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l.—FhEHEN, B

S P2 IR

Joks 1) B X, B 3 Bk 18] B X 3% 1 B SSGGGSGG L SSGGGGSGGG . TSGGGSG . TSGGGGSGE
SSGGGSGGSSG.GGSGGTSGGGSG L SGETSGGGGSGGGGSGGTSGGGGSGG L SSGGGGSGGGSSG
SSGGGSGGSSGGE + SSCEGGSCEGSSCGG FIGGSCCTRPSTAATSHH Al I 4. 5 F1

Z K, ek 2 IR A28 B E A A KR E g I,

o, Fradk S % J55 1 22 JORIEE L B ok JOR T e [X 45 Pl ik 22 IR R 25

2 BB M ER IR EHAED, K rid AR BEAERKKEFESAREAERNH
+ (EGF) .

SREACHE R I A EAE D, Horp, ik % )7 1% 2 Ik P 71 & A E BLE %= B (CT-
B) & H .

4 FRAEACRIE SR LR K F A 85 3, Horr, v Jik (8] B [X 45 FC B M B ALK ok fe % 5 e 22
R AN A 22 ik 2 [R] % 25 1A) 7 FHL

5ORAE M E R IR EHED , Kb, rid NRE BEAE KK 75 H 1% H HIGF-
1.1GF-2.FGF1.FGF2.,TGF-a,TGF-B.VEGF-A.VEGF-B.VEGF-C.VEGF .D.PDGF \NGF .EGF .HGF .
BMP1-6 FITL1-64H i i 2H o () — Fhak 2 P A R 1 KB 4 o

6. FRAEACFE R TR K A = A, Hodr, Bridk 2 I 7 710 & 2 /DI R ASF A 5
g e ISy /AR S

TR E R IR EH &, o, Frid 2 IS A 1E D 5 — S5 A a8
B2 AR IR ), — PPE 2 P A KR 1) 2 KB R 45 A4 5

8. —Fhiil & 2 o I T, A

FH — Pl 22 Pl AR o 26 2 TRAR AR B IR B, BT iR & U B & — FhEL 2 Bl
A KR a7, o, Bk B4 0 T 2 AR PR BCR R LR ) A S A

9. — Pl 2% T RN T, AL

B —PEZ P — B 2 RAR IR S £ — R R 5 H 5 RER K 2%, frid
B A S M ECE M AR KR B 4y, Herb, Bk — Bl 22 Bl e — 1 S 2 5K %Ew
PR E SR L PR EAEA .

10 AR ZR 1 ik i) B 20 B 3 AE i B TR 7 B IR A& e i L , B
RIGIT BB A

FEE T 4 PP IR, 7E R — H 5% H B B — 2 I 0K — FhE 2 PR PR BORI 223K 1 ik
) E 20 B A ST 2 T BT IR B .

L1 AR AR R TR B B A, 33— DA HRITE Frid S IR 1 2 IR I8 AR 1 2
T

12 AR AR R VI FTA R A, o, Frid 2k i 20— G153 H A EE
Je A R 52442 (Her2) PR B2 AR KN 52443 (Her3) 4H B 4 v — PER 22 Fh 32 44 (1)
KBS

13 AR BRI R 1 2B A R B B 1, b, BTl 2 AR 1 28 /b — 80 00 5 A 76 ik 4 9% 5
PE 22 K A A7 AE 1 T ol 22 DY B oAS () B 52 AR 1 A B — 549

14 ARPERRNE R 1 2R EHE D, Hd, TR 2k 20— 5o S HE AR —RA

2
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BUEAPIABCE 2B BRE R, /TR 2 K7 5 i — Rl 2 Pz a2 K E— 5.

15, —FEHEA L.

GIE R K

JIk 1) B X, BT 3 ik 1) B 1X 3% B FH SSGGGSGG L SSGGGGSGGG L TSCGGGSG . TSGGGGSEE
SSGGGSGGSSGGGSGGTSGGGSE SCGTSGGGCGSGG . GGSCGTSGGEGGSGE  SSCGGGESGGEGSSG
SSGGGSGGSSGGE  SSGGGGSGGGSSGGEFNGGSGGTRPSTAATSAH A% (1 4 5

Z Ik, Brid 2 IR AR AN KA & A A KT g i, o, BT g0 i 1 2 ks
Tk i JOR ) B9 X 5 BT I 22 JOR B 5 5

F— T, iR S — F PN B ik G I 1t 2 IR IS SZ AR B 2 /D —043

16 MRABACRNE R ISR EAE A, Ho, Bk s& 5 2 k& A E L5 %B (CT-B)
E{=R

17 AR E R G TR A&, KA, FriR 2k 20— a5 AiE A H AR
B A R 52442 (Her2) AN R B2 AR KPR 32443 (Her3) 2 i) 20 (1) — Pk 2 Fh sz
W AR S.

18 MR AR ZE R 1 TR AR BB S 1, Horp, BT 2 AR 1 Biridk 28 20— 895 A 72 Bk e
92 i P 22 i R A7 A ) T A 2 D AN [ 1 B2 A4 1 A KB — 6 43

19 WA AR R 1THTA A E N, KA, Frid 2k 20— o S A 1E N — %ﬁ
BAE AT BUE 2R BCE SN, Rl e i M 2 Ik h — FhE 2 P2 AR I A KBl —
45

20 MRIERRNER 19O FrR M EHE D, K, TdE KB F R840 S H % E H
1GF-1. IGF-2.FGF1.FGF2.,TGF-a.TGF-B.,VEGF-A.VEGF-B. VEGF-C.VEGF D PDGF \NGF . EGF .
HGF \BMP1-6 A TL1-64H i i 2H Hh () — Bk 2 P A K R 1 KB 4 o

21 AR ER 20 riA R A E A, o, Brid K 1 2 3 & A 2Tk
9 B 22 JUR HP A7 AR B TR R 22 D R AN [ 14 AR G IR (1) A B A 49

22 MR ER 20 rA R A E A, Hoh, rid B K 71 2= — 3 S A E N E—
RATBAE RPN BCE 2B IR B, 7T %% JEME 2 ik R — P P AE K IR I 4K
ol R4 o

23 ARYEAURE R 19Tk (K AL B (1, 3 — DA FEIAE BT IR G003 I 1 2 R 18 e 4t
JR I 2 D —E I L — P 5

24 RPERCRN ER 23 PR M EAHE A, Hodb, frid Mg f 5 i) 20— & — FE
Tl e 0 S ) A K BB 4

25 MR PR ER 24 Pk () A E A, Hodr, Bk Mg 0 (1) 24— S G AEFTid X
— Z IR 5 B R A A () A A DY AN [ £ Ffrg e s ) A KB — 4

26 . RPN ER 24 A K 2B A, Ho, Bk s SR i 2 b — 3 S A R v i —
RATBAE AN BCE 2B BRI, 76 T S % JEME 2 iR b — a2 Pl S R 4
B4 o

27. H A B AR HE H TR B VAN 2 A A b IR, Frid a7 B
R

FEFE B P AR, 76 [F — H S5 H 50 BE — 52 i TR BUR 23R 15 BTk i — Fhe £ i i
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W EE 41 B (A TS T B B Brid BN A A S A AR K R B A L R R B
HAR o DA B S AR B R ) 2 /D —Fob

28. —PhEMAEN , B

B g% R PEZ KT 35

Jik TR I X5 B 3 K 17 6% X 3% ] FH SSGGG L GGSGG SSGGGSGG L SSGGGGSGGG TSGGGSG
TSGGGGSGG + SSGGGSGGSSGGGSCETSCGGSE  SCGTSGGGEESGE  GGSGETSGEGGSGE  SSGGGEGSGGGSSG
SSGGGSGGSSGGE  SSCGEGSGGEGSSGGGHIGGSCGETRPSTAATS (SEQ. ID NO:19) ZH 4 s Fi

Z Ik, ik 2 IREFE AR A & &0 A K 7R g e,

Hod, Bk S5 Ji PR 22 st it i (R) B X 5 ik 22 IR B

29 MR BRI E R 28R HA 1, Hrp, ik G0 5 2 K7 5 & A E L5 B
(CT-B) &£ A

30 MR R 28R EAEN , Kb, ik AR S EASKEFSHRELEK
Al (EGF) »

31 AR Z R 28 A R EAHE ) , Horp, i A KPR - 1) v A i 3y 28 /b — 3 4y
AR EK T (BGF) FIB-3F,

32 MPEARE R 28R (M EAE A, Hd, frid N2EA S EAEKEFH 2 D—H 5
T A AEKE A B R ECE B A KB A A E IR IR Tk E H IGF-1 . IGF-2,
FGF1.FGF2,TGF-a,TGF-B,VEGF-A ., VEGF-B. VEGF-C. VEGF-D.PDGF \NGF .EGF . HGF . BMP1-6 Il
TL1-64H A4

33 MR R 28 AR A E D, Ko, iR ik E KA F 2 IR 20— 5 & F
Frik & i 1 AR AE I 2 /D TR RS [A] 5 AR DR - ) A K B AN i 3k

34wﬁﬂﬂﬁX%%mMEﬁ%EJﬂ%%ﬁ%ﬁiﬁl%%%%i&~%%ﬁﬁ
VBRI — S5 I EUE AP BOE 2 AN R CEE W, rid E A R —FEE KR ek
B NS 4

35. — Pl & 2 AN I T A

FH— FhE 2 P AR R e 2 26 2 AR U A R 1, ik & iR 1 3 — Rl 2
A KR FE LR 4, Horh, BT IR SRR SR e BOR) B R 28 R I 2 & .

36. —FhEAEA -

G S 2 K 7 3 5 R

Z K, Brid 2 KR N SE 8 & 8 0 AR 10 o g s, 2, BT ad g0 0% i 1 22 ikl
TN P 22 2 N H AR 1) 3~ 6 TR K 1 #3k 15 Bk 22 ik 2 7

37 AR E R 36 FriA i 20T A, Hor, B i 43 Sk 48 T B O B A1 P ok 938 I 2 22 I
FIHTIA 2 k2 [ (1) 25 [a) 57 B

38R LRI FrR M EA [, Hdr, Brid %% i 2 K721 & A EEL 8RB
CT-B)&EA .

39 MR AMER 36 A AT, b, rid AKX A B EAEKEFEHREEK
[A -+ (EGF) .

40 MRABE BRI E R 36 iR A & A, Hrp, Brid & R B A K K+ (EGF) [FB-3F
AR
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AL MRERRNZR36 A ELAER, K, iR ARA GEAEKAFSTHEAH
IGF-1.IGF-2.FGF1.FGF2.,TGF-a.TGF-B.VEGF-A.VEGF-B. VEGF-C.VEGF-D.PDGF \NGF .EGF .
HGF \BMP1-6 A TL1-64H il ¥ 26 o (1) — Bk 2 P A K R 19 K B 47 o

42— P A A, dE

GIE R K

Ji T8 I X5 3 JBK 17 61X 3% ] FH SSGGG L GGSGG SSGGGSGE L SSGGGGSGGG TSGGGSG
TSGGGGSGG + SSGGGSGGSSGGGSCETSCGGSE  SCGTSGGEESGE  GGSGETSGEGGSGE  SSGGGGSGGGSSG
SSGGGSGGSSGGE  SSCGEGSGGGSSGGGHIGGSCCTRPSTAATSZH i [ 2 5 Al

Z Ik, Frid 2 IREFE NS4 KR 1 Fn g i3,

Hod, Bk S5 i PR 22 st it i () B X 5 ik 22 IR B

A3 ARIEBCRIE SR A2 PR 1 S % IR ML A, Hodh i AR KR F R AR H HEH
A K

A4 ARYEBCRVE SR AP R 1 S SR 2 A4, Hodh, B ik AR AE KR35 1 B HH IGF-
1.IGF-2.FGF1.FGF2,TGF-a,TGF-B.,VEGF-A,VEGF-B.VEGF-C. VEGF-D. PDGF \NGF .EGF \HGF .
BMP1-6 FITL1-64H i i 2H H () — Pk 2 P A R 1 K B 40 o

45 ARPEAUFE SR AR 1) Sy S 2 A4, Hoh, Birik NS AR K R+ A TGF-1. IGF-
2 EGFRIEN T A A KBTS .
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EREHRHIATHIE

[0001]  AHI{ERL20124F11 H21 HiEA K HiE 5 4201280067891 .1, K B &4k A “HEAHE
A N HIRIT IR 5 R HE

FAR S

[0002] A B f AL A TR 7 JOm AT .

[0003]  AHICHIEAZ X 51 H

[0004]  AHIEZRT 2011411 H23H A1 AFCR “iz M & R E A E N 1R E
LR RS F1561/563, 128068, BA K T20124E6 H 1 H #2214 5N “Gu i IR PR &
R 7 (2 E B R RS T8 5 61/664, 40 LR SE R, X AN B i i 51 A T 244 5t
AARHEH

EREAR

[0005] ik e 48 2% JE 0] e 95 ZR G0 AN 2 i, (49 4, vy BS00 e B)  (1) 11%) A LA FH ) A
F o S LI A B, 1 A AR S PR i ) TR AR e ) B, e S e e M IR
N R 08 IF HAE IE 3 A R ASFRIA R o 05, 72 B8 M 41 g 2 2L RN 35 0 5 VR 2 4
B IR e J5 I B I e 5, AT BT E D S O 0 DR T 4 S 2R G 1R BT 51 e e
o Y L o

[0006]  H Al fAERELEENAERKKEF, I HIECAIUESL T4 %8 A KK TR
o (RPAEAS 2 A0 B 1 5 B B i A DG 2 A, 8 42 & Pl iE Hh 40 B 389 5 1) 3 A
R IEE , ERKEF R AAEIE & A, KIS G0 T4k m i — HAE KR 52 14%.
R AR KPR 7 A] Be AT B — 2 AR B AR etk BT 5 2 R s I R 24k 45 A, Hazds A A
HAFRIMIZER 7o FIRE, — L2 AR5 A o — A K R PR, i H e 324k n] 5iE 0w A A H
SRR I Z A MR K R 256 A2 5 R IRSZARAA L A I, S2ARI B % X 4 e i Ak, IF
HAZBERRAHE 3 S A P 1915 5 GG, AT T B0 — AN B2 AN JE DR e S5 (1) 8 1 DA B e 443
Tob 20 B A A A0 B AR AT

[0007] A KRFRIEATHI 24 EME A K R B FEE R IE W R AR A 5, IF
HE AT L2 5 A M0 RN 28 35 7K B35 R 2 40 B i A K o VR 2 0 72 R B A K IR P BE g 7R 4K
PN FITAZ 4 3l 185 22 b 448 0 28U FK) 38851 (Cohen S.,Carpenter G.,PNAS USA GE[) 72,1317,
1975, Witsch E%% A :Physiology:25 (2) :85-101, (2010)) oAb, O\ 4% A HE e A= K- [R] 7l
T R A R 1 HE B, 9 0 R B AR K DR (EGE) BB A% Il 8 = /) 48 i it s 248 JHa 1) 384 %
(Osborne C.K.%E A .Can Res.40,2.361 (1980)) o Ho& 4B KR+, 1% i 48 Ay i AR K PR+
(VEGF) « il 41 4 20 o A < BRI (FGF) A /IR 177 AR A2 K PR - (PDGF) 7525 T I8 2% 5 o HH 2
HEL 3K L IR A g g v AR /4B i St (NSCLC) (Ballas MS,Chachoua A.,Onco
Targets and Therapy:4,43-58 (2011)) Hi#i#JE (Cox MEZE A ;Prostate 69 (1) :33-40
(2009) ) FIFLIIE (Law J&5 A, Cancer Res;68,24:10238-10346 (2008)) .

