Glu

CCC

Pro

aga

Arg

ctg
Leu

atg
Met

1155
g8g aaa
Gly Lys
1170
aag gat
Lys Asp
1185
gtc gtc
Val Val
1200
gge ttg
Gly Leu
1215
ctt ctg
Leu Leu
1230
atg cgc
Met Arg
1245
ctg gag
Leu Glu
1260
Ccgg gag
Arg Glu
1275
cCcg gag
Pro Glu
1290
ctg gac
Leu Asp
1305
cac tca
His Ser
1320
gtc ctce
Val Leu
1335

aac ggg
Asn Gly

g88
Gly

gga
Gly

cte

Leu

tce

Ser

gac

atg

Met

atc
Tle

gtc
Val

gag
Glu

CCC

Pro

gga
Gly

cge

Arg

ggc
Gly

ctg
Leu

gtc
Val

tgg

aac

Asn

aag

Lys

tgc
Cys

atc
Tle

tce

Ser

ctg
Leu

tcg

Ser

cac
His

gce
Ala

cge

Arg

ctg
Leu

ttc
Phe

gag
Glu

gag
Glu

cca

Pro

tgg
Trp

agce

Ser

ttc
Phe

gac

gee

Ala

aag

Lys

agce

Ser

aag

Lys

1160
cce gtg
Pro Val
1175
acc act
Thr Thr
1190
atc gcc
Ile Ala
1205
caa gtc
Gln Val
1220
gac aac
Asp Asn
1235
cag tat
Gln Tyr
1250
agc atc
Ser Ile
1265
tac tac
Tyr Tyr
1280
ctg gag
Leu Glu
1295
tcec tecg
Ser Ser
1310
gcc gag
Ala Glu
1325
ttc gac
Phe Asp
1340
aac gag
Asn Glu

46

cge

tac

Tyr

aca
Thr

ctt
Leu

tgt
Cys

aac

Asn

aaa

Lys

agc
Ser

ccCa

Pro

tce
Ser

aac

Asn

gag
Glu

cgg
Arg

tgg

tcg

Ser

ctg
Leu

cge

cct

Pro

CCC

Pro

gag
Glu

gag
Glu

gag
Glu

tce

Ser

ggc
Gly

aga

gce
Ala

atg
Met

gac

Asp

gce
Ala

ttc
Phe

gac

Asp

aag

Lys

gag
Glu

gag
Glu

aac

Asn

ctg
Leu

CCC

Pro

cag
Gln

ttg
Leu

1165
tct cct
Ser Pro
1180
gtc tgg
Val Trp
1195
gag cag
Glu Gln
1210
gtc atg
Val Met
1225
atg ctg
Met Leu
1240
atg agg
Met Arg
1255
atg gag
Met Glu
1270
aac aag
Asn Lys
1285
atg gag
Met Glu
1300
cca ctg
Pro Leu
1315
gge cct
Gly Pro
1330
cct tac
Pro Tyr
1345
ccg ctg
Pro Leu

gag
Glu

tce

Ser

CCC

Pro

gag
Glu

ttt
Phe

cct

Pro

cct

Pro

ctg
Leu

agce

Ser

CCC

Pro

g88
Gly

gce
Ala

CCC

Pro

4589

4634

4679

4724

4769

4814

4859

4904

4949

4994

5039

5084

5129
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1350
cag tct tcg acc tge tga tccttggatc ctgaatctgt gcaaacagta 5177
Gln Ser Ser Thr Cys
1365

acgtgtgcge
gcetectgta
ctgcagtaaa
tgcccaaacc
cagagcactt
ctctectete
ttatcagttt
tgacaccgtg
acctttctag
taacgctgcce
cctegtgtece
ggcgacacac
ggtctcattg
tcagtgaagg
caacccccaa
caaggggcce
cagatgggaa
aaattcaaac
gctttgttga
gaccatgaaa
tcagatattc
atctttgtgg
ccaagaaact
tggatacttc
cccatcccetg
gaggcagaaa
cctcacagca
aaaggttaaa
tcaccctete
aattcttggg
cttaatggct
cagagcgtgg
acctgtettt

