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L — Pt = R E L R R hUA, TR n AR X I 2 25 1R 7 4 AN S5 m] AR X S 25 1R 7 47
SEQ ID No. 1 HISEQ ID No. 2 7R,

2. WIRRIESK 1 Frd (PR 0 & 43 B RATAE DU, I oo 08 = S5 R 1 B 2k
BN, I BASCE PR M.

3. GRS AUCRIE R 1-2 AT — BT IR P UIARIE AL

4. WIRRNEL SR 3 prid 928 R, FLRREAE T, SRl it bl ] AR X 1% F7 IR 7 51 4 1) 5
AR X [RIRZ FF IR FE41) i SEQ 1D No. 3 1 SEQ ID No. 4 iz
EABCRESR 3 5 4 ik IS R IEEAE
TR R 5 Pk RIAHAR1E .
—Fh5 SEQ 1D No. 1 BHAA A/ 90% [F¥R M H4wmhsAH 7 Dh Re &5 R 741
—Fi5 SEQ 1D No.2 HAA A/ 90% [F¥RM: H4wmhsAH 7 Dh Re &t AR 741 o
TABRER 1-2 TR A TEAS I = 2w i A

© oo
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— M =R E IR R AR E Y K

AR
[0001] AUk B B Wt v A FE 7R 3 R TN Al TR LA BN, 5 b B — Pt — B aUig
BEDUA AR FAZ DU IRAER TN = 28 U b B B A

B

[0002] =T % (melamine) fjFR =%, HAEE 1L 2% 5K Justusvon Liebig T 1834 4FH K
G P e . SRR M EE N E A A UL TR, & R T A =
He— PRI, [FI T2 AR R ok & 4R 95 2R B R R SR AT B,
AT EZ R IR E S B = RS R H O T4 iR a e sl B, PRt i
F = 2R S a0 SR AR B i A sl Hoo g = R EURIT B 2 ' v o A% AR i i)
AU ) = Z Ty B BE & SR A B R Tt SRR s =R 18
M B R R S IR B, 5 R B R 2 R8O, BT =
FEle 5\ A A A 2 AR, T LS In7E & b ) =R sk n] DUE sl i i e
JE B R RS, R ANVE R RO RV A« = SR Ui Bl VR & dimids ), 25 A28
AR TR K B 2 A Ba i, BRI U 75 B DR AE R A RS 7 vk I Iy vh i =
A NGR .

[0003] iz 25 A I g v B AT B T (6 PR A e ALK 3 o R X RN B I SRAG
FIHE S, 1A T =R S . SR ELISA vl = B 5%, B hi =R UE
o CLPLIR 2 s 35A5 2 PLilig 2 fil & Pk 2 B2, (Rl RIS, (R 2 biic & A
PR o B Vb L2 4 O 2 A IR B AR AT B e B A, FURE S ki, 1 50—, (HAN 5 T Ktk & R e A
7o I PSR K E 0] 3R AT 2 B 20 IR S PE B, A0 B e BE DA B
TEEIE. OHPRIE, B R (scFv)BEW IR B 5 o8 AR B r R HIA (meAb) Z5 1)
BB IR AT Ao W R RDT R E R AR 7 A2 R i e 315 e R M A B iRt 1
T SR E R G 0 IE AT B E A PUA TR T AR E 0, e LI = DA i
K=,

[0004]

ZIAAAE

[0005] AR BHIIEE —A B AE T — A E A R BEBU AT 51, ZBURRERE e 4 & — 2%
T, vk FH ARSI A K= DRSS i = SRR &

[0006] AR BHEE A HMAE T USRS s iR 2L A .

[0007] AR BHIKIEE = A B ILE TH0E LR PR 7E Hil 2% = Z8 U IR0 A i R
[0008] A% BHERAE A — PPt = SR FUG SRR DL Ok, JLRRRE T AR X I &R L 7 41 FH i ] AR
X S KW 7414 SEQ 1D No. 1 i1 SEQ ID No. 2 7w

[0009]  AKBHIGIRAL T 4afid R PUIRRIFEIRN o gRfid sl vl 45 X (A% IR 7 4 Al g i e
A AR X [RIRZ FFIR A1) i SEQ ID No. 3 1 SEQ ID No. 4 7.

