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L —FPReRe = U B -A4 Ik /A B 4 1y 2 DRI BTIA 7, JURFIEAE T, 38— X 8f
15 SEQ ID NO: 1 7~ i 28 2 1% 7> 41 AEFRHDSGY 3L F W HL28 — A~ X 8445 SEQ 1D NO: 2 froR
(& L 7 41) VHHQKLVFFAEDVG 8% H: F b,

Hrppridpith sy FaE

(a) H92 H AP E X L-CDRL, L-CDR2. L-CDR3 [ A 4% VL- X4, H .

(1) L-CDR1 #& SEQ ID NO: 143 ;

(2) L-CDR2 #& SEQ ID NO: 144 ;7

(3) L-CDR3 #& SEQ ID NO:95 ; H.

(b) 4,7 H 4k 5E X H-CDR1. H-CDR2. H-CDR3 [¥J A A% VH- X I, i .

(1) H-CDR1 #& SEQ ID NO: 146 ;

(2) H-CDR2 #& SEQ ID NO: 192 ;

(3) H-CDR3 #& SEQ ID NO: 93,

2. WIRMIESK 1 TR AR 7 JRFEAE T, Ik budk s 3700 B -A4 1 2 DX A
202 NEBAKER

3. WIRUHIEL SR 184 2 ik P 7+, JRFAEAE T, I Hudk 75— U0 28 — A DX SSCR 5
AR AR A, A R K 2 R 7 41 AL S AEFRHD L EF \EFR\ FR.EFRHDSG
EFRHD @k HDSG H. &5 — A~ X 3k o [ 2 56 8 ) %1) 69 #5 :HHQKL. LV, LVFFAE. VFFAED. VFFA 5k
FFAEDV.

4. WIRUMELSKR | BTk K HLAE 7, R IEAE T, Tk §idg s 12 58 BEpiE, F(ab) - Jv
W F (ab) 2— Jy B BREEHLAR K& DA COR- AR B  —rbifk - M) & i AR sliss X
SLREBUA, PR e R BT IR 2 e BREE .

5. WIBCHIESK 1 Bk RS+, HAFETE T, ik B -A4 [ 22 /b 2 AN X Bk A4 3R
RLEANTE SR AT

6. — LR 71, HAHEAE T, iR IR 7+ Jn BRI EE R 1 BTk Ptk 4+

7. Rk, HAREAE T, PriR R S AR 2K 6 TR LR 7 1o

8. — M 40 M, HRFEAE T, PR g o B G AR 225K 7 Pk iR 2844

9. — il RURE SR 1 TR ik oy 7107518, R EAE T, Brid 75 i B FEAE RE & U
PSRN FTIR B 759 b RIS iAo 1 R4 A, 3579 B0 223Kk 8 FITid ()48 =4
Mo

10. —FhAHAEY), R IEE T, R A G5 ARSI E R 1 Bridyuih 7 71 80RO sk
9 FTid 7 i A PR T

L1, WRURIEL SR 10 Frik 4L&9, R AR T, Prid L &2 5 sz W4l 59 .

12. BMZEK | TR AR 7+ B ABCRIEL SR 9 Brid 77 2 A ik 7+ AR 22K 6
FITIR RIRZ IR 73§ ORI SR 7 BT il () a8 R sloUR 223K 8 ik (1)1 = i A o, HUReAiEAE T,
Tl & T/ BURIT SUERRE AR/ BENTREBE T AR X IR0 I 254 &4 o

13, BOMELSK 1 el (K544 7 1 8 BORE 3K 9 BT ik T ik 7= AL DA e 1 I i, HORE
TEAE T, T AR 0 5 S M A A BRT / BRE R B BT BSOAH DG R o (R W 20 540

14, BOFELSR 1 Frid (5044 7 1 8 BORE K 9 BT ik 7 ik AL P AA e 1 1 s, HORE
TEAET, H & B - e FEBE I 29454 o
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15, BURIE SR L TR AR 7 B AR Bk 9 BT il 77 AR IR B 4+ B i, LRy
TEAE T, T Hl s Sz di B - M EERT I i A 540 o

16. WIARIESR 12 8% 15 Frik i flag, JRFEAE T, P 5 /2 iR VIS B AR 2 G
ERATIE S 58 — T ECIRE R LR 0 4y =2 20 [0 A P i L < R G VALS B0 32 2 AH G I
PRZE TCIRA o

17, WIRURELSR 16 BTl (1) 38, JLRPAEAE T, Il 35993 A2 ] R 2 e B L

18. UIAURIEL SR 16 BT i H ad , SLRRAEAE T, BT 5 & HIV AH CHIR o

19. —FR5IE, HARHEAE T, Frid il S RS BCR R 1 FTiR 50k 7>+ BUR 2K 6
BTk AL IR 73 T R EE SR 7 B IR 3 Ak sl SR 2K 8 Bk 7 -4 g .
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AR MIKRERE

[0001]  AZJEHIES A 03804033, 6, L NPT A B Pifk LR 5 R HiE.

[0002] A BH¥D M2 BERE 7 U0 B —A4 IR 2 AN RIS B 2+, LA 38 — AN X kB 46 SEQ
IDNO : 1 I/ (1) 28 55 % /7> 41) AEFRHDSGY B B FLAS — AN X e85 SEQ 1D NO 2 FroR ik 2z 2k
1% /74 VHHQKLVFFAEDVG By W b4k, 3878 T g & PR 7+ AL IR 7 R Je &
FTd A% I8 5r 10046 o Bk, AR LML E5Y), LI Ba2 B &4, B4 KL &9
DL R BHBUAR I+ Z IR 43+ 3R Bl E = e e Fi& .

[0003]  AULEHAIESCHI A T —283CHRe ASCHT oI I 2 3Ck CELARAEAT T e UEEH 45 R
FE5E ) AR ST

[0004] 23 70 % [ BT A o s 191 i F T n) 7R 2 i R DX » ko 5 6 TR ] S e 49 R ik DX 3 1)
TR R E R AR [PI BRAH OC o B JR P B LGS IRV RE IR A2 R 20 £ 4R g &, 15 il A2 i S5 R HE T
PHEE TO Z FIE AR, TS IEM IR K B g = .

[0005]  HuAbfes 2 MR K E AW A 4K, & o0 “TERFE B 7. “A-B 7. “AB 47,
“B-A4” L “AB 7 ;2 W, Selkoe (1994) , Ann. Rev. Cell Biol. 10, 373-403, Koo (1999) , PNAS
% 96 %, 9989-9990 1T, US 4, 666, 829 5 Glenner (1984) , BBRC 12,1131, Mg +E B fi7
4B “PURKIGEENICHTAE D /B - eI AT A& 8”7 (APP) . APPs 2 EERiED (Z
D Sisodia(1992), PNAS 2f 89 %%, 6075 UL ) H 2@ il M 3K IR Al o - W EEAEAB J¥
F b N ) B AR ) B (20 Sisodia(1992) , 78 FiR 5|30 ) o hAh, BE— 5 140 Wk
BEE 1, U2 B — 7 WARE AN v — 3 WA TE S BURAM B EGE M A B (AB), AB fu4E 39
N RFER (AB39) .40 MEFEFR (AB40) 42 MREIFER (AB42) 8K 43 MRAFER (AB43) ;
%W, Sinha (1999) , PNAS 96,11094-1053 ; Price(1998), Science 282,1078 ] 1083 ; WO
00/72880 B¢ Hardy (1997) , TINS 20, 154,

[0006] VEEEFIAL A —LRARAERTER, o ANKEATs ik AB 39, AB 40, AB 41,
ABA42 FIAB 43, JEEHR AB 42 HAZERTH ( M N- KigIF45 ) :DAEFRHDSGYEVHHQK
LVFFAEDVGSNKGAT IGLMVGGVVIA (SEQ ID NO :27) » 7FE AB 41.AB 40.A B 39 1, 43 5k 2k - K
I 2 R Ay TA R VIA, 75 AB 43— JE P, JAMW R 2 IR R IR A5 7E LR 7 41 ) C— K ¥
(SEQ ID NO :27) .

[0007]  RiCRZ A B 40 £14E i T5 I IN [A) 2 25K T ed% A B 42 £14E ;22 W Koo, 7E Bk 5| 3 Al
Harper (1997) , Ann. Rev. Biochem. 66, 385-407 , Z£iA T Wagner (1999) , J. Clin. Invest. 104,
1239-1332, AB 42 B KI5 M R BEAH X H NN TEMSNR T e e i 2 . 3R
ABA2 E A FAER R AB IR cAZ OB 28 & P B9 “ i A7 s Jarrett (1993), Cell 93,
1055-1058.

[0008] LR [1) & AEAME APP I TR / 8™ A8 & 2 B S TAR I B4 BEAN NIRRT 2R 2 2K I
1995 3 2 e, BRI AR 28 R/ sl 20748 ME O ) B 3 R i . IR e A 55 I
ERAETNE UE R FE AL A 2= 2 PR T2 A% Jig H L B < R EGR  ALS (L= i = 4 ) oe — T IR
T~ HIV= AH IS R AIS B A 205

[0009] ARk VAYY R/ BRESEE 5 Ve R A B BT AR AR S ZR AL / B0, A2 R T
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KR TETIE B - Ve FEBE TR, RER 1k A B ZREEFN / BUH T3 O e i RE DT R A
SRR - B R,

[oo10]  [Aluth, 25 FE RIS AN / Bl BEUE Ky AL AL 00 2 1P B B, B T B VR ST VE R AR A
RIIRIT7 A7 UL TR B MY T POw M A R B Rt R R A B o JHh4h,
T B2 W A I E R FEBRE .

[0011]  [AITHT, A% & BH FRTHE A 1] A2 05 2 AR 30 Fodk 75 2211

[0012]  [EIUk, AS A BHS K B8R F iR T B —A4/A B 4 iK1 2 AR Bk 4 7, Hp g —
A X IR A F5 2 FE B2 - 41) ABFRHDSGY (SEQ 1D NO = 1) R A W H.28 — A X I FE 2 3L #2177 471
VHHQKLVFFAEDVG (SEQ ID NO :2) 8% H: 1

[0013]  FEA KRB, RiEk “Hiiksr 57 W Koo B RERE A 75+, 1L TeMs. IgDs. IgEs.
IgAs BY TgGs, AL TgGl. TgG2a, TgG2b. 1gG3 BY 1gG4 L J& & 73 X Mz Bk & 11 4+, 1%
Fab— [ BB V- V= B CDR- X BLAh, ARiEW KB/ BCR FIdi ik 7+, Bk & A
PEAPUIR o RTEARID MBI/ Bl 1 v fE el 2 e B DL iA L LA Bl E ™ 4 /B
RIPith . RIEWRB S e BHURLL A PitE v B/ HE o, 1557 B AR M EBE Fab. Fab/c. Fv.
Fab’\ F(ab’ ), A& “Hifksr+" tLOFEHUEATED AV D e bUiE BT 24, 5 5k
Fvs (scFv) sBiifk - & HE A AR T AR AARE “Hiiks 77 KIEZ 4077,
[0014]  HRHE A BHEIARTE “HRe e iR Fadifksr e 5 AT E X B —A4 11 2 AN IsK)
F/0 2 NEIEERF A EAER R/ S8 A BT ARTEW KPUIR a1 ke 7 i, Bl e A
SCHTE X B A4 BEREE E X BRI RE T, AN B A4 BREIAE X, AN JE APP- AR /K /
CAFHIR ) TR IR BTG, oo e A ] Al aed AR LB, 0 560 77 V2 R0 AR ST 7 P 3 77 12 2K S 56 1
o XL T AR AN R T8 [ BB W ELTSA—  RTA—ECL— TRMA- SR F A F 3 . ix ey
FEARAEETE K- (8, BT o IREaHE Ok e ) H R T2 2 Ik i
(EEPERAL N . 2 IR — P STEIRA B E S AT di 32 FIESG . i H Rk
PO SR, IR A I SR R e BUR /R AL RE D), R 6 (R BRI S A
() = HUR 4- FARE A AL S ) A2 RO RN BRA IS AN SR AVl . 7R 2R RO
SN BL R, W] B R N . A SRR S — AL S RN, REHE RN T T R SRR K BN
H1) 52 DL Ul BH PR S 491 6 FHBRINER 2.

[0015]  AH[FEIIE R s VKT 2 AN &g, Fa7m IRAPTIR 2 Ik AN E SL RIS 3R A7
(Geysen (1986) , Mol. Immunol. 23, 709-715) .