ccecgggatcece

tggaggcagc

acgcgcagceg
cctcagtgga
acacatttgg
cttaactgac
gagaaccagt
tgcttcataa
gaggaagtgg
ggtcattaca
ggacatgaaa
taattttgce
ggaggcatgg
tccgtecate
cttctgacta
tggggagaag
gaatctggtg
catgcctget
ggggtttcca
accacaacag
cattttctet
catttgcata
atctatacgt
atttaatcta
tcttatgett
tatcacataa
ctcccacctg
geaggceeggsg
ttggagcctg
tatttcacac
tttceettge
tacaacagca
atttaatcct
tccggeaggg
ggaaccagaa
aggctggccce

acagacgcca

1355

gggtgeggeyg
tcttcagaac

gatgttcctt
atgggccttt
ctcectcactce
cggaaaaata
ctgtcectgt
aaaaaacacg
tttacaaagg
aaaatcctga
gtgagcatgg
cgactgcccce
gattattatt
ctgaaccggc
gccatgggece
tctctcecccag
gggactcagc
cagtaagaag
gttcctagga
cacatcgtct
ctgtacagaa
tgaaaacctt
tgtactagag
tttgccatga
cccctttagt
cacccatcct
ttacagtgca
gtctttgtte
ctttgcttag
gtgttaaccg
tccateccac
cctgttgtgg
catcccaagg

agggcggeac
cggtggcccea

ggagagagag
tgceettget
ttttcaatat
aagaacctta
tgtcectgte
attgccacaa
ggccccatcce
tggagatgga
gccatcgtte
actttctccce
cagctggttg
tgctgtgetg
tgggggaact
ttccetgecce
ccgaagcagc
ccccagcetece
cccactgttg
aaaagcagtc
cttcttcatg
ttaatgtcac
aaaaaaaagc
caggtccacc
tgcgtgactt
actgttggat
tgttttctaa
gagagggceceg
agacatgata
agtgtttcca
gttgtgacac
cagacactag
gaaaaacagc
ccctegecac
gaactccttce
cctcaggget

agagcccctt

47

1360

ttttaacaat
gceecgeggga
gcaagcagct
atgacaacac
cttcecetgtt
gtccagctgg
aaccactgta
aatttttacc
atccaaggct
tcatcggccce
ctccatttga
ctcaaggcca
ggacacaata
tgcectecceca
ctggcggaca
ccecgeeegee
atgcaggttt
aatggattca
ggtcttacag
ttttataact
tgctattttt
ctctecectt
tettectett
gcectttttat
cccgtagget
cgctecetete
caaactcagg
ctcaccgtgg
acatatatat
gcatttggat
tgctgagtcce
ccececteacce
gcactggcegt
gtgceccegetg
tgettettge

ccattcacaa
gacagcttct
ttttattcce
ttaatagcaa
ctceetttet
gaagcccttt
cacacccgcece
tttatcttte
gttaccattt
ggcgetgatt
gagacacgct
caggcacaca
ggtctttecte
gcececectgee
ggcttggagt
cccaaggaca
gcaaggaaag
agcattctaa
ttctatgtta
tttttacggt
tttgttcttg
tctgctcact
ttcceggtaa
aaatacatcc
ctctgggcac
cccagcectge
tcagaaaaac
ttgagaagcc
atattttttt
tactattttt
aagggagcag
ggaccgactg
tgagtgggac
gagtgctagg
tgggggacca