3
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[0010] AR BHISHEME T — Pt LR PR 2 i s 15 BT AE PR, Frid dos L Re e 2
BRIKIB R e aldm N, IF HA SR BRI 75 1

[0011] & AR BT FE IR ) il ik R ik Bk i e =3 )8 T A R BRI IR By el
[0012] —Fi 5 SEQ ID No. 1 HAZ/D90% [RIYRM: Hgwbd4H R Dhge &t AR T4, LLA—
P SEQ 1D No. 2 HA /b 90% [FIVEM: HImtdAH R Th B A KP4, A & BH AR 3
ENEE PR

[0013]  AKRBIGIRME T ERBUALER I = SR E i N H

[0014] A% HH A FH W3t B AR R 1T /s H A, B I P R FE IRl TRE R AR 2 T et — B J %
ORISR, F IR SRR Pt — SR FUL UK scFv B, SR 1) scFv v Btan & 0 Bd-scFv.,
[0015]  BA-scFv ' M 1) 42 5k R0 4 ] A8 X3 PR SR YR X S YR Bt — 28 B R B Pt Ak S
JEE (e S P I I I B URE E SoR UR T H AR B AR 1 R 4 e 56 R . Ptk EE A Thie
HHAZAE TP R T2 DR A2 B AR B A m] 70 DX e R R 1 F M B CDRs R RE S PEAZ T IR J 7 471 ¥
JE 56 NAHRL CDRs X 2 56 1R 7 S i 1 B IR S PR LR 25 X I, e R B Fh A 1)
PUREARHE R Do

[0016] & | BA—scFv FuA 5 R B A iy n] A8 [X 7471

[eclty VR | CDR1 CDR2 COR3

~
o0
=

Bd~-gclv YL | Ser Gln Ser Ile | TyrAlaklaSerLlysLleu | Gly Gly Tyr Ser
Ser Thr Ala Leu [ Ala Ser Ser Ser Ren Gly
Ala Trp Tyr
VH | Ile Asp Leu Ser | IleGly Ser SerGly Ser | Gly Arg phe Ser
Ser Asn Bla Thr Tyr Tyr AlaSer Trp | Leu Trp Gly Pro
Ala Lys Gly brs

Bd-scFv #5128 [X ) S 3B P41 1 SEQ 1D No. 1 /R, L B Wl 48 X (¥ S L R TP 41
U1 SEQ ID No. 2 fr7R. Zhidh B4—scFv #2BE 0] A2 X [ZE R 414 SEQ 1D No. 3 fio, HBEH]
A7 X LR FE 41 4 SEQ 1D No. 4 Fizi .
[0017] 4 Fik%whd scFv AL BRI Fo i B R A Bk, F i 4018 3 Rosseta Y, il 15 35K
EFRTG scPv Fifk. FIH SDS-PAGE FI ELISA Xf3R1FH Bd-scFv Pk T IhRE% 2, 45 R %
B BA-scFv X = SR E AR T 454, I HLRE R B B A4 0o ke i b =R aJ Uik .
[0018] AN/ BH K] BA-scFv & A il = Z S A0, A T4 08 7K™ i L Bkl 4%
FE A = SR ik v =

4 =1 15¢ BR

[oo19] & 1 o4 Hi = 2R WUI% 585 Bt 44 B4-scFv & H ¥ SDS-PAGE Lk & ; b (D & E
marker ; (1) JE1EF 1) Rosseta w1 R FFEHGRE 5 (2) B4 B IR AR AR EUGHE 5 (3) 4
L) B4—scFv,

[0020] ] 2 24 B4—scFv [ = SR FUEhr i th 2.
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BALHEAR
[0021] T (i &5 G B BRI SIE A5, o AR i B Y B AR St Oy SM0dE— S dn il . DRSS
1 T U BHAS 7 B 5 (EAS F T BR A % BH K
[0022] MRS 7%