[0016] [ T JIK sl 5 , AT 5€ AR UE ELTSA 52 o A B sl 5 B B, /7S A T 8 6 8 (1 o
A R B SRR BUA R N . PPo nl il kb 56 (U SR oL S A YR ) — B A
AILANE RV PR ) 5e. —2efL i S B I b e % B P4y, ) 40 7E 450nm. i
BE s (=R ) AT 0. 10D, JURY FHPE e W] BLAg 10D, IXEWRE AN / IPE £ 7
(Eefal ) et 10 fi. SEZ ARGl Frhea . S5k, B304 e B e i e
e IR AT E X B A4 IRET 2 AN DX IR R

[0017]  RiE“ B -A4 RIS 2 AR R 2 AN X8 SEQ ID NOs =1 A1 2 1 R 2 26 1R 7
F5E S0 e B —A4 BRI N- R Im 2 ZE 1R 2 1) 10 F1 12 31 25, AR P EIARTES B -A4 K7
R PRI AB 39 AB 41 AB 43, ik AB 40 FI AB 42, AB 42 tHii& TFin SEQ ID NO :
27, VERBIARTES B -A4 R 2 AR e SR ” F/ 8Pl g 8”7, BaE A E X
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(1) B —A4 KIS 2 AP IRECILA 73 o ARIEAKL B, Brik B -A4 R 2 D IRIAE B -A4 IR —4%
Sl b 1 AR I (AR EERITHIKE B ik 2 b 2 A2 R, Btk e b
3ANEEMR, HLE R D 4 MEERR, BLE R D 5 ANEER, Bk D> 6 M AR, AL
WD 9 NREER L2 b 12 DNEFER . WA SCHTRAE G 7 BriE i, & Huik /
ORGSR/ AH ELAE AN/ B A A SCE U B —A4 IRV 2 AN DX, JLrp il 2 > X I
2O NANEIERD T (FERERITH—RE AT L) B IF ATk 2 ANk /<R
e A AT RE R 10 DN IERR, PLik 14 DMEERR, B 156 MEEREL 16 MR .
W1, MSR-3Fab (£ A R BHIPTAST T ) IRAGIN / AHEAER B —A4 Bk Lt 2 AN X, Hp By
BN FE IR 3 F 4 (BF) HFRSE — AN X SRR 2 1R 18 3 23 (VFFAED) .
I, R /RO XS/ RA TR 73 T P SAE — R SRR AN S5 i F S 13 DRI
AL, MSR#3. 4H7 TgG1 A= 3K1F B MSR-3 [ f S hi ik HASRE T 1gG1- M4, & /
FHEAER / 25 B-A4 1) 2 NRAL/ RIF, AFEARSCHTE L B -A 5 — DI E 1 3
4 (DAEF) FEE —/ANX A7 E 19 31 24 (FFAEDV) o [K| 3k, MSR#3. 4HTTgG1 iR %1 / &l / AH B AE
M/ 856G 2 ARAL/ B BNHE— R LR 7K Bk 14 D2 FE R 73 T Wbl hnfa)+
TR, SRR S BB K BRI Fab Fr B AR A K 1661 HiiARm] SEUK A ELTSA Il &
S PRI B IR AL / DR — 289K BRI, 2 B B4R 43 B8 [F] I R0 i) B -A4 ik /
AB A4 2 AN, Horp TR X A8 4% SEQ 1D NO 1t /s N & L8 741 (sRALE 43 ) i SEQ
IDNO =2 TR R ZE B 74 (B ) o AR, FF U SCRT iR ) ml e 9 KR A7, kS
I/ B 75 SEQ IDNO <1 Fl 2 AFIE I IE /R, R 53 AN R B2 ARl / HOA 1 2 A X 3
e Bk, HUCHBI WA ST X AB (1-42) WIS —DNRIER D CRARIR ) AR
/ ARRNY 1 ASFRALER > BRI/ RAIAE T SEQ ID NO «2 g XX 48 A B (1-42) J&HIE
FElg, Pk B AR R EE A LU a0 7E SEQ 1D NO 27 (B A4/A B (1-42)) 26 {7 b (12 FE 1%, B
S22 1% ) »

[0018] AT AW KM G R AL BA SR AL, TR 2 A DX BB L 2 4R st 2 WL
Geysen (1986) , fE L 51 3CH . FEARKIH A, MG RAL H 2 DNk Z D —H T 5 A E
SR LRI Y X M2 KT R R AN, X R R T AR T EE S (Sela, (1969)
Science 166, 1365 #ll Laver, (1990) Cell 61,553-6) . I\ AR AP S FR 4S5 %
J GERIRAL ) 52 AEAE, RALHASCHTIA B -A4 1) 2 AN IR a4 A / s iE e
A0 WA SC R TN o AR B “ AR 3 T 7048 X 2 55 R S 1o [R] B EL SR ST O 0 R R S
AR EMET () B-A FZZERE 2 3 10 (BILHsy ) 1 (b) AR EMA SR 12
£ 25 (B2 ) (SEQ ID NO :27) o IXEEZEM) 7 B El /s 2220 2 MR, kit 2
b3 AN Atk B BealER /04 SEQ 1D NO 27 KIS — AKX / ZE(H RIS FE /R /741 ARFRHD. EF.
EFR.FR.EFRHDSG.EFRHD 5§ HDSG F1 SEQ ID NO :27 [R5 AN I / % Bl 22 3L 1% 5 471) HHQKL
LV, LVFFAE. VFFAED VFFA B FFAEDV H1, 41 b BTk, Airids i Bt n] B0 46 o A ) s R R sl n] LA
SEARSCT E R B o R e 9] 142 DAE. DAEF | FRH 8% RHDSG.

[0019]  AABLHIIA 1 —2ofe 00 A B IR PTiR. FRIFXEEHi A I A AB 1-40
B A B 1-42 B BEA s, A PR HER R . MR R R A, 53 A B JIK (1-40 Bk
1-42) e r= LR B R L — U A B N- A i BT IO 3R A o BEAR, 1817 A2 B BAP-1
F1 BAP-2 (Brockhaus, K & % ), CATE i AB 1-40 S /A FF R K AB ik
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(K28 TR 4-6 ;2 WP N SEitif] 7.5 2 FSEHif] 12,58 7. R AB & iPTAR i ok FH 4
INIK GRS . Fan, ik 468 ik AB Ik 1-24 fsie A H & — 341 17-24 Kim,
(1988) Neuroscience Research Communications 2,121-130) . ¥ 2 H & 8 v [ Priaid o
FAB FrAi A Bz /N A2, IR A B 1-40 F1 A B 1-42 [#) C Ky S 32 Tl
ELTSA- 85 [ J51 EV 8 R 5 35 20 A 43 7 DX 0 R G B AR A R AL ZR P AR Y. A B iR (Tda 4%,
(1996) J. Biol. Chem. 271, 22908-22914 ; Johnson-Wood 2§ ., (1997) , Proc. Nat1. Acad. Sci.
USA (1994) , 1550-1555 ;Suzuki 2 ., (1994), Science 264, 1336-1340 ;Brockhaus (1998) ,
Neuro Rep. 9,1481-1486) » BAP-17 &/ B g EHiik, @it H AB B 35-40 Sz /™
Ao ERFSIRS] A B 1-40 [ C- K (Brockhaus (1998) Neuroreport 9, 1481-1486) o

[0020]  HEME A T- QUMM DLIR (G A2 99 e i ) i T A0 1R 2 560 40 B iy 4 o
A UIPUR. e RN R R AR E R ) T 41 B R filb R 2 05 A0 Mo sk B
o PrIR RILAN A BB AR T K2 k. Bk, X g g 52 (H2) Hl
DL AP L LF P A b B A 5 38 A MHCTT 4% 1~ 4 A b Bk 4 ik -MHC 841k
W R R . AR R AEDURA, T 48 MR S R, H bR B ok B 40 . B2 KD
gy T S NSHE W) B 40 A e FEAL 2 I R i A4 73 a4t I - J 33X S /s il i 2 /K ke
THUIE R AR P 7= A o BT SO I — A TP R HL n R N- K A B RALEILA B
SR 22 v BE DRI HR A AR H, IX EEHT AR HH Sz 345

[0021]  AHJZ, SEREA K HPTMAR / Btk 7L Fab 3R IEWE B AR BRGEBLR R IKS) . &
5 AR AR FE TR A P o 1095 I 38 B PR st B AR R IR N L R A S e i PR ) Fab o
B In 48] - A AT FH R0 1 ST P FH T I AR AR A i B FR )R 22 BUAA 73 1, R 2 5 e A 0 A
SR IR P, BAT TR I T 3845 B S B 40 ML) S0

[0022]  VFEBIIA HEARBARIR PN A B 41 2 4> Bl X B PUR - 1 7 U AN 4L
/ WG FATRF / BRE RN HARSZ R A B 4 () 2 ANX IR / R 7.

[0023]  M¥A97 TFah TAFE R Wy R0 b 200 BE T 4h A, F AB 142 B P id R IE RN
APPy;1r (PDAPP /R ) IS R/ BRI LT 58 4B 1o e ¥ AR TR, T AEAF K ah b il 22 )
B BT, $RRBE PR - A2 HTERE (Schenk %5 ., (1999), Nature 400,173-177) o
T I S e R AR B TAR DL A B 4 19 N- K MY, AB 4 ) N- SR ik g 2 ZE 1R 3-7 A [H
(11247 (Schenk % ., (1999), fE_ LR 5| 3CH W0 00/72880) » H AB 1-42 E 5 S AEAIR
(%) B 7R 2 R PG 2 2k RSS20 v s 9 /AT I 4 A e 2 3% 2k (Janus 5% ., (2000) Nature
408,979-982 ;Morgan 2% ., (2000)Nature 408,982-985) ., i Ji5 F 4 & e B B 14 Bl % 5 4
RV FTUE SEPTIARAE APP 26K /N, (PDAPP /MR ) HRREIE N KA E R G0 B TRBEATE S
TE RS RTIEE I TERAERE (Bard 25 ., (2000) Nat. Med. 6,916-919 ;W0 00/72880) , {Fix it
BT, 2R AR S RSN e RN B e BE DR (il R SN/ B4 e A ) IR
S A B AN- K ¥R AT 1-5 (mab 3D6, 1gG2b) 5% 3-6 (mab 10D5, 1gG1) . [AEIFE, I AB 1-42
Ja o 8 H /NS RBUR T 1 2 s DU R I H SRR N- Rom R AL e 1 HARA R &
WA FAA N BETE . AR, o MIPESS & A B 1-40 B A B 1-42 () C- Rimks R UL
PRSI 5E s B AR A E H BAEAR N A 20 (W0 00/72880) o H5a BT 14 m266 (WO 00,/72880)
PLAB 13-28(AB HyHp S ghfayiek ) H ZRAT FI v i 52 HU A% MR A B P4 P 2 R
1624, HWHIAANRIFHLES A M AB FVEMAETTRY AL STTEME (BRR)AB RV,

7
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R B 2ARL T 5 — Pl VR A () 07 19 84 20 L R 7y M ) SF2 1) 58 v B B A& (4G8 sKim, (1988)
NeuroscienceResearch Communications 2,121-130 ; R Mk W) £ H Signet Laboratories
Inc. Dedham, MA USA) .

[0024]  FEAK N, 322K Ak IR m266 Hi 4475 40 & i F 5 2 2% B AIK PDAPP /) B T A B TR
(DeMattos, (2001) Proc. Natl. Acad. Sci. USA 98,8850-8855) » #R 1M, 55 N— A itk S i A AH
[, m266 1A N AMEEIE R FEBE, PR B /D A B AR 2l i Hrdk - 755 ONS A3k
AB [T RS, PRGN IR AR A B RS, R [ Hh 4% 5 m266 (DeMattos, (2001)
1 RT3 )

[0025] AR EHHUIR / ithsr 1 RIS CHIRUASC TR B B A4 FRY N— A g AT 2R DX 1
Gk ) W BIRAL) HER MG A N- RS Al P SR A7, o N- R e e o AR oh 3R A7 — 5 S L
PREIPE BT (A B B D0 S 563873 FH B IE AR TR sl 2 ) BRS04
g AR PTIR BA B R A A MR BUA S AR W B 2L, JCIHAE B 2 2 W iR
B, A5 G/ DU by 1 B 78 e R A A B R PR DA R DR IR I o RAGHIAE A B 4 SR 4R
FE R FETTAU R AR AL R AR R V8 T IR ALAE ATV PE A B 4 T By i, e AT Kl T
FRAESET e A B 4 I RNPEEUN e o/ iR Ay — o e MDA m266 757K N 2 3
SEULI TR RIS A B 4 R 2 RS H. TR AR e 1, AR A / Dk 1 RE
DARBISR G5 T Y AT mT e A B 4, AT ] S5 Ve ¥y RE AR B H LA S AT A v PE A B 4.
A SCAE R B TRy 1 T As AR TR “ [F]inf HAA &5 A B 4 B9 N- R A o/ mp [m) 36479
FASCPTibgiik / Godh sy 5ol kel i / sl A 456 2 B fr, BRI (B anan 4 SCRTik, i
B A4 B N- KA (B (a) FoiEsr ) b dfr (8 (a) HEEor ) TR Ay / ik
Bz ) MARFE A7 7, AR M AT RE LA Ty SR/ 45 & & o2 SCHIRAL, a5~ b s Ik
s HTIEH] o

[0026]  FL4 I FH B BI MK f5 74 U5 B PDAPP /N P FIE R REBEANE #e T 1gG 1A H ] 4,
Fa4E Fe— A SRPLE, BIBEE R RA TSR/ DNR T2 S Bacskai, (2001), (5 31 fufs
Rl 2B ) (Abstract Society for Neuroscience 31st Annual Meeting) , 2001 4F
11 H 10-15 H, #iE5%) o WSS Bard (2000) , 7E & 51 3CHE G058 HEGE AR K o
[0027]  {E5— G, RILHT A B 1-28 F1 A B 1-16 JKIHUARTER I A RUFREE A B 214k,
T A B 13-28 B F I PTAALE I 2 hig M/ M3 %£ (Solomon, (1997) Proc. Natl. Acad. Sci.
USA 94,4109-4112) . B4R S T WL P AB 1-28 ik (AMY-33) Bii 1k AB ZE4E (Solomon,
(1996) Proc. Natl. Acad. Sci. USA 93,452-455) . {EAH[EIH ST, BT AB Fr Bt 8-17 WPk
6F/3d FETHE Zn - B 2 A B S, (X A ERERZHGE M E G RREEHR.
[0028]  IXLEAASRIIE F1 2 FHUARRI DI EATERNAL A B BEP RIS RIE AR . N- K
i A 9 i HL N— R iR e e A BH 155 SR i rh SR X RO C- R s e Bk HAS 2 #5630, PRI
PUXEER A PR EI A M ML

[0020] ¢ T-RAL X PLIA L I MR 9T R B R K A B o N- K R AL ik IF 5
BAP—1 Ho A4 S B, i A [) R b SR A A S DR R BE 2, RIS MR B 468 HiRII &S & . AR AL
PARAB 2 PERAL & LA 2 AL BOARIFTAR R S5 R0 o

[0030]  AH S, FEA K B R, I M A A SR ik Hik 73 500 2 PN SR FE IR 471, 151
WAB K ERIMRERAL. WRYIEAS K 2 P AL IR FE )7 1870 7l T B N- i A
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g/ hAR AL TR 2 FRE LR R AT B —Ad — &5 Bk & /b 2 MNEILEE Y IT, IX L5
FERA BT — RO 7

[0031]  Hifk Fab ( =FiJr BLAMY ) BI45& X EGE L) 30X 30 AK/NH4r 73k (Laver,
Cell61(1990),553-556) » IX A& LAREMl 15 3| 22 A2 FE PR IR IE, FR L A f7 4F T — SR [ 34
Fo HRMIBUR S IR AE SR AT PP G, Hoh N- Ko (FREE 2 31 10 B
gy ) FIFRIR] A B R4 (BRE 12 3 25 BRIy ) 4RI . (AR A S N 345 i K BRI BT
JR - B AR A B AR

[0032]  FEREFEVF S IEAM b 3R A LR M7 9 HE A T 78 2 67 3R 1T 20 B 5-6 MR IR
BN R A R 73 256 e B 1 ] PR e AN A i B AR 7] (Laver (1990) 78 BB 5307 )
[0033] K EIFUIR / Ptk FREG B EM A B I 5 AD AN e BEBT R ZL [ B (A
BB rh BT UERH ) o BRAL, EATTRERRESE / S R TE R FERASE .