[0008] [ 8 R JE 71 T P 2H 21 v (10 45 ol A K DR 52 AR 1) 8 K P o A8 20, 7 R R ) S P ik
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JoE , 1 QO R S LR L IR DR L O SR L TR 45 ke T <50 g ok R B T g Rk U 21
W AP R B AR 5244 (BEGFR) o AR KA e HL 52 AR AR 1 4% e A K Bnig i AR 2
AFNRY 5 A A2 I 7 Jeg 40 i AR 4K DRl 32 AR ) Rk B 11 B 40 Wb AR IO L ], AT S B0AS
Z ISR (Schlessinger J.,Schreiber A.B.,Levi A.,Liberman T.,Yarden
Y.Crit.Rev.Biochem.1983,14(2) 93-111) .Jt#4k,Liao Y& A (Hum Pathol 36 (11) :1186-
1196 (2005) ) FlCox MEZE A (Prostate:69 (1) 33-40 (2009) ) #ik T HINf fE% & (Insular)
S AR R A K IR 15 5 7 P i 51 e R B2 AR F

[0009]  fEJmAEVRYT o, L A KN 5 S & 2 —MiGIT T RO LM 78 sh fzitsr
2 W AR BT A O (K45 78 52 A4/ 22 Bh 32 AR IR B8 5 B A4 o 3% SEBIA C Z0iE Sl il 32 A 47t
A TR AR S 2 TR 3] B T A TR A 1 &5 15 5 D T T 28 P 40 e 1740 472 4 0 2 LA il 2 5 (SATO
J.D., % N\ .Methods in Enzymology, 55146Gpp63-81, 1987) SR , S P8 P Po kil 5 1 &
FIENFEHUNR PURTI RLZ (HAMA) , BRI R il 1 eI R —25 2,

[0010]  HBVRIT T RO LM 7RI F 3 S i yT i, Horb B i & B I A=
KA, DLTS FE 1270 10 e % 225 5 AT 400 ] 2 A= K DT Xof e 83 £ 3684 5 52 10 o 497 22

DavilaZE AF 8 ~Vaccine Composition Comprising Autologous Epidermal Growth

Factor or a Fragment or a Derivative Thereof having Anti-tumor Activity and
use Thereof in the Therapy of Malignant Diseases (ELAGHU B vE M ALK H AR K
A KRB BEB AT AR YA S ) SO AR ST R e R R D) 1 S R R S
5,984,018, ATF 7 — P E 1) IS, 2% v A5 M I AL AR IR AE — B A K+
G R (BR, HE SR BURE A BB AW SR, FEASSZATAT e 2 B BR G5 0L T 5 A
A AR ERFE RS T % T 1 S JE R

[0011]  PRIN'E 7 B hE 0 “H F PR 7= A Gz [ B, T8 HE SR S R4 O gk 3|
T B IEIX BRI S R AE S BT AR 2 AEFR B ARG ) 7V AR B B B A R AL
o5 LRI, 3 T B0 g B AL TAN M 3 B B R RIRAS . AR, Ok 1
A G % 2000, a0, JRIE S 2 R PEAEAL (MS) VB PR SR R] Re 2 TP th 2 52 T IR A &
Fr 5 SR, 3% S PRI PR 250 45 S B A 32 B B R A7 1) & SR R Ar (T-4f e r) o 3X ]
Be T EE1E L RALIAT A SO B 4 BT 40 Mo 1) 8 o 7 5 2 i T PR 53 IR 25 m) e S 35Ut
H 55BN (Albert,L.J., flInman,R.D New England Journal of Medicine,Dec.30™
pp 2068-2074,1999) o CLIESE J ¥ BETUEBASERE W™ AL 1 0 R 40 22 1 0 B0 B B 0 S
N2 (Levin,M.C.Z¢ A\. ,Nature Medicine2E8%: (5) pp 509-513,2002) ,

[0012] CasimiroZE A NMethod for Treatment of Malignant and Infectious
Chronic Diseases (AJ7 WM HAL G HAZ YEBH R J71%) (‘6640 HF) HIEE LR A5
2006/0251654 91 A~ FF 1 — Fiia y7 BB GY A8 R 2 o 52 8 I Tk A - R AT
52 AT B I v 2 T A S BN B S MR R A R B B R, 1ZE S
PR -5 A AR T A AEARIEE s R FH G 95 1 AN 523 AT YR TT s LA SR F D BRI 9% v ANk B
FEME AMontanide 1SA 51 (Seppic (FELL ve) , AR, VL) 1538 1O e Rk A 52 3038 B
PRIHEAT S0 5 BRI , DN IE A 2 AR DG 24 1) % T BELAS T S % %

[0013] Rk K 2 E0% w PRI A — R PR ), 3 SR il i 7 AR 3= 2ok B T HE T %
7 i ekt o U 1 /S S0 B S D /PO 6% Y L= < B G e i = DS ot o K ks =2 i R I

7
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AR E AR 2 IR G0 - BRSO NV U BE 6 8 88 P A 27 ik [ 2 1) AN S 22
M A AN SIS , I B 3 8O s B 57 5 740 o TR, P49 30 ) % v ml REAS (L4
BREAD T, ZBEEAD FIEW A AREE (Ba,0.1.2.35) FEARZ kK iz A
K2 IR me 28 B AR B B B 4 R AR, i FLRE U8 AEAN R A7 B L LA AS[R] B [a) B 42 22 804
SR, B2 IR A S A 5 RTBIER = A8 B, il A 2 Rl YR 2 R AR iz 2 MRJR 2
FAR T BEA B AT PRI H Al BEAE B = AL s i e N

b4 SES

[0014] AR FFER X 2 P EE 4 8 1 R FLAH BRI i) 4% 5 v s S B A R AE R Rl
BT PR E , v A LIRS BRI R B R ORI AN A e B E N
S e T B L e E B L e R IR

[0015]  fE sk sty =0, A A R B R E A 2+, iz B EA o FRIA
P12 AL I — R 2 AP B, BN, Rk kA T EELINE (Vibrio cholera) EEL
BB CT-B) A A SR — M AT, L ERE A T AREKEFH—
B EN RO —DBEANTH] AR F B 75 R IE 7T DR A B —Hu R LA B 77 50
AT 2 AT s 4k, R/ B AE BN s A B BE I PR 73 FAFAE

[0016]  7E 5 — n it sei 7 Urp, A E P R REEEED o F, 2R EEEA o F
RISPT S RANIBEE M —FhE 2 B 21, k1A Sk H T EELINE (Vibrio cholera) [
SLEEFRBEE I (CT-B) BLA M AR — AN Z NP F , DA R R IE — PPk 2 Fh o i J5 B
Wam—AE 2N P EHAEA WS A e A KEFEO S — AT
B, A1/ B —FHEL 2 P2 AR B A M — AN 2 AN T 5

[0017]  4E 5 — it s 7 :Urp, A E R R R RN ED o, 2R EEEA o F
RISPT B AR LM —FPEk 2 w21, Bl anRiA >k B T EELINE (Vibrio cholera)
ELEEFRBEE I (CT-B) BUA BEME R —NEZ AT, LA SR IE — Pk 2 Pz AR BUOLE 5
B — DA TH A E AW & H P E A KRB 5 1 — AN,
A/ B —FPERL 2 B R P R B R A 1 — AN B AN T

[0018]  fEiXLLrR Mg PR SK it 77 2N, I B S B 5 4 S AR B 4 F0 /B AR K R B
T3 B Ak A DUAE R 55— 0 SR B2 A4 L BRI 5 AFAE T 2 A7 s &b, R/ BAE BT A5
PUE K ABE I B o F B2 AR 1 7 A7 AE

[0019]  FE 7461 1t St 7 =X, IR e S5 i e B AT 25 A R B R e P B S (PSA) BRUL S 4
(1) 77 51 o 278 M S i 7 20, S2 AR PP B ] & NSRRI 32442 (Her 2) BRUH R 4
(195 1, Fl/ BN R R A KPR 32443 (Her3) B H 414 /7971

[0020] 749 PESE Ty s, AR IR 19 P B AT & 2R B AR K R (BGE) ¥ 7 51 BXEGE ()
AIE I gD X 0 7 51, 1% et X I R 7R A & A W — AN ML B I EGR () Hh Rl 4
G S O LRl 9 s vl I o N P 0 B 7 e R R 71 S NS B e = S A = B e
—PhEk £ PG 4 K B R 4 - 8 WE I ASBR T-EGF L IGF-1 . IGF-2 \FGF . TGF-B. TGF-a ., VEGF-
AVEGF-B.,VEGF-C. VEGF-D.PDGF \NGF.EGF . HGF .BMP1-6 (BMP’ s1-6) FIIL1-6 (IL’ s1-6) o /£ 4%
A FERIFEFR Py ] DAFIEA )02 A K R 1] 3 BN IRBIER ANV o 75 AR 2 FF 1 8 ] 4 AT 3 — 2D 1
HHI A2 BT A K TR 16 17 B AT A AL T N AR K R 3R N A KR 7, BT I 32 2 ]

8
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WEIHLIIRER ) AN, AL E A A ST E P AN — R 2 Akl i g e ] AL E 4
SR RS e A A D RE PR ILA K PR 1) B 0 B A B o A AN SR 7 3, AR A 3R
SRt ] AR BRGNS N2 A /M) PP B 5 Wi 20— (0 A P R 25 A A AR R I 2 3K
FAAE, I HAS 5y Mol 2386 28 40 % RGN 40 .

(00211 FEANIFIY L5 SCrp, o RS A8 45 SONMRE S RS 5 (B A PRl 7 B
[RIPRAZAR) HH B 1 SR KD DX SERBT A Rfe rd F) [XC 30 5 HL v AN A 5 e PR 45 5 0 14 1 ) 5
=555 BRI 4 G0 L2 RS S X PRI R8RS & SR = 7 N
AHEIFAR T IR &R 27, B r DO MUEAEE A 27, IF HHRE R LUZ KRR
B Y o PRI A I R 5 R e PR 45 5 X ) Bl R A 6 5 T R L R i ) S 2 (X
I, IF HAb R & A7 IR IXHRAN Y X, 55 =70 5 ARz XS &5 A SIN T R 1 1) 2 FRL A
B AR S PR &S A0 ) R ) EL RS

[0022]  ZEASUE 2 A2, W S AR 45 5 B MFCAR S 7€ 7 1A il GRAD Z TR
FH LA IR 0 R FCAR AR L R PR 52 A4 S 1R TR o DRI BG4 45 B 52 AR 25 607 5 B0 B e £E 324K
Zi e B R U, B G B AR 1) TR 0 2 A7 B3 B A8 T Ak 1) TR ) A7 I S 44 45 By 1R e
PRS2 AR B A LA o XA BUR IR N " A0 o AR AR AR BT S0 SRS T A
s A I8 E A AU, JF HLIR G E A e ) n] R IABCE AT A e AR AR K
TR U 4 S BGE = 7 5, A AE A2 AR &5 5 P /s RO R L4776 T DhRe ke (R AR #4
s

[0023] [ " 2k B — R LB S2AR AN/ BUAE K IR 71 22 98 DL, AE SR MR e DL B — fi
T P SZ AR/ BRAE A PR 5 B 7 A7 A, AN/ B D H R IR 1 s S AR/ B AR K B
PRI BEAFAE (B3, n=1BCK T 1) 250 RIEA R iz A Bl A AR A E A K
P B AN R 7 B DA — T S BURE (0 TR 3 A7 AE ) P B 22 AR R R 32 AR AR A
T —ADEE Z DRSS G0 R RIS .

[0024] P43 2 82 1 5t n] RIS AE AL E A P F A B R S0 RS2 AR AT /Bl AR KPR 5 B
EAIH — B D RALBIL S A A7 R i) B — 2 IR AR I PR SE T b, AR A 1 7
FIFRIECT-BFF B — A B A8 73 I BAER SR RN B4 2R A K 2R A7 £ B i 52
A R/ B A A R R IR ECE AN R ALER S A i i — D ECE 2 RIS

[0025] 7 53— IR B PESK I Ty 3, A T — Rl a6 82 1 BRI T ik o R 12 B PR SE 15
A IR P B A A B 2 i R AL A s S T 4L R
0 2 5 B, 1 AL ER 5 AT Al 2 Pl R B i B2 AR/ BAE  DR F BCE AT 3
o

[0026]  £E 3 — R B PESKHE Ty S, A T — Rl TR BB BT i o AR 12 B PR SE a7
AP AZTE AR A m A I, DA — [ Sebe) H B e B — g i 1) 1) 07 0o — Rl 2
FANMRE A — PR S 5L S AR A/ BUE KR SR B s T R

[0027]  FEBE—DIRIZRBIPESE T b, AFF T — BT IRIT BE 50 AR %o B PESE
T 7 A AR TA AR AE 25 5 n] 3RS BB A R 1) — R B R A R P B 2 R
PR U B2 A4 A/ BRAR A R A R B 4 7 (B, b 25 R R S A i
P N AT o
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Bt 15 BA

[0028] A0 HF Fridk 1 S it 7 M s A B L HR S s A0 A v A R ) ) G H AR ) B
Fric TR A ALEAE B 34y, HL A

[0029] K[ 17RtH 7 — S A WHAIREGE 43 () 7 1 A5 AL ) 35

[0030] K27t 1 & A EGE i ANEE Al 8 A SREGE 73 1 45 M) St 7 25

[0031] 3/~ tH T & A BGE o Al 45 #4 38 F EGE 43— 2 Jhie 0 I T 1) T 10 28 45 A4 P S e
s

[0032]  E[47RHH T DA IE BN G AT AEEGE W AL RS EGE 201 e /N 7 B S it 7 25
[0033] &[5t 1 FRIKEGE AN 45 Al S8 LU 1t 5 B 3 IR 45 A ) S it 7 =X

[0034] K67~ T HrHuEGF4S 4 fimAb 10825 FimAb 10827 [ AR &, H )25 i (OD) J& 7
450nm "~ JUE Y 5

[0035] K77~ tH T AE S YR B A M IR 1 RIS MRS 4 R, S rHUEGF4S & imAb
10825FmAb 10827 IR 5

[0036] KIS R T Hi-EGFHh ML Mt K imAb 10827 5 E B it ZEELTSARR b A6 FHEGE-CT-
BAREAS A TSI

[0037] K97~ HH T Hu-EGF R FIZ5 A8 ImAb 10827 5@ i S CT-BHu A 3R 6 FFEGE -
CT-BE& HEE A 45 A I e UK

[0038] 107 T AERIR CREZ WD) A%, 6 P A & BEGF-CT-BER [ 4T SDS-HEAL
HL YK - ELAT FHBL-CT-BHuAR#EAT R JUAY 8 11 B2k (Western blot) s

[0039] K 117RtH T Hi-EGFH AL A8 mAb 10827 54 MEGF-CT-BiE A 45 & I 4R AL 1A, 1%
A HEGF-CT-BEE A & A WA 2K IECF T 31 (E2) BUR A4 EGF 731 (B2) 5

[0040] W12/~ tH T A& BEGF-CT-Ba [ 3#E47 (¥ AE AR Pk SDS-PAGE#E e H ¥k [ We s tern EfI
5

[0041] B 137" H T &AW AEKEGETF (F T RIZ) FMCT-BF 7 (RHE) B & E 7
s

[0042]  E147RHH T & A PIANEGE R FIZE #4387 51 (T RIZR) FICT-BJF 51 (RHE) 16 i
EEZ1E

[0043] B 157~ tH T & A PRAEGE 4 731 (T RIZ) FICT-BF 31 (RHE) 14 i
31, % IANEGE 4 I35 7 51 8 A Cy s6 21| Cy s 31 EGE i A5 A4

[0044] P16 R T Eon HPHIE AR AL X R ARCT-BEE (A HI 2 ALl We s tern B8 . 75 it
W53 Wt B S A AEBE AT ) L (R S AE BT s pH T 0% B 599 B o ZEBEIR 40 BT i, B AEBERR /2
b (R AE BT s B pH R 05 & 5930, Bl S ATl 22 pHT . OFRFFL/INS