5237
5297
5357
5417
5477
5537
5597
5657
5717
Y
5837
5897
5957
6017
6077
6137
6197
6257
6317
6377
6437
6497
6557
6617
6677
6737
6797
6857
6917
6977
7037
7097
7157
1217
277
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gggetgtggt
tcttgtecttg
ctgggataga
ctgaagattc
ccactgecttt
ttatatgtag
agaaaagccce
ggtgtgtgtg
acatttatct
cctttctcag
ccacacccag
tcacctctet
tttttttgtt
gccaggtggce
tgtcectgge
tttcgteett
caccatctct
tgctgeteca
cattcattga
tgtgcgcecag
gagcagagtc
ggggtagaca
tcgtggegte
caggacagac
ctgggaagtg
aagtgaaggc
gatcttaagg
gaccccttgg
tttctacaga
tcattttgtt
ccatcatagc
gtgcagtcac
acagttctag
aaataatctt
actgcttgaa
gttctcccac
gaacttgatc
atacctttgg
cctecteectgg

gctggeccac
tttcattttt
aatgtttagg
aacacagaaa
ctctagtctce
gagttttctt
cattatgaat
tgtgagagtg
acctcactct
cacctgacaa
gtgatgcagg
gctcatttca
ttgttttcta
cctgtgaggce
tggttgtett
aagagagcag
gtgcgaatcce
tccectgeagg
gcacaaaggt
aatgcagagg
ccectecececet
gagatgtacc
acgcccecececce
ggctcgetee
tggcgggcag
gctcaggagce
tcattgagaa
aataacggcc
tcattcagct
tttgttttat
aaatgcttca
tttactggac
cctaacttca
aagctgagtt
gtcatatgaa
acagccctte
aagacccaga
aacgagcctce
cctgtttett

tttceectegg
agcacttctce
agtaagaaca
agaaagttta
tatcccatag
ttaatttatt
ttaaatttca
atgggacagt
tattttttat
taggccgttg
gggaagccag
gacagcttgce
tcttggttte
caacgagggc
tggaacaaac
tggttccteca
ccagggtaaa
aggctcgcege
gcagctgcag
ctcctgacct
ccaggctgece
aaaccttccg
cgccaggget
cctctteccag
ctttgcctaa
ctcectgetgg
atactgttgg
tctceteteg
ggttataagg
gtaggtagct
gaaacacctc
caacccaccce
tgctgattte
gtggcatttt
ccactgaggc
cctgaggcag
ccaccccagg
ctccttggaa
aagatgcgga

ccaggaatcc
accagagaga
aagctgggat
tacggctttt
cgtgttceet
ttgtgataaa
aggaaagggt
tcttgatttt
atgtgtatat
atactggtaa
gctgtattcce
ctttttctga
caccaaggtg
accagagcac
tgcttetgtg
ggttctgagg
ggcgtggggce
tgaggcagga
cagcagctgg
cacagccagt
ctctcaactt
gctggaaagce
gtacctccgt
cagctgectet
gegtggatgg
aacgcgacce
atcagggttt
tgcacatacc
gttttgttta
tttaagtaga
aataaaagag
accttgacta
tctgectett
ccatgcaacc
acatcatgga
caggagctgg
tctcettegt
gatggaagac
gtcacatttc

48

aggtccttgg
tgacagcaca
acggtgattg
ttgetggtca
ttaaaaaaaa
ttaccagttt
gtgtgtgtgt
ttgggttttt
agacaaaaga
cctcatccac
ggggtcaaag
gatgtcctgt
ttagatttct
acctggggga
cagatggaat
agaggaaggt
attgggtttg
ccgtgeggece
agagcaagag
ccctgataga
ctcececteacce
ccagtggccg
ctcecetggte
tacaggcact
ctccteggea
atctctccca
tgttcttcca
taccggtttce
aactgtccga
aaacactaac
aaaacttggc
taccaaggca
gatttttcte
tccttetgee
attgatgtga
tgtgtactgg
gggatgtcat
cgtgttecgtg
aatggtacga

ggcccaggss
agagttgectt
ctagttgtga
gcagtttgte
aaaaaaggta
caatcactgt
gtatgtgtgg
tttceeccaa
atacatctca
gccacaggeg
caacactaac
tttgtgttge
cctectecta
gccaccagge
gaccaacaca
gtccaggcag
ctccecettge
atggctgetg
tcacccagcce
acacacgcag
tccttececta
gcgeecgaggce
ctgctgetcea
gatgatttcg
attccagcct
ggaccceggg
cactgtaggt
cacaactgga
gttactgatg
agtgtagtgce
ttgtgtgatg
tcatctatce
tgtgtgttce
agcagctcac
gcattaagac
agacactgtt
gacgtttgac
gccgacctgg
aaagtggctt