[0034]  REFFHILLN, YNNG / GfRAL (CBFEASITIA AB 4 1 2 AN X BEHHS )
TEREER AR hE 2k AR, SRRl / 28 AR/ RS T 25 7 e IX 4L A B
EEPAR A REE (FEPRRA - FERrPiik 468 Flm266 NV PEZRFEAME F) o 55—
i, % T FIRZE 8, AT e A R DK — AN 8O LA RIS 2 R AT A T 456k B N- R
BRI TR I, 2 AR R BB R AT, AT B 35 R A b fk -A B 4 AH HEAEH 45 G Re & o
I, HEREE AB PR EBAL IR IPUE S F RN R FF S IA HEARAT TR « -AB4 $i
R B ANE . WA B TRt KRG / Bk sy 1 R R A AT [RT
MATEsE /R B-A4 b 2 A5 BRI IRE DT, AnA SO g b i o o

[0035]  7E KB — AN St 77 S P, R EIBUIA 7 1 b TR B gy = YU ) B -A4
12D 2 ANXIEIE i G/ 5 RALBRAIE SR AL ;2 W, Geysen (1986) , £ LR 5| 3L 5
Ghoshal (2001), J. Neurochem. 77, 1372-1385 ;Hochleitner (2000), J. Tmm. 164,4156-4161 ;
Laver (1990) , 7E k5|30 o RIGATELLRAL” $7 & I RS R AL, Mok B 2 IkREiT R
B RETN RS . U IRBET B 3 GG UL AN S /) G R AL I, IX LR AR S
TR ARPFEHE B -A4 PPLIE R TR IR AL, A% % B AL B 5 1K LU R A p e AH ELAE
(R By o XL R BIBUAR / PR PR AL AN T2 i Dh s k> B4 o] e ek o
SR B R de S R BB RE SRS 252 P B —A4 1 2 AN XK/ R AN, 461 40 7 B
J0Aa) 5~ i BRI i

[0036]  [AIith, A% B4R AL ptRy T 5, W TR VR AR SME SR LS I A B 2T 4ERN / BREAS &
A/ BRHIEAR A B AR IRALFE MM BERT LT A B SRR,

[0037]  ULAL, AR BHIBUARTERT R it BRI i e A B 2 45 A B YT A
R R AT IR AT Y R 4T 4

[0038]  FE— AN SLH T =, RPUA S IR ARSI E SCA B 4 1 2 XA 2270
2 NMIESZAIERR, BIIEFITIRDUA 1 NS — A IR AN X I A (2 R P41, 26—
AN 3 A ) FE R e ) R Z FE R (AEFRHD . EF L EFR. FR. EFRHDSG . EFRHD =% HDSG .28 — 4>
X 3% (s R 1) A FE 2 JE S <HHQKL . LV, LVFFAE ., VEFAED. VEFA B FFAEDV., § % i Buk
P K53 45 :DAE. DAEF | FRH 5 RHDSG

[0039]  RpHIRIE A K BHHUIA S T A5G B SEQ 1D NO :3.5 8% 7 Fiont% & 73 1 4m i ) m]
A2 V,— X8 SEQ TD NOs :4.6 5% 8 Frid & FE 1Ly 51 s (Al 42 V= (X,

9
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[0040]  SEQ ID NOs :3 1 4 7 7241 43 il i3k i WY V= DXL SRAXHT A4 MSR-3 1) g ) DX R 2 ik
B2 FF-%1), SEQ 1D NOs =5 M1 6 [ 541 73 AR K V= X SRARHTIAR MSR-7 1) 4 A4 X M 2 12
%), SEQ 1D NOs =7 A1 8 73 ik & B V= DXL SRAXHTAAR MSR-8 HJ &b X Tl 2 KR 7241
I, & R PTAR S 7, L FE B SEQ 1D NO A7 %R 43 T 4wt (¥) V.- X, SEQ 1D NO % H SEQ
ID NO :9.11 85 13, A4 FE SEQ ID NOs :10.12 5% 14 iR @ FEMR 74 En 48 V- [X . SEQ
ID NOs :9 F1 10 %% F MSR-3 f¥] V,— [X, SEQ ID NOs :11 1 12 Xf . F MSR-7 ] V,— [X, SEQID
NOs : 13 Fl 14 X} F MSR-8 [¥) V,— [X .

[0041] 01 BH 046 F BT 75, SEARPBUAR MSR-3. =7 1 -8 i T-ilF— 57 A A AL PR 4> 7, 4
THA BTN/ 8igh e M. LB T — St BRI ] B8 [0 SR B 7R 1 B s 1
H

[0042] G Bf NG5 Fros (R s UAk SR 7 AR T 2 MR I DLk . R R DUE S
AR SRR BUAIE S V- X CDR-3 Z5Misk. MR 4G FI 281X (Wb Il 1 A ) fR¥FAR A,
TER / SAEWPUIR S T, CDR1. CDR2 Fl / B V,CDR3— X 0% o S A Bk 43+ 1) v BH
B F A H s TR 1o B, s itk AR R WG 3, B A3 B A SO
78 MSR-3. =7 i1 -8 HEE S AT X B —A4 kA 2 NI 5 SO / B 1R 5. CDR- [X
AT 2 R U / Bk +, ik CDRLs, AL CDR1s 1 CDR2s, ik CDR1s.
CDR2s 11 CDR3s, 18 i A< 4758 O 41 1) CDR- B4 57 ;22 W Jones (1986) , Nature 321,522-515
g} Riechmann (1988) , Nature 332,323-327, ik Pk / Prikn LU Biik A Beokdiy
VAT B AR ERBUA I BTk 5 20 | NPTk SERBUAIL S V- X CDR-3 45
R WR B, WAk i A A X - vl AR et / bk / $iik s+
I, RIEPUA 1 RS s ] 315 B Pk / Hiiksr 7, Fe ik 2 /F47 SEQ 1D NOs :32 3| 45
Fr7 V= X BT AL FE AR SEQ ID NOs :60 2| 87 5 X CDR3- [X o 78— Mr 5 St 7 &2,
AR R BAE RS T4 BIALHE SEQ IDNOs :88/89 F1190/91 7k V= XA V,— X B H4)
FLH4y AT LA CDR- X, flLik CDR3— [X o A 2R R I e P AR R REAE 7R T SEQ 1D NOs -
92 5% 93 ¥ H-CDR3 F / 8R¥EAF 7~ T SEQ 1D NOs :94 5% 95 [ L-CDR3.

[0043] ik & EBIPLIA / Hidksr FRIFHEZ TS B -A4 fl/ Bk B PTIA B -A4 (RIS 5+
SN o A5, ELTSA I3 A 1 56 25 B, Gt B g7 BT 7= ml il o ELDYa % B LA B FH - e o
BB AE BRI ROV BRI, R BH AR E TR 72 ELISA MR 5 B -A4 [ WV ELik
BICEE, 7E 450nm P &I EL A B —A4 BTG KL R 10 4%, B 10 A5 T 5. DGE R
B B NS LA e (W1 1.2.3.4.5.6 8% 7 4341 #HTURIMMLE S 515 R
il o

[0044]  FE—AMpE B STy =, REIEIPLfAR sy F a5 20 | 4~ SEQ ID NOs :15.17
B¢ 19 R IL R 7y T4 i V- IX 1) CDR3 B2/ 1 M H1 SEQ 1D NOs 16,18 8% 20 fii7R V- X
[*) CDR3 & &/ A0 AN / BUFTR BTk sr a6 2/ 1 > H SEQ 1D NOs :21.23 8 25 iR %
Oy T-HRAS I V— X ) CDR3 B %= /b 1 4N SEQ 1D NOs :22.24 B 26 7 Vi~ X ) CDR3 22 2%
FPAl. EARIEDUAGREE D | NARSCHTE X V= X CDR3. b SCHTIR CDR3 &5 M3l Kk
BH B IRIE PR SBT3 7 MSR-3. =7 B -8 4ATHT, WP % 1.8 Bk 10 B, ik b nte) -+ P
TN JTE AT SRAF I AN/ B AL DU 7 T RE LR AE 1 1K) Vi~ V- CDR1. CDR2 F CDR3 [X ,
PRI, & B4R 23 ARk B MSR-3.-7 Al -8 B MSR-3.-7 8k 8 ({351 ) — e 2o
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MSR-3. =7 1 =8 [IZE M) — BB A LA K A8 X - ve B T NG DA 7 ik i RS R
1 8 8 Fr7x CDR1.CDR2 Fl1 / 8% CDR3 X 8 # i fit- 7 T4F47 SEQ ID NOs =15 3| 20,21 F] 26,60
B 74,75 3 87,92 F1 93 8% 94 1 95. KUIHIHUA R LEFE 2 D> 1 > CDR, {1k CDRL, FEAL
1 CDR2, A% CDR3, WIBf2& 1.8 Frns it 10 Frif i,

[0045] v & B S8 HN ) — pl B AR AR A O 0, #5938 T B 45 - Fi Knappik (2000) ,
J. Mol. Biol. 296,55 ;Krebs (2000) , J. Imm. Meth. 254,67-84 ;W0 01/87337 ;W001/87338 ;US
6, 300, 064 ;EP 96 92 92 78. 8 I R 3CHT 5| H (156 £ 2% ik

[0046] 7% BH 1) — AN S AR St 7 R, ik oy T R e ESUE (R ERE O, B 161,
1gG2. IgG2b. 1gG3. TgG4. TgA. IgM. IgD &Y IgE) . F (ab) -, Fabc—. Fv—,Fab’ = F(ab’ ),~ /&
BLOCHRREPUAR A DLA L COR- B HLIAR . M Ptk — a2y bifk - BlG s A8 e E DL
REE LA

[0047]  tH AR B Sz Bk O R R I AL A8 1. AR AR AR i S e BR a1 G RE 2R
1 (TgGl) WA 4% CHL Z5 M P (1) GIm(17) B Glm (3) [F] A 7 B brid B CH3 25 14 13k i)
Glm(1) 8 Glm(HE-1) AR Bbrid o KPR F AR SRR Bk, 5548 16,
HA LR oSS I Fe— 22K g5 & ol aMATE AL o 1B W AB T M0 v 7 A5 R B R oA, 491 2
IR FL B (PRIL/ ) P AR e DU, IR B A SO K B A4 1 2 AN, 151
W N- R F X/ RS (a) B A4 LR 2 3 10 (8L (@) HiBs ) F1 (b) HER
JEMRALE B -A4(SEQ 1D No. 27) MIZEERR 12 3 25 (B (a) Hisr ) o BRI, AU E AN
AP AEUX — PRI B SO R B, Bl ik se 2 B RIS ph &5 5 / 5 N- R m A o
X/ RALNVRE ST HIPUAE FEBE N7 3R T AH N R 72

[0048] 4 PH It ¥ o, KEIPUAR / Biiksr 1 Re s i AL Se S A0 A i R I8 . R W]
(RIS TS 2 /D 1 AN A ST 52 X MSR-3MSR-7 5{ MSR-8 SEACHU Ak [ ik SEACHT ik
(RIS ) — B/ SAEAGDUIR IR CDRs, SEARIE 2220 2 A, fLik 22 /0 3 A4S, AR 2/ 4 4,
Stk 2 5 A Hs ik 20 6 A~ R BTERH N EL L PiiAh st e ALl E
CDRs o ARSTIREL AN 52 ] 25 5 M AT FH B Ing) 5 2 HA 015 50 DA HH oS4 BL ARSI R ) e AR AL
PUARIIAHRY. CDRs o T8I S APUIA BRI A / S RAT s R PUAR ] 7= TR 1. &
RS/ B AR PUAAR Sy 1R 4 MSR 7. OH7, FLARRAE -t i A SC T Bt e 5 i o2 » e #1040 455 SEQ
ID NOs :88 3] 95 H.i#iik MSR 7. 9H7 [ V,— [X. (SEQ 1D NOs :88 F189) MSR 7. 9H7 f] V,— [X. (SEQ
ID NOs :90 F191) \MSR 7. 9H7 [¥J H-CDR3 (SEQ ID NOs :92 F193) LA A MSR 7. 9H7 ] L-CDR3 (SEQ
ID NOs :94 H195) o BIHEMEDLASF 7. 9H7 $43 B S AAPL1A MSRT HAR AR K W fmft: / Pt
53 IIRE AL & WG o SEPLAA 7 PRI AR R B 3k — 3B , 451 0 DAAZ S v B T X
Z: DL SCRA B e 1

[0049] L1 B 6] 7~ il BH , A BH B B AR B0 48 28 o BEBUAR, BTk sk H — ek 2
MASCPTIR SERECE R ) - B PUAR A FPTAR X (40 CDR [X ) o X 2EAT X wfE Hifh
A DL — AN [RGB AR, o A A 4802 TeG— A48, L2 SEARIEAE 1gG1l-. IgG2a
B¢ TgG2b— M 48P FeAl UL TR LR i 42 M LB, it N4 . RN ERE L4
Ry A AH [ B — R 5 ) B & S i 8 dE 4 A BRI, J0P SRR S, FHRR D BRb o X
(CDR1-3) [#] 3 AL G b Il i%E e