[0045] 1778 T &4 FRIAEGFMICT-BAY FEFIHI T1-T6 B2 FIB2AA EEAR [ 22 5

[0046] 18/~ H T E2H AR FIB2 AN 4K We s tern E[1 125 5

[0047]  &[1975H T 545 #IAEGE FICT-BIK) 7 F1 ) A R AKE2 \E2NAIE2C s

[0048]  K[207~H T B A EGFFICT-BIK 2 51 I HAD & RE K1) 2 A R e Sk I MY e 44 5

[0049]  E[217~H TE2 E2NMIE2CHI EE A& Wes tern EI ik 5

[0050]  [E[22/RHH T 5 A IE K ) S R B HE SR I VT 2 N- R o A A K We s tern BT I8 s A A
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[0051] 237" T & A WE K G R SK N T 2 C- R um i AR Y We s ternE1 75

[0052]  E247R) T & A IGF1 (5 N RIZR) JEGF (B T RIZMfHA) FICT-BFF 71 (FHMAE) 114
FREE T s

[0053] 257~ VA ZRELTSARAE Y B, 1% 4 SREL T SAUE 52 /F 52— H 4 &5 1 - [RI I A7 A
IGF \EGFMICTBF 7 o FEAFIFEBAE HL-EGF A4 3R , 1A CHE A - TGRS A4 4 3R o 4 2 1 F s
N : AN$L-CTB, B A -IGFFIC A -CTB;

[0054]  E[267~H T F A HU-1GF1JF 3 (K RIZR) FCT-B/F 51| (RUE) A R 7515
[0055] K27/~ tH [ Al FRELTSAR AR ], oA Il TGF-CTBMIEGF-CTBI) s ZR 44 o Bl A3 R i
P15 A TECTBIY C— R 3 (1) TGF o 15 i AFIAE i B 25 7 7E CTBI C— A g I EGE , 1 56 i BAIAE S DAL
FEAECTBIKIN- K 5 EGE o £ ik ARIEE H BAY L -ECFHUAA S 3R 31 FLAG M IGE , 1 K4 5 CRITARE S DA
Pi-ICF Ul 3R I H A MEGF 5

[0056]  K]28 (a—e) 7t T A R A T, Ha) &4 CT-BfP 51 (RH4&) FTCF-BLI A KK+
P31 (8 T RIZR) A EE 5], b) & A & A CT-BF 5] (FHA) FIFGF 21 4 &K K+ 51 (B
TRIZR) BE A T, 0) A CT-BF 71 (RHA) FIHGE (NKD) A KR 71751 (F T RIZ%)
(14 RE D EF],d) 28 CT-BF 5] (RHE) FITCFL/ 24K+ F7 (5 TRIZ) 4 K EH
JEFNLA Jee) A CT-BJF 51 (RHA) FIVEGF-A/CI A=K (B3 71 (VEGF-CJ7 71 I Rl 28 ARk 4
P A R 73

[0057] K297 1 2 i & A S A WA IRELTSARAE A, Hohig & A=A A
H — Rk 2 Bl KD 710 7 ZURICTBI 7 1 o ARG IR, A & A TiZEA &A1
J7 B S R B DU IR, AR5 B 0T 200 R AN R 0 B e e S oA

[0058]  HGFFITGF Bl#%a-HGFFif&Ma-TGF BIAiiAH#E, 3+ HAGMICTB;

[0059]  FGF24%a—-CTBHUARIH IR H HAG MFGF2;

[0060]  VEGF A/C#k (i) a-VEGF-AFUAAA (i1) a-VEGF-CHUAAR R I HLAE X W Fh i 1l T #B A
MCTB;

[0061]  FEPRPE OL T IGFL/ 24 a—IGF LU AR 43R , 3¢ H A (1) a-CTBHUAAM (11) a-IGF2Hiik
R

[0062] K307~ H T MR 4 I 28alf) RARE L TGF B1-CTBEE [ 1K) SDS—PAGE B i e, ¥k 11
WesternEl ik, iESE 7 HI4K T SR AR E 20 B A I AFAE 5

[0063]  E31/t T AMEA T, K, a) FATCE-BLF] (T R4k FCT-B (RHUE) (1)
AR A P B RL Jb) & A TGF-Be ta2 52 AR B AR 45 & 45 i3 21 (R RIIZR) FCT-BIF 31 (RH4)
A R 73 s

[0064]  E[32/Rk H T B & TGF-Be ta~R2 7 B AICTB 7 %1 (1) 85 44 8 (A Al FREL T SARI A 2 1] o
ZENESE T IX AN P BB AE PN T7 1) L[R2 5 A = AR 22

[0065] K337 TS YR E TGF-BI 2 5 MICTBRY 7 %) 1) B2 2 A e 540 & K H TGPB
AR 2FNCTBIC AR LS A 45 A3 e B M A B A s

[0066] &34/~ HY T G , BAL/ 1008 1) 58 140 /DN BRI X r— TGF I TGHuAR B2 5
[0067]  WE[357~HY T G e , BA L/ 100 1) 58 240 /I BRI X r—EGF I TGHuAAR B2 5
[0068] K36~ T ARl G, BL (a) 1/ 100FREEAT (b) 1/8H R (1) 55 340 /N B8, 1L i75 X r—EGF
(1) TGP A B2 5
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[0069] 377t T S, LA (a) 1/100F5REAT (b) 1/ 8RR 55 34 /N R ML TE X r-1GF

(K T gGHTAR RLE 5

[0070] K387t T Syl ja , LA (a) 1/ 1OOMGHEAN (b) 1/ 8% FE R 55 441 /N B LI % r—EGF
[ TgGIUAR RLE 5

[0071] 397t 1 S At )i , BA (a) 1/ 10085 REAT (b) 1/ 8FHE M 5544 B L7 X r—TGFIK
TgGHUIRRLE 5

[0072] P40/ HH T Sy dea, DLL/SHFRE (B 7 AE 1781/ 1007 ) 1 B85 520 /NG IMLIF
X r=IGFR LgCHR R %

[0073] 417 Y S fb i, BLL/ 100RS B 556 41 /N B LT X a) r—1GFAIb) rHu-EGF )
LgGHUE N2 5

[0074]  [E42/RH T B2 T IEGML B EL 8 2 SR JeBI RIRGE & 1B 45440 5

[0075]  [E|4375 7 1l BED—F JUME L0 3 [ AR S 44K (Pierce 7)) (L5 H4 s DL

[0076]  [E447R 1 T U5 T4 FHCTBRR IS F A4 4 A0 ) =k K W A BT 4 e TR AR P 1 20 105
(555 B rCTBALAL I SDS—PAGEBE I LK , W17 « 35— VkiE B 7 1) =2 22 A K/ AR 1e4)
(size marker) , 552, 5HMIBYKIE /R 1) A& JF 55 IR 1I5 o« UKIE 369 W/ I A2 Ji5 & Bh 79 o Uk
TEATHIL0 SR T B e B ai AL (K CTB o Wk 18 1 1 5 7 () 2 0 ik TMACAE 4K 1 5 20 2 R - FR 25 1)
CTB.

BRI AER

[0077]  FESLAFF T AN E A 8 B w1 VRN St 7 2K, SR 1T, MY ELER AR A, B A Y
SE i 7 A 7R B ) FEAT B DA & B sXRAR T o DRLIG , 76 0T 2 JF 1R 5 e D B R 48 5 A
IS4 AR R i 5 T e (AR BRI R B Je il , FEAE A R 3 AR U RN 51 DA &
77 2R R A ST A F B B 8 A A AR PRI R Al

[0078]  ARAFHHtE 7 —MpFE Fi EAE D , T B v G 0% i 1t 4] & A i o AR
(1) AR A IR - A7 Iigg e St o A/ BRSZ AR 4 B s 1 i KRB E o A — AN 7 48 P S it 7 =X
R T —MEAEA, ZEHEAREENB M ELLERB CT-B) AKREEKRF
(EGE) « I b Ji F1 / B8052 A o 75 B AR 7 91 PR St 7 =0, i 1 AT 3R T 0 Jen iy % il ke
HE BRI e e M EHE N AR A FFRIIEHE P F ST X A B g
SN N R A % PR 2 K AR i, 8 20 88 (VT R A B A A 1
BT, (57 R IR 2 AN Z T 1 MRS e P AN 3 i 3 N ML 1 B8 77, R0/ BRAE AN SRR ARG
1 2Z4fF HH (previous safe use) o

[0079]  fEIRIPESEE 7 20, AR SCRr A TR B2 & A AT & A BURIAE N S5 2 R 3L
() e B B 1 7 91 1 8 1 FR B S B B 8 ax ] i R A 2 R AR KA
FZRALI R B ALK SEIN, o X 8 A K R 3R A AT O — AR K PR B AR BG4 1 24 4
D1, BCR 22 PAS [R) A PR 1 AR B 4 1 8 DL

[0080]  ARFEA NI, K H RO RIASLFAT I, PRSI R IR R AR
B IF 2118 F00E RANA 5, IR X BT 07 ) 50 16 78 32 G0 0 N2 o AR 20 27
1 (1) R AN S5 25 R IUR) B i i R AR B 1) SR A (1) SE 9 B B AR FE AN PR T B ELEE R B FR A
KM ERARELTMLT- TR RB T Hon e H HEER O S EmER SN
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BRFFESR G RESR ABRER IR S BEINEED R EE S R E
A I R e EEA bR E N B A R A T RN AR B ARIR L HEC
AR BN AAREZ9. 10, 11BCE 2N R, H &8 20— AN BT R AL 435
B Ay o B, AL AR AR AR 2 MK W R N BN R AR T e R R SR R AL
VPG AE KR 52 R B R B AT I R A E M 2 1 2 1 7% RS

[0081]  fE - PESE i T s, A SCRFES IS 0 R B R AR 4 B A B B A U 2
HEE A BN B A S SR/ R4 B 2R il 5 5 2 AR B8 77, BAE B AR 4%
PE BRI A ARG BE 77 B LT , 2 RAWEMIEE 5 /08 - 5T, Bl — 89, =
BV UYERYD S TR DS A G iR e 1 22 54, DU T 7 AR 38— KNI 4 KRR 2 IR 5
BIAFEHIEAIR T 522 BB hi 5 (leucine zipper) , FLFEFHEE H (Lac repressor
protein) EEFE R MR/ IEMRED EILFTEBY Ho0. HEABFH R MBI T R i
B =R AEE I, AR AR R .

[0082]  ARFEANAFF, HAH A TTib 24 K R F B4 A0 2 AR B 5 4 Iis S i B
HER A 3000 S B2 58 500 B E 0 AR K DR A2 AR I 32 I i e sdi i, ELb 2 3001
TE PR B B8 1 N T P B D 1 s A8 ) R T B ) IS iz B O A B A TE K,
It AT CL TR 78 PR, 490 0, FLRRE e S e e « B S0 AN I 45 e i 3 ik
S~ D0E 465 W iee « 5 W EL Mg S B0 A 8008 o R T 7E T IR 098 Hh ml RIS [R) 149 e 47 Jit
I Hick 238 2 Pl o S AR A AR K IR, TR ORI i 8 A nl 6 2 S5 R AR I — Rl 2 A
[ 1) e S0 i, — B 2 A2 0 2% 1) — PR B2 P AN [R) ) S2 AR B A K R o X B B RN
‘R .

[0083]  fEIRBIPESEE TSN AFF T — M ERSREAEAMEA, b REAEAL
K —PPEL 2 PR B A KR (BGF) i R ik iz & 1 R A B A IR X, IF HLnT - TiR97
18 M, a0, FUIR e e L JBE e e « B0 S0 L 1 919 45 W S TG Bl kR e 46 W EL W
I~ SO A B TE R o RN B I ST U 20, 1% B 1 R RIS B S A EGEE B FICT-B - 7 1) 3
HEA.

[0084]  fE 5 — R VESEHE T NP A T — M A REHEANEAD, kY mEdHE
[ I8 — Fh AR 4R 40 i A K R (FGE) o AR PR 52t 77 X 1% 88 A R AR B AT FGF 7
FIRCT-BF B EHEA .

[0085]  FEHE— LI R PESE T P AFF 7 — PSS RELAEARNEA, k) FE
HEARIE R A K F-B1 (TGF-BL) AERBITESEE 7 R, iZE AR RIS A
TGF-B1F 3 FMICT-BIE A I ELHE T o

[0086]  fE N — B VESEHE T NP A T — M A REHEANEA, ik mEdHE
Rk — Pl A K PR -B1 (TGF-B1) o fE7R B MR SE it 77 SN, 1% 8 1 2 RIS B A TGF-B1
FF B RICT-BFE B[ A E A

[0087]  fE—AIRBIVESEHE T NP A T — M ERESREHEANEA, kYR EdHE
R IE— PR B R AR AR R -1 (IGF-1) «fE B PESE Ty 2, 1% 8 1 R IR B S A TGP -
LFFIAICT-BFF A EAHEA .

[0088] 7 5 — R Sty SR A T — M EAE I EAEA N ED, rik R E A
2R I5— B TG0 i AR KR 1 (HGF) o £E R B PR S T 3R 5 1% 88 (A e Rk B& A3 HGF e 51 Al
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CT-BFFIMEHEA -

[0089]  fEi— B R B MESEIE Ty b A T — M ERES EAEANED, ik R E
HEARE MRS REAE KR F-1 AGF-1) F—FhfE & R AL K -2, 288 6 P SE i
A ZEARERBE G A IGF-1F 5. IGF-2/F FIFICT-B/F PR EAHEA .

[0090] £ — Bt 7 R A T M ERE R EAEANED, rik Y R EAE
18— PP & A B2 AE KPR -—A (VEGF-A) Fl—Ff il & Py J2 4 KPRl —C (VEGF-C) o fE 7~ 1] 14
SENETT A 1% 2R IE B A VEGE-AR I &5 #4387 71) L VEGF-CJP 21| FICT-B 7 B () 40
EH.