7337
7397
7457
7517
7577
7637
7697
7757
7817
1877
7937
7997
8057
8117
8177
8237
8297
8357
8417
8477
8537
8597
8657
8717
8777
8837
8897
8957
9017
9077
9137
9197
9257
9317
9377
9437
9497
9557
9617
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cgtaaaatag
ggggtgettt
agtttgttce
gcttgecagt
cttgtctagt
cactccctte
gcccattcca
ttcctetgtg
cagagatcca
gctggtggta
agagatgctg
tagatgactg
ggtgggtaca
gtgcagggcet
gaccacatcg
tcctactctg
gcactcgtca
acgatcactc
ttaactagtc
tcagttgacg
aacagaataa
ttttttttte
ggacacctgt
tccgtggtte
tgatgattta
gggaagggga
gaaagaacct
cgttcggcecat
tgggaagact
acataaacga
ctgattactg
agatacgtat
tggttttaaa
actccacaat
tctggaaact
cacatccacc
ggttgaggtg
aaaaaaatca
gttttcttgt

aagagcagtc
gggataaaag
actgaagctt
ggctctgtgg
gttcttaget
taaaacacag
gcagtcccag
ttgtcagcectg
ctccttaaga
caaatgagaa
aagatacaga
gttgcgtcat
gaaccattgt
tggaaggaat
aggctcagca
gaaactgatc
gttgtcagtt
atttttatgt
actcattagc
aagatctggt
ttttataaaa
tctgtgtgtg
ttactagcta
accctetttt
aaaagtagtt
tcatttttta
cattggccat
ctggcttgat
tgactgcaca
tgacagctat
ctttgttaga
ttccaataca
gttgactcca
atctctatca
atttgggttt
ggtggaagag
agaggtttge
aaccagaagg

taaaaaaaaa

actgtggaac
atttatgagc
ttcccacage
caagatcaca
gtcacgttgg
gcgecectecet
ttatgcattt
tettecattte
accagtggceg
cttcaagaga
ccttggacag
ttggagaagt
cacagggatc
gtgggcaagg
gtcatccgtg
tcggagttaa
ctggggcatg
cccacgtgtg
gttttcaata
ttacaagaac
tgtttgtagt
caaatgtgtg
gctttacaat
ccceccatge
ctgtatcttce
ctggtcattt
ggaaacagcce
tggtctgget
gccaatggtt
ggggcacaca
acacagaaga
gaaaagaatt
cttcctctaa
tgggaaacac
tgttttcaac
acgccceggtg
cagagtttgt
cgggatggaa
tttttttaag

taccaaatgg
caactattct
agtccacctce
ctgagatcga
ctccttecag
ggtgacagtg
caagtttggg
ctgggctaag
aaagacactt
ggatgttatt
gtcagagggt
gagtgctccet
ctggcacaga
ttttgaactt
ggcatttggt
ggcgaattgt
actttagcgt
tgtgtccgea
gggctcttaa
taattaaatg
ttataattgc
tttgtgatcc
atgccaaaaa
tttttgeect
agtatcttgg
ccctttggag
gaggtgttgg
gcegtcattg
ttcatgatga
ggccatttge
gaccctattt
tttaataaaa
ctccagtgga
ctggggtttt
ttttcatttg
aaaacacctg
ctacctctgg
tggatgcacc

taagaaaaaa

49

cgagatgctce
ctggcaccag
tgcaggectgg
tgggtgagaa
ggtggccaga
acccgecegtg
gtttgttett
cagcattggg
tctttettea
tagactgaac
ttcatttttg
tgatggtgga
gaagagttac
gattgttctt
ttcaacaaag
tcaagaacac
tttgtttctg
tctttctggt
gtccagtaga
tttcattgca
cgaaaataat
attttttttt
aggatttctce
agtttataac
tcttccagaa
tgtagctact
agcccagceag
tcagcacagt
ttacagcata
ttacatgcct
tatttaaggc
actataacat
ttgttggceca
tgcgctacat
gatgtttgge
tctgetttet
gtatcccttt
gcaaataatg