[0050] LA SCHTH, “ AR BRI 7 98 K IR R X 5 AR 7 A2 I N S e BR il R A SR XK A
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FHIF] (24 85% Sk 5 i1, 15 90-95 % B 157 ) o TR I HEIX R Rl 42 FH B 1 2 & A R IX
M T2 ERHES CDRs. CDRs B &G HURMRAL. 1B BIA SR 148 X P A
AMEAFETFIRIER (1) U 4L, mi HAE ek s A 4 b a5 AN B> T aFE R B A
PR (2R ARHT R MSR-3—7 B -8 BUATA: H FT il SR ARTUAA B e P ik ARIL A 4L/ TgG1
1gG2a Fl 1gG2bo AL NIHLFIN TgG1 4L,

[0051] 4B B3 1 BT s » B b AR AT L 0388 A% T REA 50 B AR e M e AR (b4 e B S B8
B e 2 AR OB o o R A w1V 481 1 2 4 G L-CDR1 (L1) H. 55 £ 52 44 o B 1 491 1 42
H-CDR2 (H2) o ZRALHRE S m] dd ok 4 & S b i R 5 » Sl HLAA AH R H-CDR-3 X o BE Z 41175
FEVLH RSB 13 s

[0052] % BH AR 6 A8 X5 B BT K 4> T2k 1 MS—R 3. 3H1 X 3. 419, MS-R#3. 4H1 X 3. 41.9,
MS-R#3. 4H3 X 3. 417, MS-R#3. 4H3 X 3. 419, MS-R#3. 4H7 X 3. 419, MS-R#3. 4H7 X 3. 417,
MS—R#3. 6H5 X 3. 611 MS-R#3. 6H5 X 3. 612 MS—-R#3. 6. H8 X 3. 6. L2, MS-R#7. 2H2 X 7. 2L1 .
MS-R#7. 4H2X 7. 2L 1. MS—-R#7. 4H2X 7. 12L2, MS-R#7.9H2X 7. 2L1(L1) .
MS-R#7.9H2 X 7. 1211, MS-R 7. 9H2 X 7. 1212, MS—R#7. 9H2X 7. 12L2 (L1+2) .
MS-R#7.9H4 X 7.11.L2, MS-R#7. I IHL X 7.2L1. MS-R#7. 11HI X 7. 11L1,
MS-R#7. 11H2X 7. 2L1 (L1) « MS-R#7. 11H2 X 7. 9L1 (L1) - MS-R#7. 11H2X 7. 1211 &k
MS-R#8. 1H1 X 8. 2L1.

[0053] A7 S g BEHUARI = AR FER T B 7. BIRRE RS LR / Pk T
A3 BRI BRI et / Bt ik 43+, JUHK B MSR-3 Fl MSR-7, 3 4k, 28 X o8
BEDLAA S / HUARI BE ZRFAEPE CDR- 21T V= X AT Bt SEQ 1D NOs :32.33.46 H1 47 (MSR
3. 6H5x3. 6. L2 ;V,—, V,— [X ) 534.35.48 FI 49 (MSR 3. 6H8x3. 6. L2 ;V,—, V,— [X ) ;36,3750 Fl
51 (MSR 7. 4H2x7. 2. L1 ;Vy—, V,— X ) $38.39.52 Fl 53 (MSR7. 9H2x7. 12. L2 ;V,—, V,— [X ) 340,
41.54 F1 55 (MSR#7. 9H4x7. 12. L2 ;V,—, V,— X ) 542.43.56 F1 57 (MSR#7. 11H1x7. 11. L1 ;V,—,
V- X)) BLR 44.45.58 Fl 59 (MSR#7. 11HIXT. 2. L1 ;V,—, V,— [X ) FP5 . e L s i
AE ST B S F IR CDR3 X #ii& T SEQ ID NOs :60 3| 87. *f T 5 £ MSR Fifk 5+,
Vi V.=« CDR X W] AP 56 8 81 10 FET B340 5136 e th, JUHLE SEQ 1D NOs :32 2] 95 A+
MS-R Fifk / Hiiksr F #3. 6H5 X 3. 6L2. #3. 6H8 X 3. 6L.2. #7. 4H2 X 7. 2L1. #7. 9H2 X 7. 121.2,
#7. OHAX 7. 1202 #7. 1 1HL X 7. 11L1 #7. 11HL X 7. 211 1 #7. 9H7 5K SEQ ID NOS :294 | 413 FH
F-MSR-RFUA / Bk 4> T #3. 3HL X 3. 419, #3. 4H1 X 3. 41.9.#3. 4H3 X 3. 4L7.#3. 4H3 X 3. 41.9,
#3. 4HT X 3. 419, #3. 4H7 X 3. 4L7. #3. 6H5X 3. 6L1. #7. 2H2 X 7. 2L1, #7. 4H2 X 7. 1212,
#7. 9H2X 7. 211, #7. 9H2 X 7. 1211, #7. 1 1H2X 7. 2L1, #7. 1 1H2X 7. L1, #7. 1 IH2 X 7. 12L1 &%
#8. 1H1 X 8. 2L1.

[0054]  [RlUk, B T DL B SO Vi X, R B e oAk 23+ AT G d& 41 SEQ 1D Nos :294 |
323 T —352 X1 Vi X o ZRflh, B T BLE 52 X V= X, SEQ 1D Nos :324 3| 353 #iiA 4L
V- R EFEER B IPUARS 7. FHAI CDR-3 DX LA 15 SR, UL B I vy )7 %)
7~ T SEQ ID Nos :354 3| 413,

[0055] & BHIIBTIAR S T Al B AT O AN AL T VAR Sy s | AR PR, 2 LU Bent ley,
Hybridoma 17 (1998) ,559-567 ;Racher, Appl.Microbiol.Biotechnol. 40(1994) ,851-856 ;
Samuelsson, Eur. J. Immunol. 26 (1996) , 3029-3034.
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[o056]  TEFH L b, 7E R ME B -A4(ERAE / S5 ), N- R Al Hp () R AL T HifAH B
VEH 581 B R PR T BE R ES A N- AR v sl (8] A7, (HAE X L8155 0 T AN 3R 15 ¢
KEM g BRI, BER] REI oL (R 456 2 Fh R AT A 5 Bk B AN ) e A R i, R ZRABLT
MIZREER) B-A AHEAEH . BRI, AR HIAZMEERIHAB FUk, B EAIE A REM
B -A4 (i@ 5 N- R fl b (A R ALAH AR ) LRI BeAS e F b R RS B -A4 A
Ao XEHASIA B ARPIPUAA

[0057] EmAREARKHEBIA D 75 AB 8w v B S ), Ky fEAK T 2000nM, 4
EAC T 100nM, SEARZEAR T 10nM, HARIEAR T InMo I 83X Fh o F1 o ] 18 o 41 1 fr ik A
A AR O R0 5 v 5 e 3X 28 T 3 ARG AR PR T BIACORE™- 1 %€ (www. biacore. com ;
Malmguist (1999) ,Biochem. Soc. Trans 27, 335-340) I HFRICHABARICA B HIEAHI Z .
[0058] & EHMIHLMA T TARIEREAEM / SRS (BUIG ) Wb A A BIE R FEBE [ R / &5 4 1)
R HBVER T — AH OGRS, BB R B IS . REHPUE / ik sy RaERs 1k 1k
P RL R ARSI E FR I A B SR 4R, a0 PR Infe) 1 ik « RAUHE , AR BRIk oy AR B ZEA] 1 P
NN/ BRSMI e Th SR AB R, REABUE / Bk TR T B A O, JUE
M TASCCUF iR 5 A &9

[0059] kBB ARG5S A ST SR BUR 7+ LR 43 o

[0060]  PITRIZER 4 1] LU RARL IR 73 LA EA IR 5y + . BRIk, R B IAZ IR 7+ 7]
DL RAR VR A B G . & T4 4E DNAL RNA LA PNA H/E T B ST 2 414
[0061]  X%F T A4 AN 53 5 AR 52 1795 7 41 R I N K BH A% B8 7 o 91l 4, W] A
JABN TR IG R/ SRR R R A RN EZ R BRI Y). GI1ERE T R gL B
VY 4 25 — 1 35 19 2L A 3 15, W Gossen #M1 Bujard (Proc. Natl. Acad. Sci. USA 89 (1992),
5547-5551) Il Gossen 2% . (Trends Biotech. 12(1994) ,58-62) FiR, ol & b 2 K40 - i F
RIFLRI RIS FR S, W1 Crook (1989) EMBO J. 8,513-519 FTik.

[0062]  thAb, BE—30 H IR 7> 7 I AL S o Wt Me s A/ SRR . ik s i
Al FRE Ry THUA Mt N R/ BROMIAL IR . TR BE IR 43 1 B8 FH I Y A8 3%
BRI i G R REAE 40 f e SR TR L R 23 o ARG 1D, R B PEAR IR R B ) 2 1% Y
BRm] <R T B CRERRTT ik RS — AR T B bR TR Ry T K
TR B 43 T~ 141 7 V246 AR AT 380, 01 DNA T RNA E[V325 \PCR BR S | 4B . st vl B 3%
PRI A ()5 72 B 2 5 N R B R % 23 1 I B 0 77 Vs

[0063] & BHRZER 70 1] LR S 4 7= AL R G % R 7 1 B HE B Bl A & (T4 kA%
B+ KWIIZER 73 TRk 2 8k i —# 45 o

[0064]  [RIAC A B0 Fo A 5 A BHAZ IR 73 T~ B

[0065] A BH (A2 A RT DL ) 4 TR R R 9 55 W I Ak B A A 2 A B 1
WAL TR, Bl AL 58 2 5L R bR ic 5 R, REAE & 18 I - 40 Mo Fn G 1) 25 1R T e R
REA

[o066]  5i4b, i T R IHBIZIRITH), A K W E iR n] G Rk = dil o i, Rede-& 18 1 1E &
WIS R IE GG X o X PR HIT XA N B CAN T ALHE A B B R L B R ah S
RS Nz E N A=Y e R YN AL

[0067]  Jx BHIIRLIR 70 T DL GE il AR I 2 T P i Rk 45 /7 471 » B8 A0 FLA% B A 41 i b 36

13




CN 101781368 B OB B 11/204 71

1Ko

[0068] i PR £E HAZ A A% 40 o b 2 3K 45 T o AR X ARSI H AR N S #vin . i ESCRTIR,
AT A R DR A SR AR A BT R A R R SR 2% 1 SRR B SR B ARk 22 I B R A
To G T AR S USRS R A/ BOR AR IR BRI R B T . STF
E A5 g Lz ) 1 32 40 P SR8 IR R RE T Y T AR RE CMV-HSY i 1 0N /R 31 1 SV40.
RSV-JH )1 (57 IR EE ) NGB R F 1 a - 3301 B B E - 75 S48 MMTV- )3
¥ (B RMERE ) e EmE N - SUUHRE AT BUGE, R OV
5 7~ B SVA0— M 5R 1o X T A A A i AR 3k, AT S AR 2R 22 - PGDF—, NSE-. PrP- 5§
thy-1-J33) F. Bk J3 3 775 4 9k A1, #5348 T Charron (1995), J. Biol. Chem. 270,
25739-25745, Xf T 7F Ji % 40 o b 4R35, fiik T £ 0 J3 30 7, B 46 % W1 tac-lac- 3 3))
T trp JAB) o BT H T8 ALK o4, X 269877 o 4F ] A4 2 8% 5 R T
e % 215 5, W1 SVA0—poly—A i i 8k th—poly—-A A7 si. fE UL J7 [, & 3 K 3R 18 Bk
7E A4 B 401, 11 Okayama—Berg cDNA % i %% & pcDV1 (Pharmacia) . pRe/CMV. pcDNAL,
pcDNA3 (In-vitrogene) . pSPORT1 (GIBCO BRL) . pX (Pagano (1992) Science 255, 1144-1147),
W% BE XY 2% AT #4411 pEG202 HT dpJ64-5 (Gyuris (1995) Ce1175,791-803) , B Ji 1% 3¢ ik 2 14
41 lambda gt11 3¢ pGEX (Amersham—Pharmacia) . [& T A& IR D T, & —F 8
TGS 0 WAME 5 RIZR P o IXEEFE AN T AU AN S #hvn . A, Bk T H 3 ik
RG, Hedh T R W IR BI040 e DX = R e 21 AT N S AL R 7 -1 W 4 i - 51) A0 A R 24
Bl BT RANAERITE I FI 2 LR K 4 B G, I AT 5 PP 91 B e SRR dr el
B P W 3 J o () s A BT o AT, SR A1) R G i il B 1, B RS T T R A
1) C— B N— A i 46 K, e e s AL R AL - i alifl . — B3k 8 A28 418 =9,
16 FYERF T 18 & R RIEZIR P ) 4T T YERR, AT R, B RECER R 44k & I Bt
oy FEIL R W PRI B S fE 3/ 18 F A8, AT AR SO X ER . 1X Mg 3
AT T DRI R BB / Piiksr DU T/ 29I E . ik 3= 40 fathml 4,
Fo 5 T B G AR 2 ST L, AR AR 2 T T N, DIk B AR R 22 T T4 e o XM rE - 40 i R
TREIGIT .