[0091] Ay ¥ #f e SRAL R &5 A HUEGF I A1 1) S A X, 0>k F — L AR WA I EGF -1 )7 5]
MEERHAT T SFE L {HEA T Bk 8 — AR IEGE 2 F 1 7 71 25 R 1 2% . ]
LHT7R, T HE10096 55 T ok B — S AE MR T EGE 2 F - B — 384 , JLARKEGE 431 o Fi &5
TR AT o« BIRAE A [F] M) R Y EGE 23~ 1) v A5 AG I 6 Ao 22 TR) A7 AE 0 2 B AR~ 1k, (H R AE
Y 2 (AT SRATAEAR K 28 57 o ABARE B , 7EAR BRI, — A R RIS M 3k (R HE RS K
(17 31100) 75 R KRB0 2 18] 52 52 AR 55 1), AEAE W 25 3 20 R0 L& bbb 2 AN [H) 1 - 2L
Hhy, EGF 4> F BIASFF B & F T = R FIASH

[0092] S K2, ik T AR PR ) 1k S e 7 S N SREGF - F I 4514, 1% N ZREGE 4y F (1 45
P A EGF R RN 45 M358 . EGE 3B & 6 LI A BR 7% 2 , & A Cys6.Cys14.Cys20.Cys31,
Cys33MCys42. X672} I 28 R W% J 7E 1 B EGE 20 1 37 8 S T 211 o EGF o A1 25 #4455, 200 (DA
RAFAT BT & 7 7 tH) BN 43 B8 09 B B B ) P I R XS (Cy s6-Cys20fICys14-
Cys31) PR o FH TIX 9> A B 2 0 P R A B X4 (Cys6-Cys20M1Cys14-Cys31) BR %€ T EGF
43 F I B IAL T IE B8R G R EGE R A2 A48, 200 (1) f5e /N e BB B /N, P DA B A1 192 B A
[0093]  ZZE K3, fiiA | ARG PR L0t U7 AT EGE 73~ Db 2l B 1 Tl AL A 45 440, HL
HEGFIIB-3£200 . TN 37N , Cy s6 4% 1% 4% B Cys20, Cys 144 iERE F Cys31, H.Cys33#k ik S
Cys42.BGFIIB-F1200 52 A7 7ECy s 20 FICy s3 1.2 7] o K I, G4 B 7 , EGR 4 (1) 2 AL T IE 4
TR EGE H A5 R4 18 200 1) B /1N 51 BB /N TR B 400 4 A Cy s6 22 Cy s 3LIR T 771 o

[0094]  ZE K5, R T ARG A A FF I FAKEGE 2 F 11 20— B4 I e Mk 4L 82 1 4 10
S5, AR EGF 231 22 /D — 05 43 A7 MR A 7= 491 1 5 it 77 QKT EGF A AN &5 A3k o AP EGF 2311
Cys33EAT B — RAF B DA = AR ek PE R A B+ Fe g Cy s 33048 A 1a33 LA R R
Cys33, MM By LLATAT AT B (45 R T & vl 81

[0095] i FH TR IR & R N TR 2 BR s DO BB A 14 10 5 A2 AH >4 “Hh 7, N A RRE SR T H
AR AN LA S /IMUBER) U TR o DA G, TR 0B B A Dl A B AN ] B0 g Pk 40 2 1 T R A
AT HE R SREF PR ) R S o FE AR A TR T R ) 25 SR I 2, AT AT AE AR T e B, Bl 2 AN
X H AT AT A

[0096]  7E A6 1t S i 5 TR, MBR FEMe t21-A1a30 R 5 (1 X 4 B 52 B ANEGF 7 %1, A) 48 H
EGF 4 HIATAR 3843 o 7E SR HE ] P, 26 £ F T/ EAEGF-CT-BER A W BHAT R IA 75 &
A IEGE 7 F1 LA A\ g TE A 22 30 rh A5 Ay (i PR 7 BR AR R B i 58 P o R 285 4 4580) Pir 7
(RS X3, AR FF A B ECFH A A T SE B — I PSR Ui AN 2 0 B AR AR H B 4 o
[0097]  7& 55— R Pk St 77 sk A T — M EsE mEAEA N ED, frik ) mE A E
(RIS N B2 A KR F—A (VEGE-A) [ o Rl A ZE 78 PR s i b, i B 2 Rk
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B & A3 VEGF-AJF B FICT-B T Bl i) B 20 88 1 o 76 7 90 P S it 75 30, VEGF-AJF Bl & v A
ZERAI,, 1% Th RN 45 R A 45 R 1 TP A Cy sB7 B Cy s 104K 751 o £ b — ol s i 77 3o
VEGF-AJFBIH &4 HE K B % Val 14RILys 1081 — P EL 2 MU E AR

[0098]  7& 53—t M sk Jr b A T — MY FUEAEANEA, Frd A REH E
RIS TCR-BZ AR T T AR 2 & 25 38 AE 7R PR S Tt 07 20 h , i 8 1 R R AL B A TGFB-
RITJFFURICT-BIF F L & (1 - TGFB-RI T B & Mo /b 45 H S Thr23 F1G 1n 1662 7] )
AT .

(00991  7& 53— Rt M sci Jr b A T — M aFEY FTEHAEANEA, Frd A REH E
R ALHGFSZ A4 (c-Met) [MECAA 45 G 45 M o 75 7~ 9] 12 S it 7 20

[0100] %% A RIS A A HGFSZ 44 7 FIAICT-BF 51 (1 H 24 5 11 - SR , HGFSZ 44 /7 51
W2 M/ SEMAZE #4938, Ly s 27 FllLeub 15 2 ] (AT AAT B 51

[0101]  sZhE®IT:ELISAT %

[0102] 347 #sE FALEE 1, IR A FFI0 & REGP-CT-BEE [ 42 1 R W5 LU IE A K 5
Ji ZREGF B4, 3RAS 9 A ] 7 A P vi P& $04& (Santa Cruz Antibodies (R & Hifuik) ,
H 3510825 f110827) , X T Fft . 5 [ 714 O 1 BEFELSTEGF S EGF R AR 45 45 o AN B2 AT T4
S TR R BRI IGO0 AR SEGFSZAR 45 G I VT 22 RSB 70 & 28 tH R JEMe t 21-ATa 30 T 52
R X AR SE R

[0103]  fEIR @I MESE i =X , ZEELTSAH , lug/ml Al2ug/m1 ¥ FE f¥ImAb 108258 TmAb 10827
FHIT5 ELHEGE (vEGF) 8 14 HI45 &, 3 HLZEA50nmAL I § %35 7 (OD) « 2% K6 L) K I8 5%
TZEE R K6 HTR , 2 rEGEAE R B FEELTSARR I, rEGF IR BE R S8 5, Hlug/m1f¥imAb
108258mAb 108272 LAFRIF R IFHIf5 5 .

[0104] Oy T PPAf A EMe t21-A1a30 ) ), A 20 Tug/ml {1 & (rEGF) PAZI100ul/FLK
B B 5 R ZARAELQI3T T CIE A 201/ o 1ZARF 1 Z5200ul /FLEIPBS-0. 5% Tween (it
) (PBST) ey BIIR , SR 5 FI29200u L (K PBSHE FIFTIK o iR A FH200ul/FL I PBS-2% HY ks
(MPBS) % #E4T H 41, 3+ HAELI37T CHEE L1/ SR, B I AR R FIPBS THE 3 P vk 5
H FIPBSHEE PR - A ZI100ul £)1ug/ml B £ 2ug/mL (KK Hi 4, HHEL =R RT) T
ZY LN o B A0 b TR e AR o BN BA 91/ 1000% B (19 29 100u L /FLEI 44k (HRP-F5
OB/ P S PEAA , Sigma (FEAR D) P SR 5 A0168) , H7E ) =00 FIE & Z11/Nef o i
T b AR Bk iz AR, I H A FZ100ul /4L Sureblue TVBJEAIHHAT BV H & W o GEH
£95-1040 %) JBILAMALI50ul /LI IM HaSOR L 1L % B, FFE£1450nmAb B2 HUZAR -

[0105]  [hAb, AT 5 4+ PEGS BELTSAGAE 55 ELTSAHR , 7558 BL T M A 1) 2 O 1) e 25 7] V&
PRI (K7 ZIMY TEALDKY A) B0 B JE SC Y IR (K7 31 SLAGSSGALSK) I AZE/E R, K 1P ffimAb
10825 FImAb 10827 H1 [ 5 — i 5 rEGF I 25 & o ik LN ¥ 51 LA 100ug/FLoRBEATELTSA : £
lug/m1f¥imAb 108251 Tug/m1 f) % i T EEF A7 ) 35 28 AT A PEAIK , 29 Lug/m1 f¥mAb 10827 %)
Lug/m1 i &5 A& PERMe t21-A1a30, Z) Tug/m1 fgmAb 10825 M%) Lug/m 1A REFC I K, BA K
#Jlug/ml¥imAb 10827 1% Lug/m1 ¥ ’E TSI IR .

[0106]  FE450nmAk &5 5 (0D) « ZH I TARER K 7R 145 AR W THR , 6 T
mAb 10825mAb 10827 Firfrifh , 54 HhfmAb 10827Hi4A SMet21-Ala30h IR L1454,
ifimAb 108255 AN BMet21-Ala30 FIRAL L5 A cmAb 108253/ A] B8 A& 15 BT LA N ik #
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17 AR AR B PR BT EGE 2 M % b B I ik HiMe t21-A1a30 BT PR 52 /9 X 38, = i) -
(stearically) PHISSZAKII L4 o R, mAb 10827 H & 578 H R SRIRA T IIrEGEH flk A7
Met21-Ala3045 &, 3 H FI7E & BEGF-CT-BIE T AR B fa &2 .

[0107]  Sjiafs] 11 : EGFH AL £ B

[0108] Ay T #f e AECT-BJF B AR w3 IS EGF (1) B 2H £ 1 EGF-CT-BJ% 1 & 5 TP B M EGE
SE R AR B R I [ A e P , 0 HE B TR B T EGR (FMe t21-A1a30R 47 1) IE #A A 2 11
2, UL T T IBEE M CT-B AR A& L 2 4 T A R 2 Ak (LR ARIR)
(K188 77, mi Qg 7 6 R A B (1, 1X 60 5 4 85 1 7ECT-BJF B IIN- A vy (K 1 52 R 3) B C-
Auity (A4 22 9036) R I8 BENEGRZRALIX

[0109] P LRI 4 & A 7ECT-BEE Mk I B 4323818 4 KEGF 531 1) .41 2% A EGF-CT-BY%
o MR 2 RIS B A BRI EGE-CT-BY% 1 , 1% & A IR EGF -CT-BY& 1 1A M it 55 11 3% S PR
IR 7 3 -5 CT-B&S R 30RE B FF 1) A K EGF J7 31 o /EN- R iy e A EGF 7 71 ) 7 4H 85 | EGF-CT-B
T & A SerGlyGLy fE A SESEBR IIK 7 71, H HL 5 A Kpn LRI il 14 D7 53 o 75 C- R 5 R IAEGF
J 30 () B 2H 25 FAEGF-CT-BY& 1 &4 SerSerGlyfE A3 & B Ik 751 , 3 B &4 Xho TR HiIPE N
I

[0110] W3R 3AIN 6 A A B4 55 I EGF-CT-B, % B 4 &5 19 EGF-CT- B3 12 1 o 4 (1 5 2 &
TR 5K 7 B1) 1 5 CT—B 45 M) 45 b5 25 1 1K 4= K EGF P 8] o 7EN- A i 3R IAEGE 7 51 (1) 82 4H 25 I EGF -
CT-BE A GLyGlySerGlyGLyfE RS IEIE KT F1, I H.3& A Kpn LR il 14 A 167 & o 45 C— K I
FIAKEGF A ) A BEGF-CT-B & A SerSerGlyGlyGly fE b LB K 751, 3 H. & A Xho TR
il PR Py U o R I 3L IR I 7 2 AN K 5 2 2 B I 7 Z1 25 T3 OR CT-B 7 91 2 A KA
TR PR, 9F BB ARV — AN G5 MR T 5 — S5 A 3R B (%) ) B AT B AR AT AT
VT 23 () 47 FH

[0111] W60 8 20 85 [ EGP-CT-Brf [ & — Fhfl ve b 2 4018 RIS FAK (pIMS147) v, M it £
135 1) EAHEGF-CT-BEE H Be W 72 K AT B A L p ik AT 3R, R id i B3 1 C- K smbxHi s
FR2FREAT AL B PP E HEGF-CT-BJF FI AT 1k  Alifk, , IR A5 T A K /Bradford (7 & 48
1) I VAR AT B

[0112]  FIELISAVLHASE T EGFH Fl frMe t21-Ala307E /S fh 4L EGF-CT-BEE (4 () 45— f ot
1 RIS — A AR I EGF 45 #38 1 B 2L EGF-CT-BEE A [ %2 ZEELI SAMR | . FimAb 1082747
1& (Santa Cruz) K& MEGFIIMet21-A1a303 47 .

[0113] V3% 4L 205 H B & IR EGF-CT-B 6-His4ifv i (I8 /EELISAMR |, - AEZ137°C
B 2L A B RTIA AR T B v R F 202 % IMPBSHEAT S5t A1 - P gk b S R RS ML
¥ 2720011 () PBSELPBS T A% 2| AL, B AR IF R LU L, IF H R %80k . R 54
lug/ml I mAb1O827 HUAR I B Fr A B AL, HAE L 2 NI E L1/ o B — IR H IR
FEREPU/N R BRI A (HRP) AN B L 5 4R 0 8 201/ o R B R e g%, A
FSureBlue TMBIHAT (.,

[0114] 4/ A\ SureBlue TMBJEEAMS , fRIK S5 — HUAR I HRP G 5 I HEAT AR S B2 LA 7= A=
W A 2 o WS MR DN I N B I S 12 0 £ 58 5 L 2 IR B R W IR 7K o (T R B E8 4 1
UAEAS B 55— PR 1 5o BRAL A, WM s B 28 IR AR X — o 1) o JE R NN Z5501 1 [T HaSO4 B 3R
HRPYE P 5k 28 1112 [ N7 o ‘e A1 S5 S 7= 4 0 00 DA W € A8 R 5 o 8 i ] A B AR 1Y (plate
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reader) I & 7E£1450nmAb [T 62

[0115]  Z#EQ, LA E R H T 454 ELISAR S H . & 8T 7~ , mAb 10827 Hi A RE % 45 &
P 6 B ZHEGF-CT-B 6-HisHIZifLE ), AITTIE SEAE BE P o , EGF-Me t21-Ala30K AL
BICA LR AIR R ATAE I AT 5 T4 238 2 )% KRG A5

[0116] Ny THESE A R FAEGF-CT-BE&E (1 & A EGR 45 M AICT-B/F B (¥ R 15 , i B AT 56
TELTSA.JE I 55 ELTSA, JF A 5 20 85 (1 B B0 B 7EAR b, 1o A2 13 A e HiCT-BHi A&
(Antibodies On-Line (fEZHUAE) ) KAHIRFTA EHE X WE9IFTR) « H T 1% “WIR” fiik
X RARCT-B& e e P Y BRI G A% 0 s IR SE T B ds I T EGE Hh A 45 A e B R A B 1 (1 A
JGER A IR EAH A S T & CT-BAS M

[0117]  SZjafs] 111 : EGF-CT-BiE Y 2 S A4 4%

[0118] T K 36 R IA FECT-BAT AR 1 20 85 (1 1 A vity 045 2B K IR -1 &5 A o0t B — 1 B
O 2% R 22 AR S AE R AR S GIEIE 5L, REE W) T 8 & pldz 1 1 2 6 7E.SDS-
PAGEHER b 3E4T HEL vk o S8 Je i ok i BV e 5 ) B0 EGR-CT-BER [ 56 B B IS IR 41 4k 2 i
L IR BRI A R Pi-CT-BHUAR BT IR (IsEiE B TTRTIR) 28 5 H 2R I ECLIR Y & 5t
(1) KA TUHRPAR I [ 58 i Btk 4 & - B 10T 7R , Wes tern EIRIESE T =i 4> F = CT-
BIIAFAE , iIX R W A RMEGF-CT-BELAR R [ RE 5 48 FH CT-BE5 M S 4 25 il 2 Ak

[0119] M7 A SB6d , ZEpHE 1. 07 . 0SS N — RIIAE FIpHIE T, BRIk CRE#E
B AR IR R ) CT-BEE (A HI & HI BN % B 5980 W & )5, IR R HIAR P AT pH 7. 047
FF—/INEF o SR S5 8 BT A R A AESDS-PAGEHE i I 3E4T FLK , Wes tern ELZE , JE R FH BT -CTBHL 44
A& A (E16) GXIESE T 1) CTBARARTEPH 3. 05k LA BE WS 75570 B N B 38 Ji Rl B 44
IF Hii) 7R B B o PEpHAE A 52 i LR AR BT Je R O & IESE T Re B8 il 15k & B 1 LB
R DHRETE PR FLRAR , iZik A B ARG G BIIE e iR 45 A0 s CT-BEE A A A 1
(142K (~ 16kDalf) 7> F &) Bl & AR, PG ZiR A 8 OB L A Thae i PR H R 44
(LiZEN.,2009Molecular Immunology 46;1718-1726) .