L. AR E KRR W K VCSML3, W 1% ik pComb3, T Kk XL1-Blue #4435 Scripps A
FET L.
[0023] 2. FEEH

A e A 198 1 & 1 (BSA) T H B2 T A TREA B A w) sTRIZ0Lreagent X511 A
Invitrogen 23w /™ it scDNA & il 5f) & Al s77 7 BRI 1% X DTG 24 Fermentas 23 &) 7™ it
TADNA % 32 i . B2 [P OR 7 & A% B8 marker A1 8% (9 iR marker ¥ H TaKaRa A7) ;2 X Taq
PCR MasterMix g B RIEAAFHTE R A7) ;Goat HRP/anti—-HA conjugate PUAA KN 4
Wik 23 77 i sPCR 5199394 Invitrogen 2 H) & .
[0024] 3. Prlsf e

KA BEAAZIBR) (Avrameas, 1969) , A8 4= MLE H 28 A (BSAD 2R A =2 FUK 1 24
UL B B A e bR . BRI R o 630mg =R EILE T 50mL [ H v
#H 534 200mg BSA ¥ T 25mL R #5292 M (PBS, pH 7. 2) il BSA ¥ o — 2R &
NG TRAETEFE T SAZ N BSA G s e 55, P12 N 0. 4mL25% I8 — S, Tt
RN 4h J5, 4E 4°C AR PBS (pHT. 2) 3&#T 3d, I H B8 B O/ R 4 7= 4, 4°C UK
FEIRAT o
[0025] 4. B rE

A 4 R RN H A K A 4 O B e BR3P s g ey, 4 W, 2 Homsb
BR 3 il e PR, Iy 2 ROt R4, S fi 45 23 0 SR B A, U g 2t o ez hi Js )
oA 0. 5mL/ K, SEES A N5 1 58 AP, A A A AR K, SR BT 2 3 St 14d J5
TS 2 IRGIE, RIERIFIE NS —IKI 1/4 :8d 5, MEZE KL ImL 1L, 4 My5 , #6030
PO . M RERE 14d IR RE 1K, 8d eIy . WA HE, 9t A BTN, SR
JCoJFE R I T 3R AT e B
[0026] 5. F|¥iil

WML 2 Pros, £0X0 « BURBERIAR X LBt T 3 4% LIS 10 3 4 RUES 19, AT ALE Ak
9 X514 s A RUREEV AR XA T LS. 31X 10 XTSI ENES 1 57 v A A DI
ST BEVILNL i, FUEs 1 57w & A 18 B (Linker )74 o BT ERER] AR X LW 1T 4 4%
FUETI L AU, T A R A RS . 3K 4 K5 R BT 1Y) 5 v i e B
(linker)JF4, NUF5 |95 v A S 7 MEVIAL o Linker 79 4ahd - A2 FE 1R (GGSSRSS) .
Tk, Bt L XIS H T4 scFv.
[0027] & 2 RIE scFv SCFEMET W)
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Blpis’ -3’ )
(1} 9. 5" 2ense Primevs
RECVRL 1 O0CCOCACCCCCOGAGTO TR GADCC AT,

{2} ¥ 3" Reverze Primers

BEBS o BICORACATCTACACCARCC ACCTACCATUICCARCTOOETOCD
FEB LT o B GOAMGATUTAGAGO AL CACCTTTGAC BB ACCTIOGGTONC
(3VV.5" zenze primer

RS0 A 1 GR000CACECNCAG TOO IO IS AL TCAGTIO00C T

{4) V.3 Reverse Primer

RIA o-Br GOAMGATT TR ASCAR A TOTC AR GO AR TS T

{(B)¥, 57 Sergs Primexs

BECVHS  GETCGTTOC T TAGATCTTCCC WOTCOY TR MGG AT OO

RSCVHY : GOTCETTOC TCTACATCTTURCAGSAGUACTTOR TGC AR TN GG

(8) ¥, 3° Revexse Primex

ES0G-B: COTGOOIGGOCTORCC AT AGTGACTCAYCGRROC TTAGETICOOC
{73 Overlap Betension Primsrs