aaaggtaata

ggtgcacatt
attctaggcce
cagccgaatg
ggctaggatg
cggtgttgge
gtatgccttg
ttcgttaatg
agatgtggac
ctctgaagta
ctctgttgee
gccttecatet
atgaccgggt
gagcagcagg
gaagctatca
aaacctaaca
aaactacatc
cgagaacata
caacattgtt
ttacgggtag
tttttgtaag
ttaaagacac
ttttttttta
cctgacccca
aaaggaatga
ccctetggtt
ttaacagatg
tgcatggcac
gccatggaca
cacagtgatc
cgtatcatga
agaaccccga
acacaaaaat
tgtctcececa
aggagaaaga
gttgcacaca
aagccagtga
gtctgggata
cattttctga

acatggccaa

9677

9737

9797

9857

9917

9977

10037
10097
10157
10217
10277
10337
10397
10457
10517
10577
10637
10697
10757
10817
10877
10937
10997
11057
11117
11177
11237
11297
11357
11417
11477
11537
11597
11657
11717
11777
11837
11897
11957
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tttgttacat aaaatgactt tctgtgtata aattattcct

aaaatcagta gatgaaaaaa atttcaaaat gtttttgtat

tcctgttatt gcgatatact ctggattctt tacataatgg

tgaatggctg aagctaaggc aacgttagtt tctcttactce

ctacatggtt taagttaaat aaaataattc tgtatgcaaa

aaaaa 12262
<210> 4
211> 1367
<212> PRT
213> BN
<400> 4
Met Lys Ser Gly Ser Gly
1 5
Leu Phe Leu Ser Ala Ala
20
Cys Gly Pro Gly Ile Asp
35
Leu Glu Asn Cys Thr Val
50
Ser Lys Ala Glu Asp Tyr
65 70
Ile Thr Glu Tyr Leu Leu
85
Gly Asp Leu Phe Pro Asn
100
Tyr Asn Tyr Ala Leu Val
115
Gly Leu Tyr Asn Leu Arg
130
Lys Asn Ala Asp Leu Cys
145 150
Leu Asp Ala Val Ser Asn
165
Glu Cys Gly Asp Leu Cys
180
Glu Lys Thr Thr Ile Asn
195
Asn Arg Cys Gln Lys Met
210

Gly

Leu

Ile

Ile

95

Arg

Leu

Leu

Ile

Asn

135

Tyr

Asn

Pro

Asn

Cys
215

Gly
Ser
Arg
40

Glu
Ser
Phe
Thr
Phe
120

Ile

Leu

Gly

Glu
200

Pro

Ser
Leu
25

Asn
Gly
Tyr
Arg
Val
105
Glu
Thr
Ser
Tle
Thr
185

Tyr

Ser

50

Pro
10

Trp
Asp
Tyr
Arg
Val
90

Ile
Met
Arg
Thr
Val
170
Met

Asn

Thr

Thr

Pro

Tyr

Leu

Phe

75

Ala

Arg

Thr

Gly

Val

155

Gly

Glu

Tyr

Cys

aaaaaatcct
attctgttgt
aaaaaagaaa
tgetttttte

dadaaaaaaa

Ser

Thr

Gln

His

60

Pro

Gly

Gly

Asn

Ala

140

Asp

Asn

Glu

Arg

Gly
220

Leu
Ser
Gln
45

Ile
Lys
Leu
Trp
Leu
125
Ile
Trp
Lys
Lys
Cys

205
Lys

Gly
30

Leu
Leu
Leu
Glu
Lys
110
Lys
Arg
Ser
Pro
Pro
190

Trp

Arg

gtttatataa
aagaatttat
ctgtctattt
tagtaaagta

dadaaaaaaaa

Gly Leu
15
Glu Ile

Lys Arg

Leu Ile

Thr Val
80

Ser Leu

95

Leu Phe

Asp Tle

Ile Glu

Leu Ile
160

Pro Lys

175

Met Cys

Thr Thr

Ala Cys

12017
12077
12137
12197
12257
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Thr Glu Asn