[0120]  SLjiEfs) 1V: M)A REGF-CT-BEE

(01211 FE7- 9 PESZ it 5 30 Qg 1 P RRRIAR 1 A B B ZHEGF-CT-BEE 1, Ho 1) 7ECT-BJE
[RIN=A oty RN C- A i B R TA A K BGF JE [, 1% 4 KBGF L K@ ok b S -2 AU i -5 B id
(1) 3% B R J7 71) 45 CT-BIE PRI R B9 FF, 9 F “B2” SRR/ s B 1) AE 40 Bl (¥ CT-BEE A (1) PR A
Kt HBIRIE S A Me t21-A1a30 - FIRAL R EGE, I H “B2” kR A B4 8 1 v
B B IR 1) K AT B RIS BARp IMS 147 o WIRTFTIAR , 338 4 A 3 A B 4 [ EGF-CT-BER
1, FFAG DU IE T B 1 CT-BL5 M IS A7 AE AN AL T IE A A4 B I EGE Hh RIR 7 Me t 21-A1a3011) 2
M.SHE L, LR IR T T %45 B & 1 1R, E2 8 ZHEGF-CT-B &5 (A B2 H 4HEGF-CT-
BEE [ ¥ AFECT-BES M I AN e /s 1) 22 /b — A D Re R IR EGE Met21-A1a303R A7, MM AT 5
T 2 E sk

[0122] @D oMl S AEAS G Je 28 AR S IR 0 T, AT 4l AL i E2 B 4 EGF-CT-B & [ F11B2
HHEGF-CT-BEE I AL fh AEpHT . O N 7EE AR PESDS-PAGEBE L I 3#E47 HEL Ik , 18 3k i % 1
BRI B A4 Z M - B FHADOL (Antibodies On-Line) FiCT-B# 2 va % 344 MIHRPERIT (K]
B AR SR M BT S A (0 B 1« T L 27 7, We s tern EJ1 195 36 B 8y CT-B4S M35, 25 4 25 1 B A
NHARLFAE, 3 HIETE R T — RIVERE AR, =K, VR LR R 2 R Ak
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[0123]  SEZjififIV: EGF-CT-B& [ /7%

[0124] B3R T & A EZHEGF-CT-BER [ /7 FU K — AN SE ] il L3R, BN P FIR
TS KEGR A (F F RIZR) BA K CT-BIF 1 (RMA) & R A BT 51

[0125]  SEjfEf5IVI: EGF-CT-BE&E A 51

[0126] K147/ T A R EHEGE-CT-BER A 7 HI1 55— SE 61 . B 14w, B P B R
7S A 2ANEGE R RN AT 71 (T RIZR) A CT-BIF 1] (RMAE) & 751

[0127]  SEJfIVII: EGF-CT-B&E [ )77

[0128] & 1578 T HAEGF-CT-BE A FHIHI 6] tnE 15 frw, HE b P R T &%
HEGF 4> ¥ 1S A EGF o AL 435k (Cys6 % Cys31) M4y 1731 (A T~ RIZe) FICT-BIF 51 (RHAE)
W& T

[0129]  SZHEMIVITL: & A kM EGF-CT-BE H /771

[0130] R & RBI S 7 A, R SCAH T E A — AN B AL BUE B IX S
HEGF-CT-BEEH o LR —ANERE AL 77 & A 7ECT-BRY — N EUR AN K &b 5 CT-BRE A 1
EGF, M 15— AN SE D BN B N — AN N X A3 B A B (A Bk S R AR By
H5CT-BEERA IEGF o /£ H e /sl PESL i 7 A b, k& 22 1 I EGF 4 il 3 43 FICT-BZH Ak
B3N E LR B N R R A RO Z T Z 3 R L PR B E I R 1E P A 45 M 1k 2 ]
TR T RIS R TA) B X B Sk o BA R 2t R m] AR 42k « B 4% (H 3 AR T-SSG L SSGGG ., SGG
GGSGGHIGEGGS

[0131] 423k I mT P& AR A e 13 2 TR A2 FEL B 400 , A7 B Tl 3k CT-B45 M3 il 1 5%
A o % S B RE NS AE 32 3k A BN — P B kP D07 A 5 AT 0 V0 22 DR A AR R AT i 482
P AR Z S P, HER T 8P EAE (T1~T6.E2HIB2) , B A 78 K 177 HA 1 22 1 B 1) 1 ()
FF 5 o 2 7 A9 1 SRt 7 20 R, BR A 1 A 07 A 4 AH AR T : Xhol \Kpn 1. BspE LAl
Spel.

[0132]  XFANEEARTL ~T6 E2FIB2HE4TWesternEldE 04, 3F HL&45-& B 18T 7 Nk .
WK L8FT 7 , M) FEARE2 RS2 AAB 2K We s tern B 7258 5 7 47 45— L8 F-48 , 481t 2 1) 437 L 1 / 3%
HET, X FECT AR E A B2 PR, W d R AR = R ARS8, BT
FE I R AZAE B EE R B TT BE R IG SR IRONE, PR B AR R AR CTB L SR A — M R 2% .

[0133]  7F f A 2% 5 0 B B AA , P AR BB SR AR S . F T-B2 & A BT I EGE , K] L& A >k
FLE2/0N, IX FHB27EWes ternE 128 = HAK TR

[0134]  JRUEARERAR BB AL B AEM B AR S5 A AR 2 M) G A8 3y, (R AEA AR T ~T6 1
RINT AL R LW, WonAE S A 2 LR 1k BIN-K o A EGE ) 8 [ 7] R ™ AE i L 491
(1) LS SR, B 5 R IR L SR AR B L AR R R S UK 2 [ E AR E))

[0135]  HH T WIMBOE 72— A AR Im B ) — Rum b I B8 T IR AL, DRI BRE2A B A 2
Ab IR T 24 R R A IR T 19 35— SR BCAR A (FHE2NZRIR) 7ECT-BIN- K &5 A W
ANEBEEGE . Hidt, L-342SGG, L-472GSSG . 55 —Fil & (FHE2CE 7R) 7ECT-BIIC- K i &4 WA
PELEMEGE, Hih L-3/&SSG, L-52GGSGG .

[0136]  7E 7451 PR S it 75 3 HH 5 75N vty A C— AR v 1) B B 22 Sk 1) 4 88 13047 B 1t DA 16 o A
T — R () R BRI e 5 R AR LSRR, B ] BB e — i (NA Sy B C— R i) 7= AR 3¢
b ) TLR AR - S 120, 4 R A G A4 T2/ 3 R0 S AR T4 /5 ZE AHIN- R v 22 2 P 22 Sk A
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C— ARy B LT3k - I B (BE20) 8 78 C- R i & I E2C o 75 1% 73 B M SE it 77 2UH , L3 & SSG,
L5 42 SSGGG , L8A& SSGGGSGG LA A2 L1042 SSGGGGSGGG o 71 N— A ¥t 475 10t 7, i N P 4223k ) B X 1)
K JE 53 A LURT A FRFEMIN TR L  AEZ L, AP k0 72 1 L3/Z&SCG Lo Z&GGSGG LT 2
TSGGGSGHILIFE TSGGGGSGG o A2 S —[7] b [X. ] 4 4 A B B N5 I L3 Bk AL L
I B LT AN BILS P BB LOSE N B LS L = A 1 2R 1 3k (B MR A AN H I 251,
LN #ERE A @ D o B 20 B s , N= R I (R4 Sk A A2 104 L 12 P LA 21, 9T HL
C—AR U IEAH 1IN VI3 N RIS IE R o 75 Z 7 B PR S 461, L10 /& SSGGGSGGSSG , L1 2a 42
GGSGGTSGGGSG,L12b ESGETSGGGCGSGE, A L14Z&GCSGCTSCGCGGSGG . 5Ll , L11 /2
SSGGGSGGSSG , L1 3as& SSGGGGSGGGSSG , L1 3b A2 SSGGGSGGSSCGG LA A2 L1542 SSGGGGSCGGSSGGG o
[0137]  ZFE 21, 5HA FIRE2R JE 46 — O M AR AHLEL , SR BREGFRL & & (E2NFIE20) [
Western IS 3 TR SE | E2MIE2CH4 7™ AL VF 22 (IR SR AR o EONW 7™ AR (ISR AR, (H2 A7 AE Q0 T (R 38
PRI« 55— BGR &S M 3b Rl A R B 1, B RIS /Al A0 ) 1 o — B B A 241
[0138] X T H AT AL Sk i BRAN “T7 M AR AL AT T Lh BiWe s tern BN I8 43 7, FF7EIE 22+
TN H o 2 BN S AR A 51N B iy A T2 RT3 R M) 3 AR (N-R 3 , 2 ) N34 aa i Sk F15 1 aa
Fesk) Ry, A4S 2] 7 T2SL GE R $2Sk , BPL10) JT2LL (K4%k , L12a) (\T3SL (Gi %k
12b) FIT3LL (K 42KL14) o FAUHE , N- R im TH M B AR A T6 M 2 4A 42 N THSL (R AL11) JT5LL
(HAL13a) JT6SL (LAHL13b) FITELL (AAHLLS) o

[0139] Y4 N2k (I RG IX INF 5 SEBR b m] BAP AN 77 1) vl B 42 Sk [R) B X, AT 7™ A 58 AN
5] FRTF7 371) o A5 ] BE ARG G0 T 5 A 2 4% 1 5 B A4 R AT WU 7, LA 4R 21 LU B8 (14 77 1) 4 A\ ) S B
1 AET3LL-RevFIEOL N , s WA B A OFEIHE LK A (Rl 144aa) (HEL “Hf 127 X
[Fi] 9 N 1) e B A o XA BT B 2 A0 R D W 1) B [X R 140, 3 e 2 Sk NS 1 P P A — 58 22
KB o TBLL-Rev [ SEFR 42K 7 7145 NGGSGGTRPSTAATS (F RII 2k = S A #8473 o

[0140]  FEfE] 227 7R ) Wes tern B IR, NFIR 73 A 5 (1) 2 R AR SR B ALE i /A2 PR B 1 o
BT PIANUKIE 7~ tHAE R TSR AR CRARI) AR G5 R) (9 B A BUCT-B. L B vikE H B
A LA HAE R ARG N BEAT LUK, T3 (7 A 5N R IR B2 3K) 7= AR — BOR[RL R /N SR A
Ha B A B KRR N-R o A4 22 A4 35 2 B AL TR A .

[0141] 5l I, Wi 237w , FE R SRR AR, B 28 HAT G842 Sk () C— R i ) 244 11
WesternE[l it 7= LN .

[0142] BT %45, 5 CT-BRYEGE 5 AN R il B (DL = R A R 1) o b4, S — 4k (FE
PIANEGE 5 A6 48 []) A S ft DAk B BEL LB 40 B B o R E2NAA) A A 1) A/ 2 1 /K i, FRATAE 24
FINE A A A R I B R T o 2B A 5 — 4k 5 CT-BRIN-R sl A I EGF ¥ 7 71
Wr:

[0143] HHHHHHIEGRNSDSECPLSHDGYCLHDGVCMYTIEA
LDKYACNCVVGYIGERCQYRDLKWWELRGGSGGTSGGGG
SGGTPQNITDLCAEYHNTQIHTLNDKIFSYTESLAGKRE
MATITFKNGATFQVEVPGSQHIDSQKKATIERMKDTLRTIA
YLTEAKVEKLCVWNNKTPHATAAISMAN

[0144]  JUEAERE L HCSL it 7 =0 , DA R AR B T RIBBIE NEGFIB-FR R A7 1 32
JREEH 8, (HSR VT 22 78 Y M RO AR SR AR N SRk BB A2 i 1T 2y L , I HL 3% 68 Y A
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B P AEAN TS T A% BH RS R RS ] A 3R T

[0145] St 9] IX : XURF S PEIGF1-EGF-CTBEE ] (a) o

[0146] Sy G riE ik B — 1A Rl EE A R 1 S 2 P AR KR I R AT I, B R T SR R
By g FEAE KR 71 (IGF1) (R BEPR, 2 50 M 3 X DA BE 8 bal b B SR VI T L BTl (1) 44 2
PRE2N o 181 5 <, 33k FHRR il 7% Y DIBENco 1 FXho 1M AL DNA , 15 N- A iy T EGF 22 PR A 344 |
I o SR8 e AR UEE RN T2 S8R 7 150 38 3 9 AT MRS A B9 NS TGR 1 2 BT & 5% By
FSDNAZEARBEAT 0, DLAIESE ' 2w B 75 00 S AL IR, DA foe vF s 4 2 A Fe IR 01 7 ARk AT
FKis 24 R TH A EHEARTI.

[0147] B 5, 03 BT IR BAR I FRB B = A 1 B2 (A &ELTSAZ #T , BAE SEaX 9 A A K8 7 R
1 [] I A o 2 I L BN 9 0 RS 24 (BIHAK) - 8T 5 2, B - CTBHUAR I & 3 s
TR ERFEELTSARR A L, - ELRE i an 2 B B it F 572 % 9k R PBS AT S S A B A 1)
FEM N BIAR AR =00 T A L/ Bk a , R & AR FLE 1/ 10001 (SRR
BER T 20 1) /N PTEGFHUARADOL 10827851 1) HRIi- NI ICF1 20 AR BT 7 & - Halk
Ji& , % L4 1) HRP-ARIC I/ B, B 1) HRPARID I BT S A [0 A & I R BT &
SR Q0T T IR AT B 5 I 25 B, AR R 5 IESE T IGFMEGE XS MIBATT) KRR R
N o TGRS DNA T B AE RIS B A b A7 B, 31— TGF PR 7= AL 115 5 3B 1IE S TGF \EGF Al
CTBJFHIAEAET Rl —4F .

[0148]  SCaf51]X : RUFF 7 R IGF1-EGF-CTBEEH (b) »

[0149] Sy T RS H CTBIE B 5 A4 1) R SR e PR B A 7 AR UHr e e S A 2R (1, A A AR 40T
WHIARN T3 BGR R H A AT PCRAAS 2l S it 4] TXH BT i (1) TGFAE ER] 5 DA L BB A8 43 v B2 31 T5
MR, DL EGR LA . BT 45 2 B 4H 8 1 % A1 Rl & B CTB 7 21 C- K I IGF /7 31, 3 HL
CTBJF Z1 AN IGF /7 71 i ik 34~ 22 k4 Sk b 25 F (IK126) o

[0150] % FAREMAEA MM 5% (BE/R) 11D T28EMii) TotE M 5 st
TN FT 5 B9 10mMIF) Tr i s—HC 1 2% P B FR A 4 VR 5 2 pH 3. 0, R 7E4 R CHF & 1558 LA
il B AT AT AR AE RS AR R G R R IR AW, 4k 420 B 6073 8P AR BHIR R AL N T
M IEARR I AFAE AT /N R P -EGF IR B SR I - IGF I i ZEEL TSARR I AL , FF 3347
W o e85 » IGR-CTB/T298 A AN IGF-CTB,/ TH IR A W4 b 37 it Jin 2134 78 A SUEGF AR B4t
IGFHURRFLH , I HAE =R R & 6055,

[0151] Pk Ja , I A K PR A LA 5 AR R 4 78 PR S 2 I BUA , 5% B 6090
DRI, G - TGEHU AR A I I B i 78 A /N B BL-EGR AR K L, [ 2 TRER o AR BRI DA 25 B R 45
A 20548 2 )5 A T H i INHRP—AR 1 ) 50—/ SR TR BCHRP-FR 10 31— S A LR 5E 2071
o 25 ORI AE R 27w, I HAESE T HU-BGR A ¥R 47044 B W6 1l 35 5 L& 52 & IGF P 51 1) 5
o [ RERL , I TGF A Re WA 3R I HLIH 8 & A EGF P PRI 8L [ o FEIX AP0 T, X A i i
B IGFFIEGE () 5 Ads A A A IR s 82 51 B 11, AT ASEA3 9 2 R AT AE o A, 2 P M A KPR 5 58 fr
FECTBE 73 () A AR v (RN IGF-CTBANTZ) H. 4P fir A K IR F# AEAH [F] (C) A v (BPIGF-CTBA
T5) B, Be M T Bl S IR A SR 0 o 7 T B ) 122 300 5 V2350 248

[0152]  SEREFIXT : ZHREAE KT 2.