[0069]  5j4b, A BHA MR W] LR SR AK IR R G A8 B R R ) 0k . JR PRV R el i
TE RSN BRI B AR T R N A b e R R R EEN A —. M
LPUR” FARE T RIEHUMME KB [0 TP MHTR I ZE /N B sCapsoni, Proc. Natl.
Acad. Sci. USA 97 (2000) , 6826-6831 Fll Biocca, Embo J. 9(1990),101-108, H T{&#Mulifdk A
FERIVG T A 1E B 7 R B S 3 R G il T SOk B A AR N i L 52 LA
1 Giordano, Nature Medicine 2(1996) ,534-539 ;Schaper, Circ. Res. 79(1996) ,911-919 ;
Anderson, Science 256 (1992),808-813, Isner, Lancet 348(1996) ,370-374 ;Muhlhauser,
Circ. Res. 77(1995),1077-1086 ;0nodua, Blood 91(1998),30-36 ;Verzeletti, Hum.
Gene Ther. 9(1998),2243-2251 ;Verma, Nature 389 (1997),239-242 ;Anderson, Nature
392 (Supp. 1998) ,25-30 ;Wang, Gene Therapy 4(1997),393-400 ;Wang, NatureMedicine
2(1996) ,714-716 ;WO 94/29469 ;WO 97/00957 ;US 5, 580, 859 ;US5, 589, 466 ;US 4, 394, 448
8k Schaper, (A £ AR 24 57 W A 7Y (Current Opinionin Biotechnology 7) (1996) ,
635640 FA L 5| 2 7% SCHR. ik &AM/ sl AL AL 8 R ik T s 2 H 28 /
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4 fn (2 W.Blomer, J. Virology 71(1997)6641-6649) 8% K I ( Z W, Geddes, Front
Neuroendocrinol. 20 (1999),296-316 Bk Geddes, Nat.Med. 3(1997),1402-1404) [
FERIVRIT Tk, H T4 i / 230 51 2 5 JE BRI VR 7 A 8 ) A0 AN A s 2 5, 491 4
Meier (1999), J.Neuropathol. Exp. Neurol. 58, 1099-1110. & BHHIMZER 7 T FZ AR T 1t
M TSI ANERE G A R EEE CRWE W R WiE ) L 9T CnZkRH)
S ERIBRAEF AN, FH0 FREEFERGREAERAKER > THEZRERR. T
NFISE RNV TT 7 NAR G 3 A B ) D RE AR BT A 73+, IR T BT ik Rk Btk o e i TA
7 ESEA/ BBT 1R MR, TR S S VE R G I R S/ BUR AR AH O, AR R P i R
PG 55

[0070] PRIk, A BHIAZ IR 7+~ F1 / BR Bl A e BH Ak / 18 = nT el HAE 9 A 64 - B
A -G R TG J7ik . 2Rk T7 1M, AR B IR 7 F1 / B A wT TR
SRR/ BB (A ) RIEFN / sk e AR PRy ek B,

[0071] X TIEERIVA ST R, G fid A B IR Bl v B IR AZ IR T v [ 381 Ik DR A% 368 2R 4 i
B, 999 B A T B Bl B A 0 sl AR A R s R SR TR T SR

[0072] AU BHARIE S H R BH 30 2 G B A (1) g = 4 B st iy e BH a8 AR ) A A f 3=, B/
T T2 40 M Elrg = AR A B AR IR 7 F B & IR ML IR 5 - I B R s A B 1 . AR “ 1s4E A&
Wi el T HRIREERI A, 18 =40 M slirg AR i & BH AL IR 70+ BB, ‘B3 A4 i
BifE FeliE ALY / 2B — o IR BUEUA W A7 AE T AR AE M (1K) 18 3= 40 M slre
F=, RN EE RIS i 5k 43— HARGEAE S e 52 i 1) 73 B ] RS e 35 2118 S 4i e sl g
EE R

[0073]  AJ WA F= 40 Mo m] LR AR R A% s AL Al M o 53 1 ) A% 40 e — i T e 5
RKIAT B BSAh 55 2 SRR 1R o JHe 471 S A0 58 097) B0 T B ) A A0 o -5 1 5L 1 40 B P 491
TR BRI, AT B R H S UL e BRI P Bl 5 R 30 A 40 P 2 18] B2, R 4 B R AE )
YA i, e L3 4 i 0 HEK293 . NSO CHO . MDCK . U2-0SHe1a, NIH3T3MOLT—4. Jurkat.
PC-12.PC-3. IMR.NT2N, Sk-n—sh. CaSki.C33A, X465 =40 ol CHO- i jw m] $2 (80 3% f5 &
Wiz R PR S 1, B LT SR IS MES HOE ) L) B DOER M sk
oy F R I BESY o ANOUBE VAN B B 2 A0l 40 i R 3RS B 4 R AL, 1535 B
BRI (ATCC) o ARFEA B, SEU A JRACLE N / 40 ja % F- ] V5 1 F= 4 Mo R 45 2
Aeo PTiRdi Mok e ke B R AR (B s A R AR sl ILsh (BN /D ERBER
W) o AT fE R4t T ARk B/ BRMT B4 R e e A R A L R 4 . b
I JEACYH B AR A UG S IR AR TR I T 4 i CIRE 1) B R8s 5155 .
[0074]  FE—ANSEAESEI T S, FAR R B S AL )18 = 4 M A2 ol 2 o 4l i s oo+
M (A sR & s T4 ) I B s N EL P AT AR (R D) o AR, B AR LR
1) CHO- 4fi i ml e A S 120 X PP Al MU B 7R Rk 70+ RIA R IR 7+ B3R IE
= FAE . XS ARG R AL IR AL o

[0075]  fi = AT LA AR AR LB, S iid /D Bl KB 402 /R i) Mk BRI
FLENIAT T R IR MV A AT S, ik ia s Bl Mt f / s A8 i . Ak,
AR R A T R R PUA S (B3R B o WA FTRTiiR s+ (B
B B A PTRTE o WAARSTIRZIR 77 1M/ 88tk N e H THE IR R ER I .
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KM IR > FE A EFER S NAEATE £ H e b6 f5 10 3R 8w T R k. 7
un, R SE R B A4 1 T Rk iX R SRR e 1 1 A8 B R I HLA S 7 177 s 2 W
US 5, 741, 957.US 5, 304, 489 8, US 5, 849, 992, 77 A F 4R AR K B IKAZ R 7> 1
B AN AR SC IR PUIA 7 iR R RE I O i 7 41, mT R E e 4 T SRR e B R B Bl 0/ B
a1 451, B R E Bk B - FLEREE .

[0076]  Jx BHALERAL TV Tl & R B IGBuAk 7+, GRS TERE & BUTTR LR 7r F IR T
BEFRASC TR T E A0 M T TR S FR b [ BT R B AR 4y T o

[0077]  Jx B S (AL & DAL G R BHPUAR 43 B b ST 7 V7 AR 1 S & B 1
Iy PRI R 5y 7 BARAHE TR 2 4y 7 8k b 30w SUITE 3240 e LR T IR I 5 2 s ph sk 28
G0 T MBS TP FEBETE B BE A 5% O e M FEBE I 2 7o WA SCRT A, AR “ A5
W AR L AR EY .. XFA GRS 5D .

[0078]  ZH-&W)W] DL B A B AR TE 2, 7] LUK R A FLVS B S e R riddl &
YR EFE— DA R PR / Bk s B8R B IR 4+ Bk EiE . IR
HEWEFER D 2 AR HBURY 7B GiE T R BUIA 0 TR 73 1, 0L 3 A4, BALIE 4
A, Ik 5 Ao IR 1A W) TR HE S5 AE 1 R LA / Bk s+, AT ST in el
TR 77153545

[0079]  fRIEFTIAZYYA A YMT ARG 252% LT B2 8 kA / sk . ASCaTid 29921
G WATRE A TR AR A/ B AR MR . FTIR S AR (EAN PR T B AR R R G
i~ WL AR R AL (ALS)  JE A AR far =5 20 PR s A% M i HH i 3 Q%A « HIV— AH ORSRR: |
< 8K Eo R 5 3 S AH IR IR AP 22 T0 P o WA R IR IR 2500 205 1) 3 Ve R e BRE T 1 FRT A 44
) B AR SR VE A B B IR AT RO . BRI, AR BHAR I & R BHAL S 25 A G TE
7 5 B APP £ I RBARAN / B FEBE T AH O R0 / 2R L

[0080] A3 [ 25 Ak S T IR/ B3O T8 300 PR 461) 5 7 A S0l 384 R B0 465 i 1R 2 v 7K
T K FLFR G / 7K FLF) S 2 R R AL REE ) JC TR SR . BRI AR I AL S ] E
R T R . XA A e LA E T B 4 2 . A IE R AL
AT IE AR 7 S, nFR R PR L B LI PR R B N« S B Y it
o Prid e FRE 0 RE 18 ik v 55 R0/ BRA a8t 380 i s ik b i) 67 s BR B 4 BB 2R b e . &
BHZH 50 R B it FH B AR A, W IE e 4 A 3 B A s AL 5, 15 o TR 2T
Z 5 1B IMANG R R 200 o 1 B 22 A N 1, AR AT AN I B 10 2 (R 35, B HE
AR EY AR AR AFRE A7 it FH PR 2 AL 4 P ) < Tt P P T R A e i e A e [
i 258 . B R0 YR M AFAE B I AE Ing FH 10mg/kg IR REFIE ) 4R 1%
JEAR T am T s s B F &, T E LR IR . 05 e E i, e E v e
11 g 3 10mg A7 BFT AR E AR 3B

[oos1]  HEfEfeidik e BAVEAL IRdE . KA GY ] REsa St .« FEREIANE R BT
ERETE N TP B4 2 48, 22 I, Bard (2000) , Nature Med. 6,916-919. Jiz & 4 i FH i it A0 35
T 7K BRIV PR o AE AU R0 22 TN ZBE5R & B ARA) 3 R vl
A[VES AR WS LW S /KSR RE KB / K FLFR) SR I, A4 £ K g o
FeJo o 'E AN TS SRRV VR ARA A e B A e B R A LR B A S VR B AN
R o BRI P BB RE LR TS TR e FEURRRCRN 72 (A DA A ERE 2R A ) 46
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7 JE R AN EL B AN ISR AT A7 A, 90 AU R ) B AL R BE S R PR U SR . AN, R
B I 259 20 A m] AL S 2200, Bk T2 A S U g . Brd i) v LU AEH T
KRR R 25), BRAR A DR AP ERL 5 HEL Gl i il 100 )7 WML Eg RS2 A B RS BRI R it
SR RAEFDHIGE o IR 259206 WRe 03 B8 58 22 0], dnpp 220 A/ B 4
AR T 4EAEER E BR o - BB IR .

[0082] WA G4 VL R AR B R IR B I R s e FH T30 T7 A R B IR 50, 1K 4
PRIRIEA RIS S B T BE APP ZREE B BE APP N T &A1 R e H TR Bl IR %
R PR A L i, FErh et - B MIRANTIR L RPEVER . eTHRER T A RE
ST WAKEIEAR SO T A &9 .

[0083]  TEREHIMI— MRS T B, LR A RHAGY e &Y, #—DP4a
PR A G . A afEe b 14 ER kG-

[0084] PR iZW4l-& W] A5 & W AL -S4, e ol AR A R B AR e X/ A I BL
o (BN TR G S & / BAE N/ BSOS A SR

[o085] [ fASZEFMIREH T-45 & A e X e WA 5 AR K L &Y n] HEES &
P [E AR SRR o 38 L8 SR AR AS ST B 0 S i s L ) S AR A L L B R LG B e L
BRVHEPERR A S B BN B A AN / B AR I IHAL AT 4E 4% B B | duracy tes. FLAN
[N RERE IHRVE S . KA, R e AR IR AT 255V 2 AN R A . VN 1R i 41
THFERIE BRI R R LK BN I OO0 R G 781 280 e e s B REE R RO
MBI 2T 4 2 SR N M R BRI BE R ERAT o A T R W H ), B AT DL Al aiAS
Wo LIH%OE T & Sbr i Mbric 7775 Hak— 2070 R oCHiR . [5E / BIARALETIR & AL &)
()18 T3 12N, AFEEAS R 15 7 VK A A B 55

[o086] & BHIIZ W41 &0 A IE F TSI AN / B & APP Fl / B APP- I =4 (4%
VERIRE - B), BUH AR / B s LR /B (Bt ) B APP- D) .

[0087] Lt B s+ B 7, A BHAL G400 il A2 2 BH BB AA 23 5 4R PR 12 W il ) e o
()42 B 2 5 ARSI ] 7K ¢ e R D S T 1)l PR L AV R AR T o

[o088]  FH T-2Widl &I TR A &k AL G L IE PR IR id o 2 B AT FH THRid A
I3 MASURE AN NI IEAR R BTG P o X P ARG AN RIR T T1 jssen, (B
V=) 52 I SE B A FE ) (Practice and theory of enzyme immuno assays) , Burden, RH 1 von
Knippenburg (F4) , 15645 (1985) , (7 T W)W I A T ) Basic methods in molecular
biology) ;Davis LG, Dibmer MD ;Battey Elsevier (1990), Mayer 25 ., ( £ 4% ) (40 s f1
DT A2 5 1:) (Immunochemicaimethods in cell and molecular biology)
Academic Press, London (1987) , Bk N (2% /57 7E) (Methods in Enzymology), Academic
Press, Inc. o

[0089]  “HVFZ AFEIFRICHFRIC T EA AR WE AN 72 O8N B T AR I FRId2E
Y B B FE R EUR PR R 2= RS & B 2O AW AL RO E IRV RO A&
Y.