EST-Fizense) 1 GACGAGGACAGANAGNICOGLCOCIOGIGOOCOATTE
RSC-B (zeverse) i CAOGAOCADCASOACG AN TORCOROCU TOMCACTASTS

6. TPk VH VL R 85 schv 7 BUPi#E

¥z W invitrogen 2 7 f{) TRIZOLreagent i 7 & 42 B B I 77 9 5 RNA, JF 48 1]
Fermentas 2% ][] cDNA & IR &4 8 cDNA. SR LL cDNA A, 23 1) sl A 4
£ VHf VL JEF. PCR R NVAKZ : BG5S 20 L, RS9 20 L, cDNA 51 L,2XTag PCR
MasterMix 25u L, #82H/K 16 u Lo wuf N4 R :94°CHIAZME 5 min ;94°C 30 s, 56°C 30
s,72°C 1 min, 3£ 30 AMEFF ;72°CEM 10 min. 1% BEASHE B By PCR =4, 3F: Bk
VHHI VL H B B BT (RIS VH R B8 Bl RIS 21 VH ZEBRL 2R, [RIFERE [RICr) v e i
VA R BORE SIS 3 VL R o X P AN AE D] R B 55 R R B BRI, £F PCR R4 rp ik
ITES G, BRI H1) scFy FE Bt PCR RNVARZ : RIS 2u L, FIgI9 21 L,
VHZERZE 3u L, VL JEKIE 21 L, 2X Tag PCR MasterMix 25u L, #4li/K 16 1 L. T3[RV
AR :94°CTHASE 5 min 394°C 30 s, 58°C 30 s,72°C 1 min, L 25 MEFF ;72°CLELH 10
mine 1% B IEBH AR LUK I PCR 74, FF H IR RIS & R seFv B
[0028] 7. FREEHUIRIERIR

B AR aiAL 1) scFv ZE R P= 48 sti 1 BB o va 3k N Bk 207K pcomb 3, 274
AL 2 KT 1 XL1-Blue. HX 21 L AL ER =W IMIAE] 50 » L FEALESZ S, |’
AYJEHE NVKB IR ELEEAL AR T, 200K FORCE | min, [T AL, BT (25 0 F,

HLPH 200W, HLJR 2.5 kV,Expect t 214 4.0 msec,0. 2 cm HFEALAR . HLh 5 40 g 57 BI45)
6
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A1 mL ) SOC ¥57e2EH, FH 2 mL 1) SOC ¥k, A MA R 5 ml [ SOC #7232
H,37°C 150 r/min%57% 1 he HBAHRE D, M 10 mL I (37°CO) LB #5755,
FEMMA L0 w L 100 mg/mL I FHFHZM3 v L 50 mg/mL K PYFZEIRA . 15mL [
WGLE 37°C 250 r/min, 3% 2 ho A LB BB 2 W Re 10 45001 100 4%, 5L 100 u L B
M BERERATAE LB~ b, AR I VR T R o IBLAR Pl EBEALERE 20 M R7%
SYHINN 5 mL LB BER%Er, 37°C 250 r/min KGR AL, DR BUTRE , HEAT PCR 4
B4, 19 SRR REEE R VKRN scPv ZE R EE 40 2, R 35 20 26 (1) 45 5L 4 Wbt (55 DR 15 1E A
TERNEAE b, RNV TR T
[0020] 8. WRE 1A PREHUIAIE N & HEiL