[0153]  MRHEE 28,y T #E— DR SE AR B IR R 6 1, A3 A U RN T R AR L
RAEF—HEHAEA, 1ZHELEASH W ECTBI FFI L LIEH — RFVAE K1 —Fh
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B2 P AT, 3 BARR KA R — RIVE M8 L KA E (E.coli) BRI
S DRI 32 A St A% AR e 2 13 O RE I, R T TMACEZE Hh 45 P (A N- AR 3 1) 64 S R bR 25 Sk 4l
b o I ELTSASK I 2 £ 244k 11 25 240 25 1 DAE SERERIAS [F] 2 B I 4775 , I3 L X 0 e 1)
() S PE B OR B B BERD B IE o (B29) « RAREE I 5 &R EmTGF BURICTBIY 7
P FE 4L 8 A R RE S — R BEAT HL UK, I HLBE T Wes tern IS (&130) o A1) FHa-CTBH A% A6 )
B I LR EM T, BEAR A EO B E LR, (RE T CTBRIX
— k.

[0154]  SEEFIXTT : A KPR 732 AR 1K) 2 T,

[01585] SRy VHESEARAF HH R RIS T B A K7 2 AR S 1 1 hee M e w1 4B
RSB R E A KR FZARFICTBRY R B K B A, 3 HR A Z EA E A UL RR S £
5CTBFF ZIBR BRI X L8 F7 71 o B A U AN SR AGR IR, w1 I T3LL v b A4 v 5%
AMASEGFIDNA , M4 b A FETGF-B 185 [ J7 71 K DNA b & B CTBAE PR (1) 3% o i 44 2 44 H
T E&H NKRIGF-BIAMCTBIFFIH EHE A (K3la) A, =S —HAEN , ZHE
HHAHE A A NFTCEBAZ AR 21 Mo/ MICAR 45 A 45 M IBUACTBIY /7 31 (B 31D) .

[0156]  TGF-BR2ANCTBFFFIAE H—HEAE 1 ERF N AF7E @ W FRELISAKR L. /i 5 2
FIAIL) /N BU-CTBHUARER L 1) th SEH1-TCFBR2FUAR IR FEEL ISAR I AL, FF R FH & Wk I PBS
AT B o AR 4 P 31 b B 20 B 1 B a3 i 5 FL AR A, 50 & L1 /N A2 A G B i
ATHERAE AL 5 1) (L ZFEH-TCFBR2FUAARER 1 1) /N R T -CTBHUAR A Ml , FEF & 1/INET o i
Je BEAT e AL 73 5 5 1) HRP—ARIg B H-45 2 (1L 3E) B i i) HRP—AR e B SN ] P
FHEEAD , I155% & 291 /N8 o R FH TMB A (S AR 34T 55 1 7E450nm /A I 5 B €235 5 o 1% N 52 HIE
52T TGF-BR2JF I AICTBF BB 474E T [ —iw G A E O+ (E32) .

[0157] 4 THERHTGF-B1 FITGF-BR2I4) S0 37 DL R AR A R 5 CTB— AL , WL EL T SAH 5
TCF-B1 e H R IR A 2 (R AH BLAE FH o 81 & 2 FFELTSARR [ FL IR 78 /) BRI -CTBIU A K gh 4T
B AR L S W 3 La ik ()& A ZETCF-B1LAICTBI 7 31 BE2H 25 1 A, R0 & 401
IINE o BRI S (L5 B 3 b BT IR A A S TGF-BR2FICTBIY 3 71 1) 5 4 B (1 A A, -
B LI B FNZAL, 3T HLBE 5 L5 (L E 5 -TCF-BR2FUARZ Ak L /N o B I 5 ek iz AL
FAE L EHRPHR L IT-482F (1L =) Prik el 29 1 /Ne o R FH TMB IR A AR 34T 552, JF7E
450nmisEAR - B 337~ tH T P RP 20 2 A BE S FE I R AR A2 AR - TR AR 10 45 A 1R 5 it ELIX 3 AN 4
5 v A F I - S2AR SR I T

[0158]  SEJEIXTIT : /)N B % 820 88 1 700 38 N2

[0159] £ 5 —AsL5a b, AR A A FF (0 & A CTB 7 1 Al — FhEl 22 i A K 14 e 31 )
HZH /N BR 2L AT B Bl , DADEAR A (] 1) 55000 BT 3R /1N BRI e 958 225 () 52 o 75 2EL /)N B 3
W BT i 1) 2 FAN ] %) B 40 85 1 5 b ) iR AT %, R A0 s 7S R/ o

[0160]  BRAE A UL, /N A 250g 5 41 85 1 AT $e P, iZ B 4 5 A 7E TR i b BLAE
7501 Montanide/E | & FLAL o 7E B0 R ML 14T I LA 5T 245 T S % Ji o FE SR 0K (G
) NS 28K SRAR ML RE &, I EL A Bt w6, 75 70 fe % B 20 8 1 N 19 AR K DR R 31U TGt
PRIIAEAE o B R B050 B0 /N B % 2L 3R AT G 0%

[0161]  H5141:SB1, 17501 Montanide#LALiI75u1 (25ug) K EMAE A, ZEMAEASTHIR
PR 2618 NS IGFFF AICTBF 31 5
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[0162] 5241 :SB2, A75u] MontanideFLALIY 7501 (251g) W H L HE A , iZH 4 & A Qe
FEBIVITTH TR AR N TILL HL 5 AN ZRBGF R FIFICTBF 71 5

[0163] %534 :SB3, A{7511 MontanideFLALI 7501 (25ng) M EH 4 8 1 , 1% HH 4 8 (A @1sL it
BITXPrR IF 55 A R K 2418 ASEIGF 731 . N ZEEGE /7 F1 HICTBF 1 5

[0164] 55441 :SB4, {7511 MontanideFL AL I8 it 1S il 5 X o Bk (1) 77 vE 4 & 137 . bul
(12.5ug) SBLAI37.5ul (12.5ug) SB2, H &4 IGF-CTBFIEGF-CTBII % B 44 ;

[0165] 55540 :SB5, [ 1 H20ul Matrix-MEEFRFAL 248, 55 —HME 7501 (250g)
SB1; PA K&

[0166]  %564H:SB6,%5 T FH37.5u1 MontanideFL4LIK137.5ul (12.5ug) SBL,54 8 4524
Fi37.5u1 MontanideFLALAI37.5ul (12.5ug) SB2, A HAFE A BL T .

[0167] {54 2 B M o i 1A R KBRS , F 1@ EL TSA 93 #r I3 7 1 g GHUAA Y 47 76 FTAH
XV 1% gGHUMA &0 B 20 B 1 A B P S ) AR K TR 21 93 o P T /m L R B 1 ] s T 119) EEL2E
NFEICGFELECFIR B ELT SAMR o 35 P A1 2 5 » 15K 320/ B 1 L7 DA 25 Mg R J i 21 L
HHEEE TR E /IR Gl ek 25 R 4 & Ui f I e 5, I FHRPAR IR R B/
FURKL TS A1 7N TgG o

[0168] 7540 351 A % Ho g Jo PR B A ik B Bl 1 I AR K TR - 4 o0 EL A 3 1 ) e e 2 0%
LD . B HUE  fEFT A S (BRI PN Ak B — R AERKEFRA) G
LA AEE 22 , &34 F1 [ 35) , EGFEL IGF HAA B s M R  FEA AR o BB O PR i) , X 7T
e A2 /MR ORI S B 1 2 Ta) () [R) 95 PR R P 1) s ke, 93 I, EGF ) 53 B Ak A7 1 5B 1 AN
[7] 5 11 TGF ) 70 AR AN A AN B FEAS A o I AHAFE B e , 72— H N I SR B2 2 [R] [
ZE SR R KT AN TRV AL T8 o A ) 0 B 22 5o

[0169]  {fi FiMatrix-Mifi A{F HMontanideff Jufk ) (EHH 55 1400 L , B 4011 K] 34) 7
BUIRZE RN, Horh— RUNR S8 A Mg, 3F B e VYA 3 AT i A ZL A EE
Montanide 8 = WM

[0170]  ZE3.4F16 41352 & K HEGPMIIGE B[ 8 A , X LT #5784 F . 5534/
B —E A9 LSS ARCFRIIGR AW A & A 5T, RE7S R/ 2 /R
A BN Ha-TGRRLZE, {H & BT /NG 25077 A XTEGR I N 25 (B 36 RTEI37) o B AZH AN 56 41 1)
ANBR AR P AR P EGR R S A4 (138 I 39N & 41) o 7E 5844 v, — R ENWIXT IGRIR A N2, I H.
Ty FA A T AR 95 I RLE AN AE BE6 A b, H AR 7 45 T ST EGEIY £ 1 A TG £
1 BT 78 RENI R B 7% IGFI N2

[0171]  SZJGBIXTV. 3 ) b 4ith

[0172]  JHERFR A S B B (First-stage) alifLid 2, 8848 N F T 7E A A H o BT PR AR 1
FEATFI AR ) S s R ME A R 1 BR AR 0N, A AN 75 B S S AR 2, i s -4H &
1% MBP \FLAGSE o A A I H1 4H 25 1 A2 AH IR BRI , A B AN IS & A IR A B BLINE CT-BEE R K
BT 2 /D2 E R, BA R EE TSN A A AR, AT DA Jd I A A S R SR B 2 SRR ST
P SCIAZ AL , SR B v R BRI A 77 0 B T o 22 S B P A4 I (58 i, SR T 76 K B AH R 304
(AN [ IR 2 RV RAS [RIAME S ) 2 (A RT B B PE B b B4Rk o e 58 2 RNl A 75 25 45 1
26 VE AN pHAE DA B R S8 8 11, 1 (R pHAE 7T B8 0T S 8 11 7= AR AN R 114 52 i I L H PR il 238 A
SRR E R e OB AN A BINBI AR R P X B R Y
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[0173]  FERIRMICTAR R, B R 5/ K2 HH ALY A M (G5 0 I TE A 78 1) b
M) BRI - ATH REGm 1 45 & (B42) CT-BIE Lt 45 4, JF H H A CT-BAIK
FAREGm1 455 o R L AR, [ 58 78 6@ ST IR (W CTR AT BT AR A FFI1) oy IR PR 4 2 1
(K2t o SR DR Sy — B8 JE A, FEASA A8 FCTBAR AL K 7925 , o HE 2 R N CTB & M — ] 1 Ty
[ I\ 2= Fili o 5 AL A o AR R B AE A, 5 ) AR B L R f8 R A IS B TR 97 7 e i
e,

[0174]  ELAICTBEGml [ 45 &3 S 5 AN AHAB I CTBAE B yn 45 A (1) 78 ST BERE -4 FGM1L 1= (1)
R g~ FLRE S 4 o DR R AR, ] 5 2150 8] A S HE A b 1)~ LR 4 b alifb AR A R (1)
HEARE AT N T IS Z@ A 108 A, A ARSIRE RN RSGEB B ARG 4RiLCTB
(1) 3 K] o 380 15 v FH T TR A R 2 1 () 4 T8 2 (A RIS AR b, FRER AL BRI T 1 %5
PR U -SRI R MG (B43) Sk A Pierce (/R (Pierce H#'520372) .CTB-FRIL
P& A& 50m] 35 72 7EXL1-Blue (#) \BL2IAITG LK W iF i B Rk AR, H A B R ULRIAEA
CTB, 7E37 C It A o e 1k B /Lo USSR 40 i FF HL AR B8 P35 1 15 77 2 DL FH R 2 HCTB o AT A A AU 4
RN FEAGER I BAE I V233 PR v V2R T8O i A B 1) Ja s A 54, e — 353207 A2 1 Om L JE Jo
gL/

[0175]  ARAE IR Vi85, FHpHNT . 5% 200mM NaCl.50mM Tris HC1.5mM EDTA (TENZE
MR BEF - FLBE B TR R T o i NaCl Tris—HCL pHT7.5FIEDTASIAN BIAG 25 A1 (1) /1 5 JE Joa
oy, HLAS 20K BE H200mMNaCl . 50mMFI Tri s—HC1 FI5mM EDTA 450 . 5ml 48 Beigk i > FL b
BIE RN B BE— NG S5 AR 35 37 BOR0 B B UR 4 b R AEATE T RE I & 222 3/ o 4 g
[ 2IBioRad (F5R) #EH, 3 30 IRAER (bed volume) B UK TENZGE R#HAT HE 7. 45 &
()25 1 30 AT IS R PR AEPBSH A0 . ml IMAS 2 FURE b, 350 & 1020 B i e e B o K A 1
He2s AR B PR UL T 08 o iZ Bk 20 SR EE S TLIR, 3 B Wi 43 R CTBIK 4778 - 7E 85 37
WA B R I LT-# RIS A CTBER [ o 4 TRAK 1) 25 AF K 855 37 3 A ot A& B0 4 TR R
HEAMRICTB CR ARG 75 MR AR —iL , 13 SDS-PAGERHAT 441, I S i
IMACZEALITHI s—FR 1L R CTBAHEL ¢ (44) « AT LA HE, W = ANBEFRRIIE F7=Y) BiG w35
RAF T E LA CTB, HXL1-Blue U3k 1 s i (7 28 (UkiE4 . THIL0) o 21 57 5 I IMAC
alifk, QOB 1D BB Ai AL, S A BE R EEA .

[0176] Ak St 5 =X

[0177] £ 55— R PE SRt J7 s, AR SCAHF 7 — P i, Pk s ) lE A E A
SN IR Bt SR AL IR 2 30 DA A3 I e e e R SR A I B B S i MR B R AR A
JRPEE A S AR TTiE AR AR B S 7 TN AR SCHEA — el A B A R R R T 1%
Y ER  FIE 2 KR B 0 R 47 SR G 4 R EE 4

[0178]  FE 7~ P S i 7y s FE RS 7 F R R A SCIT AR E A E A T S AR
TRV B e e S5 RN/ B3 SR A ) R B A ) B 1 7 1 o K 6 JiJe 0 D e 7 T A — iR B iR
1) A TR B 43 (1) 22 45 DU, BORT 28 22 PioAS [R] Irfleg o J5t i) A B 4 1 4 DL

[0179] A R4t st )7 =0, AL B A R S IR M 1 7, Pk S I i A 4 3R
ST B IR G — AN B2 AT, BRI Sk B E LI 1 E ELEE KRB (CT-B) &A1)
—ANEEZ N FHN A ENY), UL RIE R —FhEk 2 F s bR s 5 o 1 — A s 2 A 7
1P
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[0180]  fE RISt Ts 30, Bt S 10 J2 1l 25 5 i SRR SR i (PSA) BRI 7
(K17 3 o AL B R B P S 7 3, BB 0 B m] 5 A DA JJR S0 — A B 1 A KBk
HAR 73 - AHHEIF AR T, PSANUE e iR i

(01811 £ 55— =BRSS5 aCrh, A SCAHF T — MBS R EAE AN ERD, T s
AR G R 2L RGNS AR S S A7 SR AR S S A AR B R S T
ME AR TTIF AR BIPESK T 3, AR SCAH T RIE A B 2 2 IR 3 51 RIS A4 1) 2
HEH

[0182]  ZEoR PR SE e Ty A AR N B2 5 B BB AR SO A I A & Al 5 A BCR
BV E S AR/ B A5 5 AL S Ry L B B A e B o X B 2 A 67 R A A B B2 AR 4 7l
BB 1) 22 A8 DL, BON 2 AR SZAR IR 4 BB 7 (9% DL

[0183] /R BITESEHE Ty 30, AL A 2 SR Ik B o, Fnid R R PR A 1R
B BB —ADBCEZ A8, Bk ok B & BLINE 1 & AL& 2B (CT-B) &AM
— AP IS EEFT ), BL R R — PE M AR B (K — A
[0184]  FE R BITESE T 30, S2AR R e B n] 5 N SR A KR 532482 (Her2) B AR
S EIFEF, R0/ BN R B A K IR 52 44 3 (Her 3) BT 4314 /7 51) o 75 e s 491 Mk 3 i 7 =X
SRR AT LR B2 AR R — R 2 P 2 KB - ST EIF AR T Her2 Her3 L HE
AR,