[0090] 5 FARICEFEZOLHEL (BIOEER A FHH B 4058 ) (B (R BRI Ak
B B — FUME G R E B IREE ) U PERIALZR (18 7P 50D EM R R
S&E M - BUEY RO G (B AR T e 2CRFERIT IE ) o FRicid B A Ak
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RN, BRI R ) R A A R IR I L B IR AL AR R AL

[0091] il 5 VA A FRAEASER TR B 55 96 BACEE BB AR I N 2% . R I
DN s A8 S (R 28 B AR TS PR R 3 v XM B A TR ED I8 L FE B« RTA (i
SR ) A TRVMA ( H 2 U I 5E ) « BIA (BRI 52 ) « ELTSA ( BEE S e W B 5 )
FTA (56 mE ) 1 CLIA (A2 R OG5 )

[0092] kA, A BHAR AR & B BT R 43 1 FH 34 8K bl AR B 5 v = AR Bk 4y 1, A A
KUHIAZ IR > 1 3R s 32 LU & 2 sis Wi & 1 7B <397 A/ B2 W S5k
FEAE RN/ BT R BETE AR G IR o S ML IR B, A SCHT iR &4 (JUHE R
PRS- ) AT/ 86T 500 R R 5 App—/ BRIERFE AR BAH S &tk . Bk
gy Funbh (R TRER) ek e, 158 166 MERIUHHE 1661 A Pk, s Ll
E PR SRR S DU B8 Fvs (ScFvs) BOBURE % scPvs SR EUH THl % 29 A 59 .
B el b PR R, ik T T2 Wi o, BT R BB T/ R A B 4 F1 /R
SEMFEUTRY / PR S A BAER

[0093]  [KIIt, A B AL G400 () F e A A FH 2 406 0 il it R T AR 2 T g , X 77 B 000G
Bansr il B - JERFEBEEMAE (BE) VSR B - JEMFEBEE B B s o i B s 1
Fir7s, R BRIBUAR THREAH TR0 A B MR CE e P4 . Rk, R B e
T A E AR URR Y / B8, TS Rve b st / BEar i, DL TR oiiir.
AN R R BB R 7+ F TR P TR SE R AR B, DL AR RE B S A7 AE RIVE R FEBE / DTAR
Yo WAL, KRB BIPUARS TR TP0 A B 4 MMl Sl 77, Bl Fe #ia A K Bk
FBUETTIRTT AB 4/A B 4 YUARMIITERR . Pl PUIA) Fe #a R A T Fe- 2460 S 1
PENE, B S  EE A0 M (g B/ BN i ) A/ BB A . X T Fe #54)
FHR I e N AT KB 0 FOUEAE () 1g61- M8 . WiASCRT i, ik
B BB 73 S i AR [ B 23 B A% R 23 R IR IR A8 R Bl AR i B I 1 = 4t B v 7 AR
LR AN WA T e G HUAR S I TR K 1gG2a— 8L 1g62b— f4L,
[0094]  pS AR T A6/ FRUC B P DL 1gG2a FiT 1gG2b T8 X 1) fa e BR AR (R 42, 49 don s 2% 4
R BRIPUARS T, Wit Rik (N ) BFAE R s5E4R 1) App~ App— FBURH / Bk A B 4 46 LA
/BRI

[0095] Lk Sk AR BRI /SR AR B T A D R 0 0 RE (AN PR T R BT R R
BRI 2 BN R0  TH AR EC e ALS (JULZEZa I SR A4k ) 9 JHIV= AH SRR LA 78 —
PRI DR 0 9 A7 =2 20 5t A i S L B PR 2R A AN S 3 A R AR & T . A
AR TR SCER A A T o B / BT STEm R AE R / Be B e
HCH R R I

[0096]  [Al, Ak I AR AE 7 077 B LA/ sl GE IR AR R AT/ sl AR MO, L RE
WA SR R B T R 7y 1R/ 800S0 LAY 2R E 1, 2R
B BT IR R/ B SR MR A/ B R B B ITIR A AN/ B AR R
I o

[0097]  TAIAE S — AL b, AR R AR S 2 D 1 AR 20 1AM
BR Ay 20 L AR E D L AR HITE £ AR, AR R il — D Rk 2
ML WAFE R/ BRI B AT B 2 B2 SO Wl e F B AR s dh k). eah, &5
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R BTN B R SR e TN BUR B & s B AR AT

[0098] A< B & vl A A b A T 58 ek IR 7 R R BeE A IR 9T T H sl = T H A TR
iR Z RN AL, WnzWrid & . ok, RETEAHE ]Sl — R AR/ Bs i H
(Y ERIASTIN 7 ¥ o HAE TR A R A T AR U AR B2 AN AR I

[0099] & B RAL T T A A% T 308 itk +, BFE 2K

[0100]  (a) FEEZ FR1T B HUIARR) Fab HUik v BB SCHEE, A& 222 1/ Hi SEQ 1D NOs =21,
23 8% 25 FT 7R R 2y 1 4i 5 1) V- IX A CDR3 B % 7> 1 /N1 SEQ ID NOs :22.24 % 26 fi7R
Vi~ X [f] CDR3 Z IR T4

[0101]  (b) JBiLHT A B /A B 4 VIR FT1E Fab Atk SCFE

[0102]  (c) %E5E ftE ol

[0103]  (d) RIXIEFEM ALl

[0104]  SARALR BB / Brik 7+ AR AE BI04 5 Ak B 3 ] A 65 1R B0 AL BT e X
B A4 [ — AN A XL/ RALRSE MR M s R A Bl & 7 — AN LT e, 4
B A4 — BN X/ RO Tl IR BB FREREAT () & B -A4 MEERR 2 B 10 (5
(a) Hi 7y ) MR MR /8 (b) % B -A4 KRR 12 3 25 (81 (a) H#4>) (SEQ 1D
No. 27) WAL LA I =B AT

[0105]  AATURE A A 2 BEZ T A R B E iz se iR B 51k BRIt s it 75 RAEAR
AU e XL A LAk T A HE AR ST 2R A BT IR () CDR AT 3522 H- 438 T+ Yang (1995) ,
J.Mol.Biol. 25,392-403 ;Schier (1996), J.Mol.Biol. 263,551-567 ;Barbas (1996) ,
Trends. Biotech 14,230-34 8% Wu(1998), PNAS 95,6037-6042 ;Schier (1996) , Human
Antibodies Hybridomas 7,97 ;Moore (1997), J. Mol. Biol. 272, 336.

[0106]  “¥WPE” - FARMAEARGIL A, 22 WA Kay (1993) , Gene 128,59-65. IL4h, H
W ) 1% Borrebaeck (1995) , (Pt & L F£) “Antibody Engineering”, OxfordUniversity,
229-266 ;McCafferty (1996) , (PifA TFE), Oxford University Press ;Kay (1996) , (5256 %
FH) (A Laboratory Manual) , Academic Press $2 it A4 7 &, "R G A & I & 24 .
[0107] AR5 vE T @ — R IR, W itk se b — 0l il i Ak A AL, bt
I+ Frs .

[0108]  EAALASSC TR Bk oy 710 5 A — 20 s+ Bl 7, S4Bk / Bk oy 1 E
)RR R B -A4 Ik /AB 4/AB 4/AB 4 1) 2 AN

[0109] L CHTIR DR (b) FATIR AB /AB 4 IRIERBEN AB /AB 4. A5 TR
WYE CHnps el Bk ) g G rr RS iR R @ o> A B /A B 4 IR EL
P (e) A B EPEINR S SO H AN i A AR T Kay (1993) , 76 EiR 5]
e IR (o) TS ERIE AR K- (SR 52 o

[o110]  FTiR DI (o) % e ikl il Kof - HE 51 58 . Kof f— HEZ) X R A 7
CL %0 H 4 &R T Schier (1996) , 7E I i& 5] 3T 1 ;Schier (1996), J. Mol. Biol. 255, 28-43 5k
Duenas (1996) ,Mol. Immunol. 33,279-286, It4N, Koff— HEFIA T B o]+ . wT anf o
T HTIR I E AEFRIHES AT R 2

[o111] g1 ESCHA, W3Rk % 5 1) ve i LAE— 20 PEAG o SRR BEFH B s+ B 1) E 50 7
e, FISTF=AERILN Fab— BB, scFvs, XU 5P G BR AR 1 SURE S HEPTR 4> T
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Fab— Al / B Fv @il 85 B BEHUIAME TeGs, Rl TgGl.

[0112] SR TR A2 ftE AL Fabs BUR 4L 1eGs, IL1E TeGls, nl 3@ LL b It 5o
JIEMR e IX AP 7 AR ARAN PR TR 45 5 28 A ) B E K= (B IR 02 B« ELTSA- 5
RIA JU5E « CLIA- e« ( iz ) ZAZU2EME5T (Bl g Eie b FEBE ) Af 2 I e bk — Ho
() B —A4 HWE,

[0113]  FEA I B S — NSt 77 S8 i, S — o v e v ad o A2 S e = AR e A P Ak
W7 VAR T B g 7 FF B HE B 4 G SR AL COR- X 2D 3R, 49 an il ok Bk 25 5ok B
J R T ) 5 A4k H-CDR2 HIT L-CDR2, 3¢ f#-H H-CDR3, {1 AH [A]f¥) H-CDR3.

[0114]  FE—ANBAESLHE T Srh, R K O7riE R THI & A &), D IE .

[0115] (&) RRAR A ST B s+ B s 7 v s AL B A

[o116]  (b) HIAZFE ErlEe2 sk hil e e AL PUAA / Pidksr+, an B3Ok

[0117]  E&lU, S BH AR 3 AR FH AR ST BTk 7 V2 il 2% B 25 0 A6 ) FF B B8 2 s Ak i i o
T PR TRER SR B —A4 ik /AB4/AB 4/AB 4 ) 2 N EE, i E TR

[o118]  ASCHI M RIE A -

[0119]  SEQ IDNO :1

[0120]  AEFRHDSGY

[0121] B A4 JJRIFIER — A, “N- KR 5K / & fr”

[0122]  SEQ ID NO :2

[0123]  VHHQKLVFFAEDVG

[0124] B —A4 JIREUZE A8, “rpoe / BE X Ik / R Ar”

[0125]  SEQ ID NO :3

[0126]  MS—Roche#3 f#] VH- [X ( #%RFF41 )

[0127]  CAGGTGCAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGC
GGCCTCCGGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTG
AGCGCGATTAGCGGTAGCGGCGGCAGCACCTATTATGCGGATAGCGTGAAAGGCCGTTTTACCATTTCACGTGATAA
TTCGAAAAACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTCTTA
CTCATTATGCTCGTTATTATCGTTATTTTGATGT TTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCAGC (SEQ 1D
NO :3)

[0128]  SEQ ID NO :4

[0129]  MS—Roche#3 f{j VH- X ( Z R4 )

[0130]  QVQLVESGGGLVQPGGSLRLSCAASGETFSSYAMSWVRQAPGKGLEWVSATSGSGGSTYYADSVKGRET
I SRDNSKNTLYLQVNSLRAEDTAVYYCARLTHYARYYRYFDVWGQGTLVTVSS (SEQ 1D NO :4)

[0131]  SEQ IDNO :5

[0132]  MS—Roche#7 [ VH- X ( &%) )

[0133]  CAGGTGCAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGCG
GCCTCCGGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAG
CGCGATTAGCGGTAGCGGCGGCAGCACCTATTATGCGGATAGCGTGAAAGGCCGTTTACCATTTCACGTGATAATTC
GAAAAACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTGGTAAGG
GTAATACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA
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GC (SEQ ID NO :5)

[0134]  SEQ ID NO :6

[0135]  MS-Roche#7 [ VH- X (‘& ZERIT41 )

[0136]  QVQLVESGGGLVQPGGSLRLSCAASGETFSSYAMSWVRQAPGKGLEWVSATSGSGGSTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ ID NO :6)

[0137]  SEQ ID NO :7

[0138]  MS—Roche#8 f{] VH- [X ( #%&)F41) )

[0139]  CAGGTGCAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGCG
GCCTCCGGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAG
CGCGATTAGCGGTAGCGGCGGCAGCACCTATTATGCGGATAGCGTGAAAGGCCGTTTTACCATTTCACGTGATAATT
CGAAAAACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTCTTCTT
TCTCGTGGTTATAATGGTTATTATCATAAGTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGT TAGCTCAGC (SE
Q IDNO :7)

[0140]  SEQ ID NO :8

[0141]  MS—Roche#8 f{] VH- X ( Z R4 )

[0142]  QVQLVESGGGLVQPGGSLRLSCAASGETFSSYAMSWVRQAPGKGLEWVSATSGSGGSTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARLLSRGYNGYYHKFDVWGQGTLVTVSS (SEQ 1D NO :8)

[0143]  SEQ ID NO :9

[0144]  MS-Roche#3 [f] VL- X (#ZM&F41) )

[0145]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGAGCGTGAGCAGCAGCTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCT CTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGGTTTATTATTGCCAGCAGGTTTATAATCCTCCTGTTACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :9)

[0146]  SEQ ID NO :10

[0147]  MS—Roche#3 f{] VL- X ( Z 74 )

[0148]  DIVLTQSPATLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDETLTISSLEPEDFAVYYCQQVYNPPVTEGQGTKVETKRT (SEQ 1D NO :10)

[0149] SEQIDNO:11

[0150]  MS-Roche#7 [¥] VL- [X (#&RJ¥41) )

[0151]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGAGCGTGAGCAGCAGCTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGACTTATTATTGCTTTCAGCTTTATTCTGATCCTTTTACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO. 11)

[0152]  SEQ ID NO :12

[0153]  MS-Roche#7 [ VL- X (& IEMRIF5) )

[0154]  DIVLTQSPATLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDFTLTISSLEPEDFATYYCFQLYSDPFTFGQGTKVEIKRT (SEQ ID NO :12)
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[0155]  SEQ ID NO :13

[0156]  MS—Roche#8 [¥] VL- [X. (#ZE&FF4) )

[0157]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGAGCGTGAGCAGCAGCTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCT CTGGAT CCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGACT TATTATTGCCAGCAGCTTTCTTCTTTTCCTCCTACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :13)

[0158]  SEQ ID NO :14

[0159]  MS-Roche#8 [ VL- X (& ZERITFH1) )

[0160]  DIVLTQSPATLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDFTLTISSLEPEDFATYYCQQLSSFPPTRGQGTKVETKRT (SEQ 1D NO :14)

[0161]  SEQ IDNO:15

[0162]  MSR-3V,— [X [f] CDR3 ( #Z IR T4 )

[0163]  CAG CAG GTT TAT AAT CCT CCT GTT

[0164]  (SEQ ID NO :15)

[0165]  SEQ ID NO :16

[0166]  MSR-3V,— [X [f] CDR3 ( & ILMR /T4 )