WAL S BRI AE] 100mL LB H7, FFI0N 2 mL (1) VCSM13 B 14, 7E 37°C 300 rpm
B2 h JEMARI&ER,37C 300 rpm LR Ik HE L, LIS E] 50mL {2048
W, N 4% PEG-8000, FT 3% SUACEN, YTTE 3 b i SR 20 B 44, HI 5 1% BSA 1) TBS S
R T A, ROk 2 A R I R BURE . R 0.2 um (IR ER) 2 mL (1) B0
LN 0.02% (w/v) & BT, (RAFAE 4 CUKHE
[0030] PL20 wg/mLKFEM IR - BRI AR, 100 wL/ fL,4°C
R R H BRI PES 2 G H 0. 1% R BT T 1 b, {8t PR, 0 N DRI i 24 F Wt R
REERREAE 50 u L/ L. s 37T°CIEEAAET 2 h, S EE. SN 150 vl &
0. 5%tween20 [¥] TBS, FHFLWRYE 5 K, MCE 5 min FIHPRIGR, EHE— K CGE—5#WK5 T,
W10 R, A 15 TR (BRI, BEALIIAN 50w LEECE R 10 mg/mL R EE 1A
37TCH:FE 30 min, HPEME L E] 2 mL [ XL1-Blue #5353 . 23535 15 min J5, B 21 L
FRIVBAR A 200 0 L Y LB 7R3k 1, 73 B 10w LAT 100 1 LA fE S Amp P4 L.
AR 6 mL [ LB 53535, 37°C 250 rpm, #2 2 ho M 1mL 1 VCSM13 % B i 7k 2
SmL BT, FE RS 2 100mL (¥ LB 5555354, 300 rpm, #2 1. 5-2 h, 37°C. FAIA 1001 L
(%) 50 mg/mL RIEEFZL, 300 rpm, 37°C, B, FATH ZFIRLL, Witk “UR PR — PRI — 5171
HFEEE 45,
[0031] 9. ELISA VA vk fH 1t sa

M 4 BT i 45 B rb, PREL 5 BB TR IR 20 VCSML3 el B I 1R 1A PR R 3R 75 B o 4 e
o FEREFRAR EINBeR 50 w L/ L, 4°Cab 8 s 3k H A3 AR A Lh, {83t PRVR TN & 4
MR 50 u L/ £L, 3TCHRIE 2 h, BFESC-PAT MM 4y, PBS 7EAZF BN . 81259814, H
VRV PR 10 R, BB AR B — 50 HRP-anti-HA (1 :1000), 4L 500 L, 37°CHEA 1 h;
FEFLIN 50w LY TMB W, SRR T 15min B0 . SFLIA 50 v L & BT RN, BEbr
B 5E 0D, WIGAE o FiTE H 0D, 18 B i ) B0 1~ B4, IX S AIFE A F) I 7o
[0032]  10. HEEPUARRIAIE RIS K%

PO AP v 1 B4 ik, ik v vk ORLFE N B Rosseta BRE AT, FRE SR B 7%, B
3 5mL 2 N R LB 1 FRIE, 250rpm, 37°C, 5 IR A B 5mL B5 7R E] 100 mL [ LB
RegEEd, 250 rpm, 37°C, % 5-8 h, I IPTG %, 37°C, #Eid i . 5 IE MBI 4000 v/
min &0 30 min, K EIEE HE L mmol/ L EDTA [ 20% REREAS IR 787> BIF-U0IE, UKk
HE 10 min 57,9000 r/min, 2.0 10min, WARYTE s IO 5ml 7 5 mmol/ L MgSO04 R i&
KA, UK EHE 15 min ;9000 r/min, S50 10min, WA B35 TR, Bk FERER (AR EUR ;

7



ON 102321177 A WO P 6/8 7T

Ni-NTA SEFENTHE/ B4l scFy 85 . SDS-PAGE 43 M7 al W MEHTIR 2% 1 I 2 35 T 400 o
[0033]  11. AJ¥ME BA-scFv JLIRSER ) 548 X R N #5017