[0185]  fEH e PESL ity aCrh , AL A R B MR E B 1, ik S SR e A 7
TRIEIr BB LEE —DEE A5, G RB CT-BE A e PR AR ) — e 24
Fe B, I RIE —PhE 2 A K R B B — DB AN PP A — B Bl R B R B
T — DB AP FI A S — PER S AR B B 7 (1 — B2 AN e S 25 R AL 15
[0186]  fE R BV SL Ty N , AL A & A7 — BB B A K DA B B 23 ) R IR BT
B, Je— R 2 PR SR B 1) — DB A P R RIS BUP A o £ — A SE it 7 A
EAE AT CT-BE A R PR A2 A, PSABCEL R 73, BL A TGR-1 B # o (1 — D e A
IR

(01871 fE 25— BTk SEiE s b, A SR A& A — B Al A K IR B 0 ) R B
Fr3, e ME 2 RS2 AR B B 23 (10— AN B A P B I RAB B 51 o A2 — AN sk o, B
H A S A CT-BECA PR AR A Her 2B H A 73 BL A TGF- 1 B A 2 i) — A B AN 731
£ 53— sk b, A& 5 A CT-BE A B PEAE MY , Her 2B B0, A K PDGRER L #f 2
K — DB A5

[0188] 7 53— Rl P sty 3 b, BAL 8 1 547 — Al 2 Al g B S L 7 0 1) R TR B
FP3 s B RhBl 2 R AR B 3 1) — AN A P A

[0189] £ — Rl Pk sEit Ty sCrb, AL B 547 — Al 2 Al A KD BCH: 0 ) R IR B
F 3, — R e M R R B L B K — AN B AN B, R R RS2 AR B (K
PEREANFPI

[0190]  FEDL 3 (A —SE ity s, B 1 A8 8 — R L A2 A8/ B K A 71—
ANERE A VLA I AERE— WY AL i ab 151 2 I B — 1 R 70 S5 32 A4/ B4 K TR 7 B
e, A/ B A2 R s S2AR AN/ B PR R BRI BE (a0, n=12210) HRIEA
O I LR 3R] 5 A ok B A 22 A [R] F JR B i B2 AR/ B R A R
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Z P F MBS A AT SR ERIA , 2BUAEE A & A 7 5 AR B A SRR %
BE 0, TR A B ]S A RN R RAL B S A S B E AT AN BOE 2 N R R E R 12
Z2ATFRAS R PR H0 i B2 A T/ B4R K R R A KB o B SRR B 31, R/ B — B 2
g 470 SR 52 AR A/ B AE KR

[0191] RN ER 2R 2K, frid B— Z KRS AR A E AR TN B MR |
SARRN/ B K A, B L PhE 2 PR AT B A BT A AE R B M Sy A, AR
A #F5 FRIECT-BFE AR — DB AT, G & H R 845 A 47 A 2 b —Fhak £ A
FIEM e Ji 5l A2 AR A/ B K IR F RIS I T RGN fE R EHE AR
.

[0192]  ARIEALNFF, MR BT E R AL AR L A s A1/ B KR 7 3R A7 19 R I8 RL AT Hr
L, U RVFREARRE EAIN RN G I B2 1E F 0% KRG MA s, Wi I TE F %
P N o B ) R SR B S A () SR B A H IR AR T, B ELEE R BV 7T A TR T A A X
KR AMEHR IREE I ED, R L w8, il A EER AW
B 2 K ZAE IR A R 2 0 R W T 58 BB A s SRV I SRV IR B R SR A
BEARGE A AT AN/ B A KR R A Y 23 B 15 RS R ER,

[0193] 455

[0194] A ST HR AL () FE 8 % 45 1 S 7 2 2 78 0% 1 2L A W N S i 1 VA A P R
WARLNFEAEA  ZEH AW GIZERHEY & HAMAEY % MH 5V
THEHAEAZIEAS 2D —FRL R R M S B ERERNA S  BfA
Frid e FITE M RIS A W N A AW Mz A A sh T 22 A (B, Ak
B CAEANER R KK AL S BE A BN E RAER B — m R EZ LY g
W (lan, LG vt 52 0 2 1 U7 OE InEk gk, 3F HAE S e e SE 45 , SGaR B )
P2 NLE IR T TN BT 1 o AE AR SCOA T ) R L 7 4] M St 7 0 4 B0 A8 2 B8R LA AT
16 1 — i ER 22 M A TR A IR S ER ) e SR R 22 b DR T DA RSAR (1 s B 5iR) s 2
P2 AP BB BT R IR SHER I 0 S AN B 22 B 1% 22 Bl SR AT A2 [R] — I [a) 245 7 B AR 45

H ) o — 5 FsF ) R/ B8 2 ) (2, 76 AS [R] g7 50 a7 M 25 7 o AR B8 o 8] 1 S i g X
AHE AR 2, R e E EEA AP EAEANS T, ZHAMIAAEGHEEE IR,
R 75 A AH AN T — Pl 22 bkl — 4 751 | IO Al 1 bR 7 988 182 25 80 15 741)

[0195] PRIk H o1 b Bk , 40 5005 A3 EL A Ve FR80R B R 49 » o o 8 8 AR 2R, B
QS21FQS21 244 (B, 5t , 35 [ & F) 55057540 .EP 0 362 279 B1.WO 95/17210) B
B A P an 2 i 2 L 545 0 G i H AN IR T2 1 L 58 (L B4 B2 580, Span85 1Al JiE M
BE AR — Pk £ Fh g Mo+ (B aGM-CSF . IL-2, IL-7 . IL-12. TNF—a, IEN- v ) Bk I
Wb B, 28 J87 255 R 71 A B S ZE B B 28 3 15 7] (ASLIM, % 201, Weeratna A ., 2005Vaccine 23:
5263) .

[0196] i, EH L H 56,544,518, Lacaille-Dubois,MfWagner H.
(1996Phytomedicine 2:363-386) ,FEH L H|55,057,540,Kensil,Crit.Rev Ther Drug
Carrier Syst,1996,12(1-2) : 1-55HIEP 0 362 279BLH# 5 T &4 B I 5575 4k R
o I JER A (ISCOMS) AL FEZE /R (Qui 1) A (R BV 23 1 JUR &5 46 LA V8 Ty 1k, I 2
2 T4 % Morein,B. ,EP 0 109 942 B1) . V4R IE X L6 45 44 B 15 F13E E EP 0
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109 942 B1.WO 96/11711) - LAV MG MR BHFQS21A1QS17 (Quil AZEHPLCEEALIFI T 4))
B R A R RB VA, AT L AFAEEE L H)55,057,540FIEP 0 362 279 Bl
W FEIX B8 S R P A A T QST (Qui 1-ARI ARV ML PR 40 10 Fig, AR AR T R4tk
T A 27 o Kensil® A (1991. J. Immunology 146:431-437) i3 #5AR T QS21 1 FHi&
QS21 5 R INALEEEE SO MIRE A AW AT AR (W0 99/10008) . 7EW0 96/3373941W0 96/
L1711 R 7 AFEQui LAY , QS 21 FIQST (1) EkL A 74k 2 . 78 3 G 32 Fhois ¥ I A 52
L DAEFHN L BT S A L eEMYFE N 257 (Gypsophila) FljL &
(Saponaria) HJHRLEL BB BomfordZE A ,Vaccine, 10 (9) :572-577,1992) .

[0197]  trb S BEMIXE H— 26, AT ASCHT 21 1 s2 i 77 X E e FI4H 59
i AEBR S (Merk) 5] (12.sup. th Ed.: 46 E3737) 1, Lt H W RA A ZAE T Lo A
(horse chestnut tree) BKIM-EHH (Aesculus hippocastanum) Fi+H ) ERIR S . 18
i B A4k Fiedler,Arzneimittel-Forsch.4,213 (1953)) DL Azl it 58 152 Bt fig
1% ErbringZE A, £ % HFINo. 3,238,190) #IA T & 15355 . Lt 2 CURR-Lrt 2N 119
e assift, FHRImM A G EYIE M Yoshikawa MZE A ,Chem Pharm Bull (Tokyo (Zx50))
1996 8 H;44(8) :1454-1464)) . BB BH & 1 — ML A, B WK 7] (12.sup. th Ed.,
%E3204) PR AET, HEAFEREMNMF, HFWRIEGisvol dFE A,
J.Am.Pharm.Assoc.,1934,23,664PL Az Rubenstroth—Bauer,Physiol.Chem. ,1955,301,621
H IR 1) 20 BRI AT 24k

[0198]  FH-T-HRAR A SCH A FF (1 e st i 7 =) e A S B e - 7 2 A Bk B L SR B m]
VR RS, FRAEAH SO P W — 2R R S &) o AT 7R % T 2 S W B % 1 51
S B BR B AL B BT AR B ) SR A ) ) S5 A SR T B S R L e I B )
(Pluronic) .RTM.L121 (BASF Corp (RHiRAA]) ,Mount Olive (PEFFEAIZR) | BriFEvh M ; 4
W2 WYeh A .,1996Pharm.Res.13:1693) ,

[0199] Ll ik — 30 g 7 461 14k S it 7 TR0 e 938 A 701 5 2% e % 0 590 2 A (B3 AS PR T3tk
Y, A6 — IR RE R 5Lt 7 APz e IR mT A Bl T35 A2 R0 P i A8 L A ) SE i 7 2
R DABR D B A R IR 24 2 b AT 252 B BRI BORE 7 AT AT B E I A & 1 HeIRY) 2 2
B, AT 3E T AR A FF RS T % A AW G e R H A0 59 N S o X PR P 1
S (RA 7~ 48] i = B i b D7 20 5 e e AR BT A A e AORS et [ R 4 H R I
BRI o

[0200]  #y25 Js J87 18] 1 751) i GV e AR bR S 28 197 2% 18 1 71 9 AR ST 2 ) , I HARIRAE
N FF S 77 2 A % S 8 R R 1 R e SR ER A 7

[0201]  fu1 BRI, TR G0 AR SR 2 140 9% e 4H & 0 1) A 7R B G — e U ) — PSS A ]
DL R L4250, o B R “BHL o BRI - DR L T DU i - s i - E A ) -
TR B Pl L FHEh o AU - R w5 10, BN EAT R A R IR e 4o s e m g B
& Fa PR, I H R A 77 A0 AT 85 (Ede lman 2002Mo1.Biotechnol.21:129-148;
Fdelman,R.1980Rev. Infect.Dis.2:370-383) .

[0202]  ZjMHEY)

[0203]  fE HESCoR Mk SE it 7 R, A A R A AW %R A A Y B R AE A
AW EHEA, B 525 L B2 080 RIE BB RS & Zs il e wnl it —2
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AR AR SO R AL ) — PR Z PR 53, 1% PPEk 2 PPl 43 AR SCRT IR 3k B TLRI 5] -
W3R (I, 55 4 T DR = R e e b % S 2% 181 75 77 A/ B A SLIM) S5 M1/ B o 2 (1) 3R 1A A
AR

[0204] 7545 4 1K) 288 751 e R FH ) 770) B AR PR 0 32 2 e TR BRI o 0 TR A A R I (1) 9%
L E I AR UL BUER R @ R, BUB IS KB IE A PAZ0.01 .mu. g/ kg B 4
100mg/ kg4 B (1) 7 & 25 T 9% 1

[0205] % T ANGUREL AN R B W, MR 18 T 00 N2 58 45 7 BB 2 . fE | 2
SR, TR @ “25 5 BT 852 1 B8R A& A BT JE A, JF B o 1 0R AR
Remington’ s Pharmaceutical Sciences (85 & IKZ5%4 1) ,Mack Publishing Co. (&
e AR A E]) (A.R.GennaroZu#H1985) HH o 51 G , tH A] 3 A AR EE pH R I JC B R /K P 12 £h 22
MELK AEZWH SR, AT HERT 5 ) R E A Gk A A B AR AR ) o 491 L AT IR
RN U TR A 2 A R B R A B 59 S AE , AT DAASE A e S A R A& 755

[0206]  ZGW2H GV N SRV ERR 45 T BB A S W AR X, A1 5P m] L2
] A RAR B AR (IR BITE R A AR IR 2 S A H IR AR T, DR R E8 S B W4t
s T BB N B BE A SN (5, M W 55D o AR SO BT AT AR E i B A
HEFHBITE B RBIE WA R, T 45 20, ARG BT 350 F kA LA S B
IR Y BN CTE N R OE Y S BT B R o AE B ARSLE T S, A SRR A A
(B B MZGMAEY) 2tk B SRS S N E R (microcavitation)
FEARB B R E N 45T 1

[0207]  ZGW)AA & Vi e BN SRVEEG S W25 T BB I A A B 78 H v (R T il 0 2 AR
YIRS R 25 T B (A S V)R B — PPl 22 Bhom| & S0 1 T2, e il an, )] DA B
— s AL, I AR B VRIS RIE ) — PhE 2 ML S 25 2% (container) A PALREF
ZAHE AL

[0208]  obT [ Ak 24, P AZ AR SR/ BORY 5 77 o S5 491 2 e | 0 s 1Vl Ve R K
FETREN R R LAY M LA Y R AR AR C TR AN/ BRI R IR JE AR5
[0209]  ZH-5Wym] FARRI T2, 0 , it 77 B VAR SR BT A N A SEH 5 1%
VAR TT F T OIS 29 B0 I 3 5 38028 o XY B T UGS 29, DL 1) 45 60 2 30t 700 B TS
S Ge Rk /5 TR AT ) R ) — R 2 Bl o A8 Tl i S R 2 A A b, AT S A R
i TR B JE R TR ) 43 HROR) S AR R B I R TR AN SR R R () — PP ER

[0210]  fiA LR AE IR 23 54, To il ae AIE R B AR B e AL TR 2K, T A
B A VAR G BB R 75 o ) — Bk 2 P S BE AR R A0 S FHK , EhK I A AR £
7K MRS PV YL, S35 SN, (81 5 Sl A s, fa e e, 0 0, 4 H R B SR v R R L I [
A AN/ BT AR I B TR B A B B BOCH Y B, 58 4, Ho, TN RO A
FRI s 70 B 7 0 B BOR R R BR R + B A R D A M PR BT R R VB s B S R 2 — Y
LR s B2 Ph I 1R £, KA IR 5 BT R 26 A1 FH ok 8 1 923 s R0 7 S A A 5 e 4 4 o
B AR P 4 B 2 AE 2N, — IR PR T 2 B B O R ) 22 ) /N o AT S
SEYIEEREL Y/ NI

[0211]  fE BARsKht 77 :rp , AR B 23V B0% i A A 4E /N T-0 . 20K I A8 e K e
TR FF it — DRk B NG TG T IR 2 0 v PR R0 L 5 95 590 2 s N amUIg Joa SR 4 R 4
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H 2 b— R o

[0212] b n] MR A/EE W B AW A & A e H 5, W Rk B8R, A EIFA IR T
BRER AL K FLFR T AR B A ) 3R S A L YL R T A A R A P A e B R R SR A . AR X
P Y28 R e P B A4 1 G 02 B . (B2 70D (R sE ol B B , 3 HL AT & A N- 2 B A
RERE-L-TNZ R -D- B 2 Bt MDP) \Hi 5 ME . TL-12.GM-CSF, y T EMMIL-12.