[0167]  QQVYNPPV (SEQ ID NO :16)

[0168]  SEQ IDNO :17

[0169]  MSR-7V,~ X [f] CDR3 ( #ZR)JF¥41) )

[0170]  |TTT CAG CTT TAT TCT GAT CCT TTT|

[0171]  (SEQ IDNO :17)

[0172]  SEQ IDNO:18

[0173]  MSR-7V,— [X[¥] CDR3 ( ZFEIR)TF41) )

[0174]  FQLYSDPF (SEQ ID NO. 18)

[0175]  SEQ ID NO :19

[0176]  MSR-8V,— [X [f] CDR3 ( #Z IR F41) )

[0177]  CAG CAG CTT TCT TCT TTT CCT CCT

[0178]  (SEQ ID NO. 19)

[0179]  SEQ ID NO :20

[0180]  MSR-8V,— [X [f] CDR3 ( & ILMR /T4 )

[0181]  QQLSSFPP (SEQ ID NO :20)

[0182]  SEQ ID NO :21

[0183]  MSR-3V,~ X [f] CDR ( #2741 )

[0184]  CTT ACT CAT TAT GCT CGT TAT TAT CGT TAT TTT GAT GTT

[0185]  (SEQ ID NO :21)

[0186]  SEQ ID NO :22

[0187]  MSR-3Vy— X ] CDR ( EIER T4 )

[0188]  LTHYARYYRYFDV (SEQ ID NO :22)
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[0189]  SEQ ID NO :23

[0190]  MSR-7V,~ X ) CDR ( &R 741 )

[0191]  GGT AAG GGT AAT ACT CAT AAG CCT TAT GGT TAT GTT

[0192]  CGT TAT TTT

[0193]  (SEQ ID NO :23)

[0194]  SEQ ID NO :24

[0195]  MSR-7V,~ X [f] CDR ( Z LR/ %) )

[0196]  GKGNTHKPYGYVRYFDV (SEQ ID NO :24)

[0197]  SEQ ID NO :25

[0198]  MSR-8V,~ X [f] CDR ( #2741 )

[0199]  CTT CTT TCT CGT GGT TAT AAT GGT TAT TAT CAT AAG

[0200]  TTT GAT GTT

[0201]  (SEQ ID NO. 25)

[0202]  SEQ ID NO :26

[0203]  MSR-8V,~ [X [f] CDR ( LR /T51) )

[0204]  LLSRGYNGYYHKFDV (SEQ 1D NO :26)

[0205]  SEQ IDNO :27 AB 4 ( &R 1 3 42)

[0206]  DAEFRHDSGYEVHHQKLVFFAEDVGSNKGAIIGLMVGGVVIA (SEQ ID NO :27)

[0207]  SEQ ID NO :28 5|4

[0208] 5’ —GTGGTGGTTCCGATATC-3' (SEQ ID NO :28)

[0209]  SEQ ID NO :29 5|4

[0210] 5’ —AGCGTCACACTCGGTGCGGCTTTCGGCTGGCCAAGAACGGTTA-3'  (SEQ ID NO :29)
[0211]  SEQ ID NO :30 5|4

[0212] 5’ —CAGGAAACAGCTATGAC-3' (SEQ ID NO :30)

[0213]  SEQ IDNO :31 5|4

[0214] 5’ —TACCGTTGCTCTTCACCCC-3' (SEQ ID NO :31)

[0215]  SEQ ID NO :32MS—Roche#3. 6H5 X 3. 6L2 (1] VH ;DNA ; A T 74

[0216]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGOGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGCTAT
TTCTGAGTCTGGTAAGACTAAGTATTATGCTGATTCTGTTAAGGGTCGTTTTACCATTTCACGTGATAATTCGAAAA
ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTCTTACTCATTAT
GCTCGTTATTATCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQID NO :32)
[0217]  SEQ ID NO. 33 :MS—Roche#3. 615X 3. 6L2 ] prot VH X ;& A /1 ; N T4

[0218]  QLVESGGGLVQPGGSLRLSCAASGFTESSYAMSWVRQAPGKGLEWVSATSESGKTKYYADSVKGRETIS
RDNSKNTLYLQMNSLRAEDTAVYYCARLTHYARYYRYFDVWGQGTLVTVSS (SEQ 1D NO :33)

[0219]  SEQ ID NO :34MS—Roche#3. 6H8 X 3. 6L2 [£J VH [X ;DNA ; A T.J ¢4

[0220]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGCTAT
TTCTGAGTATTCTAAGTTTAAGTATTATGCTGATTCTGTTAAGGGTCGTTTTACCATTTCACGTGATAATTCGAAAA
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ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTCTTACTCATTAT
GCTCGTTATTATCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQID NO :34)
[0221]  SEQ ID NO :35MS—Roche#3. 6H8 X 3. 6L2 (] prot VH X ;&R [H & /1 ; A TJF4

[0222]  QLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISEYSKFKYYADSVKGRETIS
RDNSKNTLYLQMNSLRAEDTAVYYCARLTHYARYYRYFDVWGQGTLVTVSS (SEQ ID NO :35)

[0223]  SEQ ID NO :36MS—Roche#7. 4H2X 7. 2L1 (£ VH [X ;DNA ; A\ TJF%)

[0224]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGOGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGCTAT
TAATTATAATGGTGCTCGTATTTATTATGCTGATTCTGTTAAGGGTCGTTTTACCATTTCACGTGATAATTCGAAAA
ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTGGTAAGGGTAAT
ACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQIT
D NO :36)

[0225]  SEQ ID NO :37MS—Roche#7. 4H2X 7. 2L1 f] prot VH X ;ZE A i /1 ; AN T 74

[0226]  QLVESGGGLVQPGGSLRLSCAASGFTESSYAMSWVRQAPGKGLEWVSAINYNGARIYYADSVKGRETIS
RDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ ID NO :37)

[0227]  SEQ ID NO :38MS—Roche#7. 9H2 X 7. 1212 f¢) VH [X ;DNA ; A\ TJ¥%)

[0228]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGCTAT
TAATGCTGATGGTAATCGTAAGTATTATGCTGATTCTGTTAAGGGTCGTTTTACCAT TTCACGTGATAATTCGAAAA
ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTGGTAAGGGTAAT
ACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQ
1D NO :38)

[0229]  SEQ ID NO :39MS—Roche#7. 9H2 X 7. 1212 f¢] prot VH X ;ZR )% /1 ; N TE41

[0230]  QLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSATNADGNRKYYADSVKGRFTIS
RDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ 1D NO :39)

[0231]  SEQ ID NO :40MS—Roche#7. 9H4 X 7. 1212 f¢) VH [X ;DNA ; A\ TJ¥%)

[0232]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGCTAT
TAATGCTGTTGGTATGAAGAAGTTTTATGCTGATTCTGTTAAGGGTCGTTTTACCATTTCACGTGATAATTCGAAAA
ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTGGTAAGGGTAAT
ACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQ
1D NO :40)

[0233]  SEQ ID NO :41MS—Roche#7. 9H4 X 7. 1212 ] prot VH X ;855 /1 ; A TJ¥4)
[0234]  QLVESGGGLVQPGGSLRLSCAASGFTESSYAMSWVRQAPGKGLEWVSAINAVGMKKFYADSVKGRETIS
RDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ ID NO :41)

[0235]  SEQ ID NO :42MS—Roche#7. 11H1 X 7. 11L1 f¢J VH [X ;DNA ; A TJ¥%)

[0236]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGCGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGGTAT
TAATGCTGCTGGTTTTCGTACTTATTATGCTGATTCTGTTAAGGGTCGTTTTACCATTTCACGTGATAATTCGAAAA
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ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTGGTAAGGGTAAT
ACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQ
ID NO :42)

[0237]  SEQ ID NO. 43MS-Roche#7. 11H1 X 7. 11L1 (] prot VH X ;8545 /1 ; N TJE4
[0238]  QLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSGINAAGFRTYYADSVKGRFTIS
RDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ ID NO :43)

[0239]  SEQ ID NO :44MS—Roche#7. 11H1 X 7. 2L1 [¥) VH [X ;DNA ; N\ TJ¥%1)

[0240]  CAATTGGTGGAAAGCGGCGGCGGCCTGGTGCAACCGGGCGGCAGCCTGOGTCTGAGCTGCGCGGCCTCC
GGATTTACCTTTAGCAGCTATGCGATGAGCTGGGTGCGCCAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGCGGTAT
TAATGCTGCTGGTTTTCGTACTTATTATGCTGATTCTGTTAAGGGTCGTTTTACCATTTCACGTGATAATTCGAAAA
ACACCCTGTATCTGCAAATGAACAGCCTGCGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGTGG TAAGGGTAAT
ACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTTTGGGGCCAAGGCACCCTGGTGACGGTTAGCTCA (SEQ
1D NO :44)

[0241]  SEQ ID NO :45MS—Roche#7. 11H1 X 7. 2L1 ] prot VH X ;&AL /1 ; N T4
[0242]  QLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSGINAAGFRTYYADSVKGRFTIS
RDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ ID NO :45)

[0243]  SEQ ID NO :46MS—Roche#3. 6H5 X 3. 612 1 VL [X ;DNA ; A T 5%

[0244]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGEC
AGAGCGAGCCAGTTTCTTTCTCGTTATTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGGTTTATTATTGCCAGCAGACTTATAATTATCCTCCTACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :46)

[0245]  SEQ ID NO :47MS—Roche#3. 6H5 X 3. 6L2 ] prot VL X ;& H & /1 ; A TJF4

[0246]  DIVLTQSPATLSLSPGERATLSCRASQFLSRYYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDETLTISSLEPEDFAVYYCQQTYNYPPTFGQGTKVETKRT (SEQ ID NO :47)

[0247]  SEQ ID NO :48MS—Roche#3. 6H8 X 3. 612 (1] VL [X ;DNA ; \ T.J5%)

[0248]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGE
AGAGCGAGCCAGTTTCTTTCTCGTTATTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGGTTTATTATTGCCAGCAGACTTATAATTATCCTCCTACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :48)

[0249]  SEQ ID NO :49MS—Roche#3. 6H8 X 3. 6L.2 f{] prot VL X ;ZE A i /1 ; A T 74

[0250]  DIVLTQSPATLSLSPGERATLSCRASQFLSRYYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDETLTISSLEPEDFAVYYCQQTYNYPPTFGQGTKVETKRT (SEQ TD NO :49)

[0251]  SEQ ID NO :50MS—Roche#7. 4H2 X 7. 2L1 ] VL [X ;DNA ; A T /5%

[0252]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGTATGTTGATCGTACTTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGACTTATTATTGCCAGCAGATTTATTCTTTTCCTCATACCTTTGGC
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CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :50)

[0253]  SEQ ID NO :51MS-Roche#7. 4H2X 7. 2L1 f#] prot VL X ;25 H & /1 ; N TJF4)

[0254]  DIVLTQSPATLSLSPGERATLSCRASQYVDRTYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDETLTISSLEPEDFATYYCQQIYSFPHTFGQGTKVEIKRT (SEQ ID NO :51)

[0255]  SEQ ID NO :52MS—Roche#7. 9H2 X 7. 1212 ] VL [X ;DNA ; A T4

[0256]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGCGTTTTTTTTATAAGTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTCTGGTTCTTCTAACCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGGTTTATTATTGCCTTCAGCTTTATAATATTCCTAATACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :52)

[0257]  SEQ ID NO :53MS—Roche#7. 9H2 X 7. 1212 [f] prot VL X ;855 /1 ; A T¥4)
[0258]  DIVLTQSPATLSLSPGERATLSCRASQRFFYKYLAWYQQKPGQAPRLLISGSSNRATGVPARFSGSGSG
TDFTLTISSLEPEDFAVYYCLQLYNIPNTFGQGTKVEIKRT (SEQ ID NO :53)

[0259]  SEQ ID NO :54MS—Roche#7. 9H4 X 7. 1212 ] VL [X ;DNA ; A T FE4)

[0260]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGCGTTTTTTTTATAAGTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTCTGGTTCTTCTAACCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGGTTTATTATTGCCTTCAGCTTTATAATATTCCTAATACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :54)

[0261]  SEQ ID NO :55MS—Roche#7. 9H4 X 7. 121.2 f¥] prot VL X ;&K A /1 ; AN TE4
[0262]  DIVLTQSPATLSLSPGERATLSCRASQRFFYKYLAWYQQKPGQAPRLLISGSSNRATGVPARFSGSGSG
TDFTLTISSLEPEDFAVYYCLQLYNIPNTFGQGTKVEIKRT (SEQ ID NO :55)

[0263]  SEQ ID NO :56MS—Roche#7. 11H1 X 7. 11L1 [#] VL [X ;DNA ; A T.J%%)

[0264]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGCGTATTCTTCGTATTTATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGATCCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGACTTATTATTGCCAGCAGGTTTATTCTCCTCCTCATACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :56)

[0265]  SEQ ID NO :57MS—Roche#7. 11H1 X 7. 11L1 [] prot VL X ;855 /1 ; A L7471
[0266] DIVLTQSPATLSLSPGERATLSCRASQRILRIYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDFTLTISSLEPEDFATYYCQQVYSPPHTFGQGTKVEIKRT (SEQ ID NO :57)

[0267]  SEQ ID NO :58MS—Roche#7. 11HL X 7. 2L1 [ VL [X ;DNA ; A T FE4)

[0268]  GATATCGTGCTGACCCAGAGCCCGGCGACCCTGAGCCTGTCTCCGGGCGAACGTGCGACCCTGAGCTGC
AGAGCGAGCCAGTATGTTGATCGTACT TATCTGGCGTGGTACCAGCAGAAACCAGGTCAAGCACCGCGTCTATTAAT
TTATGGCGCGAGCAGCCGTGCAACTGGGGTCCCGGCGCGTTTTAGCGGCTCTGGAT CCGGCACGGATTTTACCCTGA
CCATTAGCAGCCTGGAACCTGAAGACTTTGCGACT TATTATTGCCAGCAGATTTATTCTTTTCCTCATACCTTTGGC
CAGGGTACGAAAGTTGAAATTAAACGTACG (SEQ ID NO :58)