225
Ala

Ala
Gly
Glu
Gln
305
Cys
Lys
Cys
Asn
Thr
385
Phe
Asn
Asp
Ala
Val
465
Asn
Ser

Arg

Glu

Pro
Gly
Trp
Ser
290
Glu
Tle
Thr
Thr
Tle
370
Gly
Leu
Tyr
Trp
Phe
450
Thr
Asn
Thr

Pro

Ala

Asp
Val
Arg
275
Ser
Cys
Pro
Lys
Ile
355
Ala
Tyr
Lys
Ser
Asp
435
Asn
Gly
Gly
Thr
Pro

515

Pro

Asn
Asn
Cys
260
Cys
Asp
Pro
Cys
Thr
340
Phe
Ser
Val
Asn
Phe
420
His
Pro
Thr
Glu
Thr
500

Asp

Phe

Glu

Asp

245

Val

Val

Ser

Ser

Glu

325

Ile

Lys

Glu

Lys

Leu

405

Tyr

Arg

Lys

Lys

485

Ser

Tyr

Lys

Cys

230

Thr

Pro

Asp

Glu

Gly

310

Gly

Asp

Gly

Leu

Ile

390

Val

Asn

Leu

Gly

470

Ala

Lys

Arg

Asn

Cys

Ala

Ala

Arg

Gly

295

Phe

Pro

Ser

Asn

Glu

375

Arg

Leu

Leu

Leu

Cys

455

Arg

Ser

Asn

Asp

Val

His
Cys
Cys
Asp
280
Phe
Ile
Cys
Val
Leu
360
Asn
His
Ile
Asp
Thr
440
Val
Gln
Cys
Arg
Leu

520
Thr

Pro
Val
Pro
265
Phe
Val
Arg
Pro
Thr
345
Leu
Phe
Ser
Leu
Asn
425
Tle
Ser
Ser
Glu
Tle
505
Tle

Glu

51

Glu Cys

235
Ala Cys
250

Pro Asn

Cys Ala

Ile His

Asn Gly
315

Lys Val

330

Ser Ala

Ile Asn
Met Gly
His Ala
395
Gly Glu
410
Gln Asn
Lys Ala
Glu Ile
Lys Gly
475
Ser Asp
490
Ile Ile

Ser Phe

Tyr Asp

Leu

Arg

Thr

Asn

Asp

300

Ser

Cys

Gln

Ile

Leu

380

Leu

Glu

Leu

Gly

Tyr

460

Asp

Val

Thr

Thr

Gly

Gly
His
Tyr
Ile
285
Gly
Gln
Glu
Met
Arg
365
Ile
Val
Gln
Gln
Lys
445
Arg
Ile
Leu
Trp
Val

525
Gln

Ser
Tyr
Arg
270
Leu
Glu
Ser
Glu
Leu
350
Arg
Glu
Ser
Leu
Gln
430
Met
Met
Asn
His
His
510

Tyr

Asp

Cys
Tyr
255
Phe
Ser
Cys
Met
Glu
335
Gln
Gly
Val
Leu
Glu
415
Leu
Tyr
Glu
Thr
Phe
495
Arg

Tyr

Ala

Ser
240
Tyr
Glu
Ala
Met
Tyr
320
Lys
Gly
Asn
Val
Ser
400
Gly
Trp
Phe
Glu
Arg
480
Thr
Tyr

Lys

Cys
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Gly
545
Asp
Tyr
His
Ser
Ser
625
Leu
Leu
Tyr
Thr
Thr
705
Val
Arg
Arg
Glu
Lys
785
Tle

Ala

Asp

530

Ser
Val
Ala
Tle
Val
610
Gln
Ser
Tyr
Ala
Glu
690
Glu
Phe
Lys
Ser
Glu
770
Glu
Asp

Ser

Ile

Asn
Glu
Val
Arg
595
Pro
Leu
Tyr
Arg
Asp
675
Val
Ala
Glu
Arg
Arg
755
Leu
Arg
Ile

Asn

Pro
835

Ser
Pro
Tyr
580
Gly
Ser
Tle
Tyr
His
660
Gly
Cys
Glu
Asn
Arg
740
Asn
Glu
Thr
His
Phe