[0213]  BEARAEAR K I 254 &1 ] R AT 1l AR 51 8 R BT 08 1) 25,
I, H B DGR P5 45 26 77 sUR 2 75 BB Fr s i A2 sl 0 T i 18 AR 25, W e R
TS B AR K EhoK B IR I B PR T DUIRGS 2, 1R FATART IR 385 B
] A 3 711) , G e B LA S Ve B TR R MR BN T A B R W L R TR R
] R FH AT AR 1R i sk A (4, SR LR 1 T A FH 25 A S P 05 o

[0214] 25420 & Wyt Al A B A R SR 22 VB, SRR N LIR LR X & (T4
L0/ RS 1 2 K, BR 1, BB, oK AL A 4 &5 A T 0 0 BERE BORIRG , A FRIAIEDTA, 43 b
IR RN L B AR AR TE 7] o Hh P G R /K B S B R 3 PR LY 1 B VR A1 3R AR 7w 1 Pk
(495 38 AR R 7)o IR I8 1 , 7 ol P70 PR 224 (0 W2 ARV YR (O3, ) A s 88 7Rt T | Ay
BT,

[0215]  AE7R 4t St 77 =UH , AN B IR B RIREA R 2 K7 71, B2 B R A 3O A
SCRFEE IR B 4 B 7R TG Y A2 /B SR T B B L3 AR 1 2 5844 (oligomeric
mul timer) B 7E B ARSAT TR A BRAR TN BE 77 BEAE UL , 2 RAL G M A 25 i LA A
4l (discreet) =M ITIFRE 2 B A4E (Bl =R =B UED . L XY , LAE™
A 38— RN PR o R AR 2 IR S48 & A AR R AR T, s IR % IR HT & A (lac
repressor protein) EEE A/ SEFIE VEELEE R B Hon B M B = R AL S5 MR 5
K5eEH o

[0216]  FE R P St T7 s A FF T — Bl & 200 4 B 72 o AR 1o B M SR T S
TV ELHE AR B e 20 G Rl 2 TRAR , DAIR W A7 — PPER 2 P e i 5L 32 A4 F0 /B4R K
R FB 3 A R

[0217]  FE 55— 7 9 PR S 491 v 2 FF T — Tl b % % 1R IR TV o 78 1% 401 R S e T 3R
L Z A AR R R R B 2 RIER A A RS S FEAEAN ZME
i ZEAEA S A 2D PEE P MR SR SRR/ BUE KR B

[0218] £ M — R BIPE SR T st A FF T — MR T B BT AR 1o I M SR T S
GRS AEE R, PAH — H kg H (at alternate days) BE Bg— 52 i [/
(times) 77 2R — PHECE PP 44 . — P MO 30 i L 3248 R0/ B0 K R B2 2 (A o7 b
BT

[0219] Y48 2 &5 1 4 AR D & A BRI IR B 5t AR K IR R/ B AR B D — B R B 1)
ST A — Bhik 2 FiLA K CT-B B} , (H A B A i A] &4 RARCT-BFFI 5 5 KR
CT-BJF B AAHALI /57 31 /B A T 51

[0220] 420 (4 ROAR R B G BRI CT-BIE B, B 20 5 [ 7] & A B AACT-BIF 31 ()
FTAE B CT-B 7 FI AR A AL 7 51

[0221] 8 454 FE e St g SRR I Uk B 1) ot 20 2R A RIS BUE N — PhER 2 B iR
Pl AR K R R0/ B2 AR o AT RN 5L U, 17 2 A8 B RIS SR 2 B B, 9 BLmT
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////,100

CMYIEALDKYACNCVVGYIGERCOYRDLEKWWELR  AE
NSDSECPLSHDGYCLHDGYCMY IEALDKYACNCVVGY IGERCOYRDLKWWELR 2848

NSDSECPLSHDGYCLHDG

NSDSECPLSHDGYCLHDGVCHY TRALDKYACNCVVGY TEERCOYRDLEKWWELR  Jip4E
SVDRY¥CNCVIGYIGERCOHRDLEWWKLE 42 &,
VESVDEYYCHCVICY IGERCOMRDLRWINNR 2
JCMHTESLDSYTCNCVIGYSGDRCOTROLRWWELR )% &,
CMYIEAVDSYACNCVEGYVGERCORRDLKWWELR 744

CMYIEAVDRYACNCVEGYVGERCONRDLKSWELR 4%

1CMY TEAVDRYACHCYEGYVGERCONRDEKSWELR 4
HovrRvoy

CHCVVGYNGERCOBUDLEWWELR 5

TODYACHCYTGYVGERCOPSDLEWWEOR  BEIGFE &
DLODYACNCVIGYVGERCOFSDLEWWE A,
REYGCRCVAGYVGERCOFDDLKSHE St
s &
LE&

301

FPREBR 14

K2
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2.5 1
—o— MK+
_ —O—iR-2
204 —w— k-3

1 =k
@ K5
199 —o—mix6

1.0 4
0.5 4
0:0 A
0.001 0.01 0.1 1 10 100

&G KR (ug/ml)
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HHHHHHIEGRNSDSECPLSHDGYCLHDGVCMYIE
ALDKYACNCVVGYIGERCOQYRDLKWWELRSGGTPQON
ITDLCAEYHNTQIHTLNDKIFSYTESLAGKREMAIITFKN
GATFQVEVPGSQHIDSQKKAIERMKDTLRIAYLTEAKVE
KLCYVWNNKTPHAIAAISMANSSGNSDSECPLSHDGYCL
HDGVCMYIEALDKYACNCVVGYIGERCOYRDLKWW
ELR

K13

YHNTQIHTLNDKIFSYTESLAGKREMAIITFKNGATFQV
EVPGSOHIDSOKKAIERMKDTLRIAYLTEAKVEKLCVW
NNKTPHAIAAISMANSSGCMYIEALDKY

K14

HHHHHHIEGRCPLSHDGYCLHDGVCMYIEALDK
YACSGGTPONITDLCAEYHNTQIHTLNDKIFSYTESLAG
KREMAIITFKNGATFQVEVPGSQHIDSOKKAIERMKDT
LRIAYLTEAKVEKLCVWNNKTPHAIAAISMANSSGCPLS
HDGYCLHDGVCMYIEALDKYAC

K15
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HRE A5
Tl  |EGF5CT-B#N-A3 H4E5k4,
T2 EGFECT-BH¥N-fgaks Ll 3R Bk 5CT-Bla® .

T3 EGFECT-B¥N-A sk aks B d54 B A8 % 5CT-Bfa 8 .

T4 EGF &5 CT-BAC-A0% H a4,
TS  |EGF5CT-BHC-A%aks B3 S L B3 L 5CT-BR & I,

T6 EGF5CT-B#C-A 3 kb LB i 54 RA ML 5CT-Bfa B .

B2 ACT-B# @A KB E# A 2K WECE, F—4KAEGFHRIEINPA
RBREL 5CT-BfR & .

B2 FECT-BEY B K58 4 ab bl MR EGE (e AF LA 6 2 A B3 149
EGFERZ) ) , 4—R4E0WEGF#@ 334 R BB L 5CT-BIEE IF.

K17

#-CTB #-EGF

E2 B2 E2 B2

K18
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~~~~~~~~ L = B
BN

~~~~~~~~ T

K19

Xhol {Kpnd]

L
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w-EGF &4k

.

L ‘
E2 E2C E2N

K21

T8 T3iLRey TALL TABL 7250 73

B R M R M B oM ow B OB

K22
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K23

HHHHHHIEGRGPETLCGAELVDALQFVCGDRGEF
YENKPTGYGSSSRRAPOTGIVDECCFRSCDLRRLEMY
CAPLKPAKSAGSSGNSDSECPLSHDGYCLHDGVCMYIE

GGOGGSGTPONITDLCAEYHNTOQIHTLNDKIFSYTESLAG
KREMAIITFENGATFQVEVPSOHIDSQKKATERMKDTLR
ITAYLTEAKVEKLCVWNNKTPHAIAAISMAN

K24
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AE M ARG YR 493 ELISA

2.5 -

2.0 A

15 -

1.0 -

Abs 450 nm

0.5 -

0.0 -

K25

HHHHHBHIEGRTPONITDLCAEYHNTQIHTINDRKIFSYTE
SLAGEKEREMAIITFKNGATFQVEVPSOHIDSOKEATIERMK
DTLRIAYLTEAKVEKLUCVIWNNEKTPHATAAISMANSSG GP
ETLCGAELVDALOFVCGDRGEYFNKPTGYGSSSRRAP
OQTGIVDECCERSCDIRRIEMYCAPLKPAKSA

K26
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A A A G R WA ELISA

0.5 7
0.4

0.3

Abs 450 nm

0.1

0.0 -
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a)  mTGF-B 1
HHHHHHIEGRTPONITDLCAEYHNTOQIHTLNDKIF

SYTESLAGKREMAIITFKNGATFQVEVPGSQHIDSQKKA
IERMKDTLRIAYLTEAKVEKLCVWNNKTPHAIAAISMAN
SSGALDTNYCFSSTEKNCCVRQLYIDFRKDLGWKWI
HEPKGYHANFCLGPCPYIWSLDTOYSKVLALYNOHN
PGASASPCCVPQALEPLPIVYYVGRKPKVEQLSNMIV
RSCKCS

b) mFGF2
HHHHHHIEGRTPONITDLCAEYHNTQIHTLNDKIFSYTE
SLAGKREMAIITFKNGATFQVEVPGSQHIDSQOKKAIERM
KDTLRIAYLTEAKVEKLCVWNNKTPHAIAAISMANSSGP
ALPEDGGAAFPPGHFKDPKRLYCKNGGFFLRIHPDGR
VDGVREKSDPHVKLQLQAEERGVVSIKGVCANRYLA
MKEDGRLLASKCVTEECFFFERLESNNYNTYRSRKYS
SWYVALKRTGOYKLGSKTGPGOKAILFLPMSAKS

) mHGF
HHHHHHQKKRRNTLHEFKKSAKTTLTKEDPLLKIKT
KKVNSADECANRCIRNRGFTFTCKAFVFDKSRKRCY
WYPFNSMSSGVKKGFGHEFDLYENKDYIRNCIIGKGG
SYKGTVSITKSGIKCQPWNSMIPHEHSFLPSSYRGKDL
QENYCRNPRGEEGGPWCFTSNPEVRYEVCDIPQCSGG
SGGTSGGGGSGGTPONITDLCAEYHNTQIHTLNDKIFS
YTESLAGKREMAIITFKNGATFQVEVPGSQHIDSQKKAI
ERMKDTLRIAYLTEAKVEKLCVWNNKTPHAIAAISMAN

d) mIGF-1/2
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HHHHHHIEGRTPONITDLCAEYHNTQIHTLNDKIF
SYTESLAGKREMAIITFEKNGATFOQVEVPGSOHIDSOKKA
IERMKDTLRIAYLTEAKVEKLCVWNNKTPHAIAAISMAN
SSGUPETLCCAELYDAL GEYENKPTGYGSS

NHAPQTGIVDECCFRSC

o)
g
7

&)  mVEGF-A/C

HHHHHHIEGRTPONITDLCAEYHNTQIHTLNDKIF
SYTESLAGKREMAIITFKNGATFQVEVPGSQHIDSOKKA
TERMKDTLRIAYLTEAKVEKLCVWNNKTPHAIAAISMA
NSSGVIKFMDVYQRSYCRPIETLVDIFQEYPDEIEYIFK
PSCVPLMRCAGCCNDEALECVPTSESNITMQIMRIKP
HOSOQHIGEMSFLQHSRCECRPKKTEILKSIDNEWRKTOQ
CMPREVCIDVGKEFGAATNTFFKPPCVSVYRCGGCCNS
EGLOCMNTSTGYLSKTLFEITVPLSOGPKPVTISFANHT
SCRCMS

K28
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a) HuTGF- 1
HHHHHHALDTNYCESSTEKNCCVROQ LYIDFRKD

LGWKWIHEPKGYHANFCLGPCPYIWSLDTQYSKVLA
LYNQHNPGASAAPCCVPQALEPLPIVYYVGRKPKVE
QLSNMIVRSCKCSGGSGGTSGGGGGSGTPONITDLCA
EYHNTQIHTLNDKIFSYTESLAGKREMAIITFKNGATFQ
VEVPSQHIDSOKKAIERMKDTLRIAYLTEAKVEKLCVWN
NKTPHAIAAISMAN

b)  Hu-TGF- B -R2

HHHHHHIEGRAVKFPQLCKFCDVRFSTCDNQKSC
MSNCSITSICEKPOEVCVAVWRKNDENITLETVCHDP
KLPYHDFILEDAASPKCIMKEKKKPGETFEMCSCSSD
ECNDNIIFSEGGSGGTSGGGGGSGTPONITDLCAEYHN
o IHTLNDKIFSYTESLAGKREMAIITFKNGATFQVEVP
SQHIDSQKK'AIERMKDTLRIAYLTEAKVEKLCVW'NNKTP‘
HATAAISMAN

K31
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TGF-BZ 4244 4 K ELISA

Abs 450 nim
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Abs 450 nm

A 1 i L i

K3

1 -

HuTGE-B A 3] 5 TGE- p ZAR2F 5] #4545

Abs 450 -nm

o Eapicd

K33

VA T100H B84 5 — 2t 7 5 rhIGFag 4 4

25
20 R

1.5

1.0:9

0.5 7

0.0

154

155 156 157 158 159,

VR

K34
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LT T00M B0 5 — 20 0 i BrhBEGFg 4 4

3.0 9

Abs 450 nim

160 1641 162 163 164 165

R

K35
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a)

VAL100F #0445 = 40 d ik 5rHu-BGF4g 44

3.0 1
- -
251 |Emase
£ 204
o
B 1.
B .5
4 1.0 1
0.5
0.0 M s g L
166 167 168 169 170 171
I R
b)
VAL/SH R 5 = 28 dn 7 B rHu-EGF 49 45 4
3.5 -
-
3.0 AR
g5
E
o 20
fo
7
@ 1.5
2
1.0 1
0.5 1
0.0 4=
165 166 169
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a)

CA1/100%R 69 5 =00 fo 7 5 rHu-IGF Ay 4 4

35 1
B0 | M-
EHAE
25 4
E
& 2.0+
s
§ 1.5 1
1.0 4
05 T
166 167 168 169 170 171
IR
b)
VA /RAAR B o = t0f i BrHu-IGFAy 254
2.5 4
2.0 1 B
£
c 1.5+4
fo)
{9
=t
§ 1.0 -
0.5
00 . . “:“ - R
165 166 167 168 169
o]y bﬁ
K37

54



CN 108864291 A

i3

B B M

26/30 BT

Abs 450 nm

b

Abs 450 nm

a)

SA/100H 869 % W40 fn 7 5 rHu-EGF9 4 4

354
3.0 1
25 -
2.0
15 4
1.0 4

0.5 1

8.0 -

. Col 26
Gol 27

. Col 29
Col 30

172

173 174 175 176 177

-

K38
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Abs 450 nm

b)

Abs 450 nm

a)

VA1 1004585 84 % w40 dn 7 BrHU-IGE A 2 4

1.2 1
109 | oumm 2nw ]
BT ARk
0.8 4
06 7
0.4
0.2 1
0.0 ; - I : - ,
172 173 174 175 176 177
R
VAL/SFEAR 80 5 w940 dn ih BrHu-IGF# 24
145
129 | e coi 2
Col 24
1.0+
0.8
0.6
0.4 1
0.2 1
0.0 -_— l. F T T
172 173 174 175 177
'J‘ f%L
K39
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PA/8FEE R /100065 5 At e 5h HrHulGE# 45 &

‘Abs 450 nm

2.0 71

3.0 7

2.5

1.5 4

1.0

0.5 1

S
SN 1/100

[

0:0

179 180 181 182 183

i_]'\ fg'\‘

K40
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VA1 100804 s 2l fn ik BrHu-1GF#) 44

1.6 ]

1.4 4 |- -

1.2:4
1.0 1

0:8 4

Abs 450 nm

06 -
0.4
0.2 1

T T

184 185 186 187 188 189

0.0~

N R,

b)
VA 10048 B 04 5 5 40t 75 B rHu-EGF & 4 4

Abs-450 nm
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