T [R5 4 ELISA V293 BT Bd—scPv HUARRIZERU o B4R 25 R PR UE S BT A5 0D 50
[RIRREEAR AL, IFIHIZE (B/B0) X 100% AGAEKR (A B A I ANAS RV B 1) — R FU b vt
FEW TN ODAEL, BO A AN 25 — SR FHEAT I ODAEL) » = B UG A5 bV VA VB FE R AL AR
il = R EUZ R PR HI 2. DA S R 50% s B I = SR FUIZ U B A 1Cs,,
F 1C5, AR EHUAR IR TS
[0034]  J@ i [A)4% 554+ ELISA 353 #1 Bd—scFv JUAR IR Rk L= SR J IR A1 & 87 2 AE N 5%
S T RPN X MRS, DL BTN — RS A M IR B ( 1C,, ) 5558k
PSS SE W) 1Cso Z LLIRE 73 B AT X R N3 (CR% = 1C,, =R E & /1C,, —FRF Lk
14 X 100% ) o
[0035] 12. BA-scFv fpill 2 4y rh = Ul & &

FHEEAL I BA-scFv & (RN A2 0 Fn 9k v — SR J U & & 158, 100 0 L (94024
BN 900 v L FRI B IR 3 22 PR, 174 B i BV P N = ZRSUi , 43 i I o) = SR SeUIG ik 2 R
2.0, 4.0, 8.0 mg/L aiEgtEh. BE, K 1g BIPPEE T omb ¥ 0. 02M BEER #h 42 i
Y, 3000rpm BS4L> Smin, L 100 w L (1) EIEBA S 900 v L [RIBERR £ 22 i 5 43 0] e i
ZREMGRE N 2.5, 5.0, M110.0 mg/L WIFFES . KA R4 BLISA ¥, @it [
US43 M7 BA-—scPv [ REME. KllZE (%) = GRIlEIE / I ED X 100.

gh 5

1. scFv JUARFE I & BRI

RS IR SR ARE ELISA JR B, 5 P Jr A 4 7E BgAn AR b, i Bt — it — 9 3 i i
P, A RO 4 e, PEVR B 22 AR R P RS R0 A O Wat g 1, WEBE B &5 & i i1k . 5 —%#%
FRIEM SRR 3, R B RPUARERVINEREHR 1.6 X10°, £l 58— ik 55 E
B SRk, 5 = DUACE H B W B, R R M R TS B T e . R 4 BRI 2
T BEHLEREL 15 DB VE RS FE, T2 VCSMLS Sl Bh et B IR 3R ROR 15 B A T 2 0 1 1k .
ELISA =% 52 3K455T MEL (145 5k A5 4& BA-scFv, £ BLAST # & X4, B4-scFv [E41) /2
HA KB AR BPTAT X FEE 4. £ 4 5)H T Bd—scFv [ CDR Fl FR [X ,

[0036] K 3 HUikERE &k

TRReEr  MARREEE (pfu) | FERRAIREEE (ofn) | SRR/ ()
1 1. 2% 107 76X 107 6. 3X 107
2 1, 2% 10% 9. 2X10° 7. 7% 107
3 1.2X10% 4.5%10° 3. 8% 107
4 1. 2%10" B. 3% 10° 4,4%x10™

* 4 Bd-scFv [NRAIERITF
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AEh Be g
PR
Bé-scl'  GluLeu Vsl Net The Glo The ProAls Ser | Gln Ser Val Glu Glu Ser Avg Gly Avg Leu |
Vel Giu¥al Al Vel Givdly The Vsl Tho Vel The Pro Gly The Peo Leu The Leu The
Ile SerCys Gln dls Cwe Thy Val SexGly
CORI
Bhsfy  SerCinSer Ve Ser T flsleudle Top  1le Asp Leu Sev Sex Aan Als
Bésch  GlnGlnLys Pro Gly GlnPro Prolys Leu  Net Ser Trp Val Arg Gln Ala Pro Gly Ly
Leti Tls Gy Lew 3w Tep Tle Gly 1s
ChRi
BV Tyr Als Als Sex Lys Leu Ala Ser Tie Giy Ser Ser Gly Ser The Tyr Trx Ala
Sex Tup Bls Lys Gly dag ?
BA-wfV GlyVal Pro Ser Arg Phe Lys Gly Sex Gly | Phie The Tle Ser Lys The Sex Thr Tix VQIE
Sex Gly Th Glu Tye The Lot Thix The Ser | hsp Leu Lys The Thi Ser Pro Thr The 61y
Gl Val ClaCys Al dsp 8la &la The Tyr dap The Ala The Tvr Fhe Ove ¥al Arg
Tyr Cye Lou Tyx
COR3
Biscfv  Gly Gly Tyr Ser Ser Ser Asm Gly  Gly Arg Phe Ser Leu Trp Gly Pro
FRd
Bioacfy GlylaPhe Sly OlyGly The &en Vol Clu Gly The Leu Vel The ¥al Sex Sex