820
Gly

Trp
Gly
565
Val
Ala
Tle
Val
Tle
645
Asn
Thr
Gly
Lys
Phe
725
Asp
Thr
Thr
Val
Ser
805

Val

Pro

Asn
550
Tle
Lys
Lys
Pro
Lys
630
Val
Tyr
Tle
Gly
Gln
710
Leu
Val
Thr
Glu
Tle
790
Cys

Phe

Val

535
Met

Leu
Ala
Ser
Leu
615
Trp
Arg
Cys
Asp
Glu
695
Ala
His
Met
Ala
Tyr
775
Ser
Asn

Ala

Thr

Val
Leu
Val
Glu
600
Asp
Asn
Trp
Ser
Tle
680
Lys
Glu
Asn
Gln
Ala
760
Pro
Asn
His
Arg

Trp
840

Asp Val Asp

His
Thr
585
Tle
Val
Pro
Gln
Lys
665
Glu
Gly
Lys
Ser
Val
745
Asp
Phe
Leu
Glu
Thr

825
Glu

52

Gly
570
Leu
Leu
Leu
Pro
Arg
650
Asp
Glu
Pro
Glu
Tle
730
Ala
Thr
Phe
Arg
Ala
810

Met

Pro

555
Leu

Thr
Tyr
Ser
Ser
635
Gln
Lys
Val
Cys
Glu
715
Phe
Asn
Tyr
Glu
Pro
795
Glu

Pro

Arg

540
Leu

Lys

Met

Ile

Ala

620

Leu

Pro

Ile

Thr

Cys

700

Ala

Val

Thr

Asn

Ser

780

Phe

Lys

Ala

Pro

Pro
Pro
Val
Arg
605
Ser
Pro
Gln
Pro
Glu
685
Ala
Glu
Pro
Thr
Tle
765
Arg
Thr
Leu

Glu

Glu
845

Pro
Trp
Glu
590
Thr
Asn
Asn
Asp
Ile
670
Asn
Cys
Tyr
Arg
Met
750
Thr
Val
Leu
Gly
Gly

830

Asn

Asn
Thr
575
Asn
Asn
Ser
Gly
Gly
655
Arg
Pro
Pro
Arg
Pro
735
Ser
Asp
Asp
Tyr
Cys
815

Ala

Ser

Lys
560
Gln
Asp
Ala
Ser
Asn
640
Tyr
Lys
Lys
Lys
Lys
720
Glu
Ser
Pro
Asn
Arg
800
Ser

Asp

Ile
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Phe Leu
850

Tyr Glu

865

Ser Arg

Asn Pro
Asn Gly
Gly Tyr
930
Leu Leu
945
Lys Arg
Asn Pro

Glu Val

Ser Phe

1010

Asp Glu

1025

Ala Ser

1040

Met Lys

1055

Val Ser

1070

Arg Gly

1085

Glu Asn

1100

Gln Met

1115

Asn Lys

1130

Ala Glu

Lys

Ile

Gln

Gly

Ser

915

Glu

Ile

Asn

Glu

Ala

995

Gly

Pro

Met

Glu

Gln

Asp

Asn

Ala

Phe

Asp

Trp

Lys

Glu

Asn

900

Trp

Asn

Val

Asn

980

Arg

Met

Glu

Arg

Phe

Gly

Leu

Pro

Gly

Val

Phe

Pro

Tyr

Tyr

885

Tyr

Thr

Phe

Gly

Ser

965

Phe

Glu

Val

Thr

Glu

Asn

Gln

Lys

Val

Glu

His

Thr

Glu

Gly

870

Arg

Thr

Asp

Ile

Gly

950

Arg

Ser

Lys

Tyr

Arg

Arg

Cys

Pro

Ser

Leu

Ile

Arg

Val

Pro Glu Asn Pro Asn

855
Ser Gln Val

Lys Tyr Gly

Ala Arg Ile
905
Pro Val Phe
920
His Leu Ile
935
Leu Val Tle

Leu Gly Asn

Ala Ala Asp
985

Ile Thr Met

1000

Glu Gly Val

1015

Val Ala Ile

1030

Ile Glu Phe

1045

His His Val

1060

Thr Leu Val

1075

Tyr Leu Arg

1090

Ala Pro Pro

1105

Ala Asp Gly

1120

Asp Leu Ala

1135

Lys Ile Gly

53

Glu

Gly

890

Gln

Phe

Ile

Met

Gly

970

Val

Ser

Ala

Lys

Leu

Val

Ile

Ser

Ser

Met

Ala

Asp

Asp

875

Ala

Ala

Tyr

Ala

Leu

955

Val

Tyr

Arg

Lys

Thr

Asn

Arg

Met

Leu

Leu

Ala

Arg

Phe

Gly
860
Gln

Lys

Thr

Val

Leu
940
Tyr

Leu

Val

Glu

Gly
1020
Val
1035
Glu
1050
Leu
1065
Glu
1080
Arg
1095
Ser
1110
Tyr
1125
Asn
1140
Gly

Leu Ile
Arg Glu
Leu Asn
Ser Leu
910
Gln Ala
925
Pro Val
Val Phe
Tyr Ala
Pro Asp
990
Leu Gly
1005
Val Val
Asn Glu
Ala Ser
Leu Gly
Leu Met
Pro Glu
Lys Met
Leu Asn

Cys Met

Met Thr

Leu

Cys

Arg

895

Ser

Lys

Ala

His

Ser

975

Glu

Gln

Lys

Ala

Val

Val

Thr

Met

Ile

Ala

Val

Arg

Met
Val
880
Leu
Gly
Thr
Val
Arg
960
Val

Trp

Gly
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Asp

Leu

Phe

Glu

Glu

Pro

Trp

Ser

Phe

Asp

Ala

Lys

Ser

Lys

1145
Ile Tyr
1160
Pro Val
1175
Thr Thr
1190
Ile Ala
1205
Gln Val
1220
Asp Asn
1235
Gln Tyr
1250
Ser Ile
1265
Tyr Tyr
1280
Leu Glu
1295
Ser Ser
1310
Ala Glu
1325
Phe Asp
1340
Asn Glu
1355

Glu

Arg

Tyr

Thr

Leu

Cys

Asn

Lys

Ser

Pro

Ser

Asn

Glu

Arg

Thr

Trp

Ser

Leu

Arg

Pro

Pro

Glu

Glu

Glu

Ser

Gly

Ala

Asp

Met

Asp

Ala

Phe

Asp

Lys

Glu

Glu

Asn

Leu

Pro

Gln

Leu

1150
Tyr Tyr
1165
Ser Pro
1180
Val Trp
1195
Glu Gln
1210
Val Met
1225
Met Leu
1240
Met Arg
1255
Met Glu
1270
Asn Lys
1285
Met Glu
1300
Pro Leu
1315
Gly Pro
1330
Pro Tyr
1345
Pro Leu
1360

Arg Lys Gly

Glu

Ser

Pro

Glu

Phe

Pro

Pro

Leu

Ser

Pro

Gly

Ala

Pro

54

Ser

Phe

Tyr

Gly

Glu

Ser

Gly

Pro

Val

Asp

Val

His

Gln

Leu

Gly

Gln

Gly

Leu

Phe

Phe

Glu

Pro

Arg

Leu

Met

Ser

1155
Gly Lys
1170
Lys Asp
1185
Val Val
1200
Gly Leu
1215
Leu Leu
1230
Met Arg
1245
Leu Glu
1260
Arg Glu
1275
Pro Glu
1290
Leu Asp
1305
His Ser
1320
Val Leu
1335
Asn Gly
1350
Ser Thr
1365

Gly

Gly

Leu

Ser

Asp

Met

Ile

Val

Glu

Pro

Gly

Arg

Gly

Cys

Leu

Val

Asn

Lys

Cys

Ile

Ser

Leu

Ser

His

Ala

Arg
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