2. B4-scFv [ &k

M Rosseta WERIA B4-scFy, 22 IPTG F R KIE. KHANEE R S 42 U i 1+ H
Ni-NTA SEFUENTRESS B4l scPv 8 [, SDS-PAGE %58 45 Ul 1 Jom, 45 5L 5 oR scFv [
FEY 24KD,
[0037] 3. scFv HUARHISE M FIAS S N1 53 #r

a4k scFv BRI )38 554+ ELISA V2 (CI-ELISAs I E FL3E M ) . Bd—scFv [bRifE
FH e W1 BE 2, BA—scFv ] 1Cy, A 9. 6 u Mo [FIFEW R A CI-ELISA 4352 B4-scFv (A2 X
R NPE . I =R E R M AERE N TR, A 5L 50 Bd-—scFy XX At =S Bk 45
PRI AE SR SIS /N T 1%, VUi BH BA-scFy 4 B 0T (R S
[0038] K5 Bd-scFv HLIRRIAE X b2
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HRER Bd-scFv
ICs gl ive Aty
(Hmol/L )
Melamine 9.5 100
Cyaruric acid | 47214 0.2
Chloromycetin 50938.9 0,02

4. W FE S = R E IR R

PC Al 2 A ()R B = B U ¥y i A W0 R sy » SR FH R) 4% 35 4+ ELTSA 2253 Bt BA—scFv [
M REGRE . WIEK 6 Fros, BAd—scFv IR 275 [ 7E 90-108%, Ui B B4-scFv R B HL i, 7] H
TR A R = SRR

[0039]
K 6 BA—scFv Kl 2= WoAE it i) = R JU

HE el TR BE %

B 2.0 me /L 2.1 me /L 105
4.0 mg /L 4.3 mg /L 108
8.0 mg /L 7.5 mg /L 94

v 2.5 me/ke 2.3 mg/ke 92
5.0 mg/ke 4.5 mg/ke 90
10 mg/ke 9.6 mgike a8

10
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F o3l %

1/2 51

<110> AR K

120> — M = FF PR LN H

<160> 4
<210> 1
<211> 110
<212> PRT

213> HAKEAR (Oryctolagus cuniculus)

<400> 1
Glu Leu Val Met Thr Gln
1 5
Gly Thr Val Thr Ile Ser
20
Leu Ala Trp Tyr Gln Gln
35
Tyr Ala Ala Ser Lys Leu
50
Ser Gly Ser Gly Thr Glu
65 70
Ala Asp Ala Ala Thr Tyr
85
Asn Gly Gly Ala Phe Gly
100

<210> 2
<211> 110
<212> PRT

213> HAKHEAR (Oryctolagus cuniculus)

<400> 2
Gln Ser Val Glu Glu Ser
1 5
Leu Thr Leu Thr Cys Thr
20
Met Ser Trp Val Arg Gln
35

Ile Tle Gly Ser Ser Gly
50

Arg Phe Thr Ile Ser Lys

65 70

Thr Pro Ala Ser
10

Cys Gln Ala Ser

25
Lys Pro Gly Gln
40

Ala Ser Gly Val

55

Tyr Thr Leu Thr

Tyr Cys Leu Tyr
90
Gly Gly Thr Asn
105

Arg Gly Arg Leu

10
Val Ser Gly Ile

25
Ala Pro Gly Lys
40
Ser Thr Tyr Tyr
55

Thr Ser Thr Thr

11

Val
Gln
Pro
Pro
Ile
75

Gly

Val

Val

Asp

Gly

Ala

Val
75

Glu
Ser
Pro
Ser
60

Ser

Gly

Glu

Thr

Leu

Leu

Ser

60
Asp

Val
Ile
Lys
45

Arg
Gly

Tyr

Tle
110

Pro
Ser
Glu

45

Trp

Leu

Ala
Ser
30

Leu
Phe
Val
Ser

95
Lys

Gly
Ser

30
Trp

Ala

Lys

Val
15

Thr
Leu
Lys

Glu

Ser

Thr
15

Asn

Tle

Lys

Ile

Gly

Ala

Ile

Gly

80

Ser

Pro

Ala

Gly

Gly

Thr
80



ON 102321177 A F 3l % 2/2

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Val Arg Gly Arg
85 90 95
Phe Ser Leu Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
100 105 110

<210> 3
211> 330
<212> DNA
213> HAKEAR (Oryctolagus cuniculus)
<400> 3
gagctcgtga tgacccagac tccagectcet gtggaggtag ctgtgggagg cacagtcacc 60
atcagttgcce aggccagtca gagcattage actgcattag cctggtatca gcagaaacca 120
gggcagecte ccaagetcect gatctatget gecatccaaac tggecatctgg ggtcccateg 180
cggttcaaag gcagtggatc tgggacagag tacactctca ccatcagegg cgtggagtgt 240
gcegatgetg ccacttacta ctgtctatac ggtggttata gtagtagtaa tggtgggget 300
ttcggeggag gecaccaatgt ggaaatcaaa 330
<210> 4
<211> 330
<212> DNA
213> HAKEAR (Oryctolagus cuniculus)
<400> 4
cagtcggtgg aggagtccag gggtegeetg gtcacgeectg ggacacccect gacactcacc 60
tgcacagtct ctggaatcga cctcagtage aatgcaatga gctgggtccg ccaggeteca 120
gggaaggggce tggaatggat cggaatcatt ggtagtagtg gtagtacata ctacgcgagce 180
tgggcgaaag gccgattcac catctccaaa acctcgacca cggtggatct gaaaatcacc 240
agtccgacaa ccgaggacac ggccacctat ttctgtgtca gggggaggtt tagectcectgg 300
ggcecaggea ccetggtecac cgtetectea 330

12



ON 102321177 A W OB B M 1/1 5

2 3 size (KD)

97.2
B66.4

44.3

29.0
24

i Bd-gcFvIMEL

20 +
ﬂ K ) 5 i i i i
1.0E-03 1.0E-02 1.0E-01 1.0E+00 1.0E+01 1.0E+02 1.0E+03 1.0E+04
concentriion of MEL/UM
K 2
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patsnap

TRBR(F) — MR =REREERGCRENAE
DF(RE)F CN102321177A DF(E)A 2012-01-18
HiFs CN201110285843.7 RiFH 2011-09-23

FRIERB(RFR)AGE) BMKE
RF(EFR)AGE) BMAE

HAREFAR)AGE) BMKE

[FRIRBAA BB
HE®H
KA BB
BER®R
IPCH¥%S CO7K16/44 C12N15/11 C12N15/63 C12N1/15 C12N1/19 C12N1/21 C12N5/10 GO1N33/53
RIEBAGR) 2R
H AN FF 3Tk CN102321177B
SNEBEEHE Espacenet  SIPO
BEGF) M 1 2 3 Size (KD)
AERARBT —ZREREN=REBRNLERAEFT  HRETEXHR
ERFHMELTTXEEMF 5 WSEQIDNo. 1FMSEQIDN0.2F R, % 37.2
NERFABEAREDRE REAREEIRS, NEZPNEERAERMEIR 66.4
H=RER K SE=REBENDNHREHENHREERN, THRE 44.3
BATERMNEARNF=RERSENRN,
29.0
24
20.2
14.3

6.5
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