[0269]  SEQ ID NO :59MS—Roche#7. 11H1 X 7. 2L1 ] prot VL [X ;&AL /1 ; N T4
[0270]  DIVLTQSPATLSLSPGERATLSCRASQYVDRTYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
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TDFTLTISSLEPEDFATYYCQQIYSFPHTFGQGTKVEIKRT (SEQ ID NO :59)

[0271]  SEQ ID NO :60MS—Roche#3. 615X 3. 6L2 f¥] HCDR3 [X. ;DNA ; A TJ7 41

[0272]  CTTACTCATTATGCTCGTTATTATCGTTATTTTGATGTT (SEQ ID NO :60)

[0273]  SEQ ID NO :61MS—Roche#3. 6H5 X 3. 612 [¥] prot HCDR3 X ;8 [ )5 /1 s N TJ¥41
[0274]  LTHYARYYRYFDV (SEQ ID NO :61)

[0275]  SEQ ID NO :62MS—Roche#3. 6H8 X 3. 612 [¥] HCDR3 [X. ;DNA ; A\ TJF41)

[0276]  CTTACTCATTATGCTCGTTATTATCGTTATTTTGATGTT (SEQ ID NO :62)

[0277]  SEQ ID NO :63MS—Roche#3. 6H8 X 3. 6L.2 [ prot HCDR3 X ;&5 H & /1 ; A LJF41
[0278]  LTHYARYYRYFDV (SEQ ID NO :63)

[0279]  SEQ ID NO :64MS—Roche#7. 4H2 X 7. 2L1 [ HCDR3 [X ;DNA ; A T./% %)

[0280]  GGTAAGGGTAATACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTT (SEQ ID NO :64)
[0281]  SEQ ID NO :65MS—Roche#7. 4H2 X 7. 2L1 ] prot HCDR3 X ;85 A& /1 ; A L7451
[0282]  GKGNTHKPYGYVRYFDV (SEQ ID NO :65)

[0283]  SEQ ID NO :66MS—Roche#7. 9H2 X 7. 1212 [ HCDR3 [X ;DNA ; A\ T F#4)

[0284]  GGTAAGGGTAATACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTT (SEQ ID NO :66)
[0285]  SEQ ID NO :67#MS—Roche 7. 9H2X 7. 12L2 ] prot HCDR3 X ;85 H i /1 ; A LF4)
[0286]  GKGNTHKPYGYVRYFDV (SEQ ID NO :67)

[0287]  SEQ ID NO :68MS—Roche#7. 9H4 X 7. 1212 [ HCDR3 [X ;DNA ; A\ T F#4)

[0288]  GGTAAGGGTAATACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTT (SEQ ID NO :68)
[0289]  SEQ ID NO :69MS—Roche#7. 9H4 X 7. 1212 [ prot HCDR3 X ;85 A )i /1 ; N LJF4
[0290]  GKGNTHKPYGYVRYFDV (SEQ ID NO :69)

[0291]  SEQ ID NO :70MS—Roche#7. 11H1 X 7. 11L1 ] HCDR3 [X ;DNA ; \ T34

[0292]  GGTAAGGGTAATACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTT (SEQ ID NO :70)
[0293]  SEQ ID NO :71MS—Roche#7. 11HI X 7. 11L1 ] prot HCDR3 [X ;2R A /1 s A T4
[0294]  GKGNTHKPYGYVRYFDV (SEQ ID NO :71)

[0295]  SEQ ID NO :72MS-Roche#7. 11H1 X 7. 2L1 [ HCDR3 [X ;DNA ; A\ T 74

[0296]  GGTAAGGGTAATACTCATAAGCCTTATGGTTATGTTCGTTATTTTGATGTT (SEQ ID NO :72)
[0297]  SEQ ID NO :73MS-Roche#7. 11H1 X 7. 2L1 ] prot HCDR3 X ;85 A& /1 ; A LJF41
[0298]  GKGNTHKPYGYVRYFDV (SEQ ID NO :73)

[0299]  SEQ ID NO :74MS—Roche#3. 6H5 X 3. 61.2 1] LCDR3 [X ;DNA ; A T./# %)

[0300]  CAGCAGACTTATAATTATCCTCCT (SEQ ID NO :74)

[0301]  SEQ ID NO :75MS—Roche#3. 6H5 X 3. 6L2 [ prot LCDR3 X ;85 A& /1 ; A L7451
[0302]  QQTYNYPP (SEQ ID NO :75)

[0303]  SEQ ID NO :76MS—Roche#3. 6H8 X 3. 6L.2 [ LCDR3 [X. ;DNA ; A T./# %)

[0304]  CAGCAGACTTATAATTATCCTCCT (SEQ ID NO :76)

[0305]  SEQ ID NO :77MS-Roche#3. 6H8 X 3. 6L.2 [ prot LCDR3 X ;85 [ i /1 ; N LJF41
[0306]  QQTYNYPP (SEQ ID NO :77)

[0307]  SEQ ID NO :78MS—Roche#7. 4H2 X 7. 2L1 [ LCDR3 [X ;DNA ; A\ T.J#4)

[0308]  CAGCAGATTTATTCTTTTCCTCAT (SEQ ID NO :78)
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[0309]  SEQ ID NO :79MS—Roche#7. 4H2X 7. 211 ] prot LCDR3 [X ;&5 A& /1 ; A L7451
[0310]  QQIYSFPH(SEQ ID NO :79)

[0311]  SEQ ID NO :80MS—Roche#7. 9H2 X 7. 121.2 ] LCDR3 [X. ;DNA ; A\ T J% %)

[0312]  CTTCAGCTTTATAATATTCCTAAT (SEQ ID NO :80)

[0313]  SEQ ID NO :81MS—Roche#7. 9H2 X 7. 1212 ff] prot LCDR3 [X ;8K i /1 ; N T P4
[0314]  LQLYNIPN(SEQ ID NO :81)

[0315]  SEQ ID NO :82MS—Roche#7. 9H4 X 7. 121.2 ffJ LCDR3 [X. ;DNA ; A T /¥4

[0316]  CTTCAGCTTTATAATATTCCTAAT (SEQ 1D NO :82)

[0317]  SEQ ID NO :83MS—Roche#7. 9H4 X 7. 1212 ] prot LCDR3 X ;2K )i /1 s A /¥4
[0318]  LQLYNIPN(SEQ ID NO :83)

[0319]  SEQ ID NO :84MS—Roche#7. 11H1 X 7. 11L1 [ LCDR3 [X ;DNA ; A T J# 4]

[0320]  CAGCAGGTTTATTCTCCTCCTCAT (SEQ 1D NO :84)

[0321]  SEQ ID NO :85MS—Roche#7. 11H1 X 7. 11L1 1] prot LCDR3 X ;8 [ )i /1 ; N TJF4)
[0322]  QQVYSPPH (SEQ 1D NO :85)

[0323]  SEQ ID NO :86MS—Roche#7. 11H1X 7. 2L1 ffj LCDR3 [X ;DNA ; A T /¥4

[0324]  CAGCAGATTTATTCTTTTCCTCAT (SEQ 1D NO :86)

[0325]  SEQ ID NO :87MS—Roche#7. 11H1 X 7. 2L1 ] prot LCDR3 X ;£ [H )i /1 s A ¥4
[0326]  QQIYSFPH(SEQ ID NO :87)

[0327]  SEQ 1D NO :88MS-Roche#7. 9H7 ] VH [X ;DNA ; A\ T )41

[0328] Caggtgcaattggtggaaageggeggeggeetggtgecaaccgggeggeagectgegtetgagetgegeg
gcctecggatttacctttagecagetatgegatgagetgggtgegecaagecectgggaagggtetegagtgggtgag
cgctattaatgettetggtactegtacttattatgetgattectgttaagggtecgttttaccatttcacgtgataatt
cgaaaaacaccctgtatctgcaaatgaacagectgegtgeggaagatacggecgtgtattattgegegegtggtaag
ggtaatactcataagccttatggttatgttegttattttgatgtttggggccaaggecaccetggtgacggttagete
a (SEQ 1D NO :88)

[0320]  SEQ ID NO :89MS—Roche#7. 9H7 [¥] prot VH X ;&5 i /1 ; A /74

[0330]  QVQLVESGGGLVQPGGSLRLSCAASGFTEFSSYAMSWVRQAPGKGLEWVSAINASGTRTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARGKGNTHKPYGYVRYFDVWGQGTLVTVSS (SEQ 1D NO :89)

[0331]  SEQ ID NO :90MS-Roche#7. 9H7 ] VL [X ;DNA ; A\ L)1)

[0332] Gatatcgtgctgacccagageccggegaccetgageetgtetecgggegaacgtgegaccetgagetge
agagcgagccagagegtgagecageagetatectggegtggtaccagecagaaaccaggtcaageaccegegtcectattaat
ttatggegecgagecagecgtgecaactggggtececggegegttttageggetetggateecggeacggattttacecetga
ccattagcagcctggaacctgaagactttgegacttattattgecttcagatttataatatgectattacctttgge
cagggtacgaaagttgaaattaaacgtacg (SEQ 1D NO :90)

[0333]  SEQ ID NO :91MS—Roche#7. 9H7 [¥] prot VL X ;&5 it /1 ;s A T4

[0334]  DIVLTQSPATLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDFTLTISSLEPEDFATYYCLQIYNMPITFGQGTKVEIKRT (SEQ ID NO :91)

[0335]  SEQ ID NO :92MS-Roche#7. 9H7 ] HCDR3 [X ;DNA ; A T/ 4

[0336] Ggtaagggtaatactcataagccttatggttatgttecgttattttgatgtt (SEQ ID NO :92)
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[0337]  SEQ ID NO :93MS-Roche#7. 9H7 ] prot HCDR3 [X ;&5 Ji /1 s N LJF4

[0338]  GKGNTHKPYGYVRYFDV (SEQ ID NO :93)

[0339]  SEQ ID NO :94MS—Roche#7. 9H7 [#] LCDR3 [X ;DNA ; A T.J% %)

[0340] Cttcagatttataatatgcctatt (SEQ ID NO :94)

[0341]  SEQ ID NO :95MS—Roche#7. 9H7 f¥] prot LCDR3 [X ;& i /1 s N LJF4

[0342]  LQIYNMPI (SEQ ID NO :95)

[0343] 55 Z ui BP0 RIR T BT B P 910 41 3 HARZR T8 el 23R 1.8 1 10,

[0344] KRR :

[0345] ] 1 HuCAL®-Fab 130 ¢ 1) /741 i 5

[0346] 45 /7 B HRHE VBASE, B 7 VLN {7 # 9 FAIEE. 7E VBASE H, (R FE & 41 &

10 (Chothia % . ,1992) » TE/FFIEEH , ¥87m A fR#EAZE T CDR3 %2 . AT HuCAL-Fabl

ST BRI6 N 90 ] R BT B N KT A1 4102

[0347] A HIFEFRTH)

[0348] B :DNA J¥4)

[0349] & 2Fab J& 7<% /ApMORPH®18_Fab

[0350]  ZRAARIEITEAT DNA J3 41, 40435 B )1 Bl DD 457 551

[0351] & 3Fab #ik# ApMORPH®x9_Fab

[0352]  #RARIEITEAT DNA J3 41, A0 455 PR )1 Bl DD 457 551

[0353] & 4 324 Fab J X MS—Roche—3. MS—Roche—7 Fll MS—Roche 8 HJJ/F%1)

[0354] A & IEIRTH)

[0355] B :DNA J+4)

[0356] 5ok B ON BB = W fE ¥ U A 1 UE B FE BE TR BE e g e 6. BEH

MS-R#3. 2Fab ( 20 ) FIMS-R#7. 4Fab ( FUAL) bric, 76/ 4% 3 A4 N L 20 1 g/ml (£2

M2 ) A5 u g/ml (AL ) o &54 7 MS-R Fab i@t 2E51 - A —Cy3 K ER.

[0357] K 6:k B AW JZ 11 A U v B9 3E ¥y A B 8] 32 4 9% 9% O, 3 A

MS-R#3. 31gG1 ( _EAMZH ) FIMS-R#7. 121gG1 ( FM4L) bric, £/ kg 1444 FLL 0. 051 g/

ml (ZEA04H ) F10. 01w g/ml (ML) » 254G 1IMS-R TgGl Puikidd (b =ht - A (H+L) —Cy3

KEIR

[0358] &1 7 >k B AR JZ BIFE A DI BIVE K A 5 1) TR) 9 G 032 5O, e 24 S AU Il 5

i P . BT MS—R#7. 9. HT1gG1 (MAB 31, TH#4H ) JMS—R#7. 11. HI1x7. 2. L11gG1 (MAB 11,

[FJZH ) FIMS-R#3. 4. H7, KAL) Fnide PUALE M EHASME T EL0. 05 1 g/ml (24 ) A

0.01 1 g/ml (A4 . Z5410MS-R 1g61 ikl i 2Edt - A (HL) —Cy3 kB R,

[0359]  FRFE :8, 5mm = 150 p m.

[0360] I8 :FHAME. HLAB BB L AEMEWALI AB BATEAI AB HED.

[0361] ]9 MERIME. HLAB HLEFFAEVREMALKIAB NEEAB TRIL.

[0362]  [&] 10 ;¥ P 7E 5T 1mg MS—Roche 1gG#7.9. H2 X 7. 12. L2 Ji7, 7E APP/PS2 X T 44 J

BT /IS B A RIS R A BT KA B o /0> BRUFH R PR G2 v B /K REVE , 3 RJG R ARAEE B IE R

BERIN TG i A8 WA AR5 Bon, lWL=EPt - A TeG-Cy3 &A% (b A) tridkH

IR Z AT . AHEYI R T -A B /MR SefEDLA (BAP-2-Alexad88 454, a 21 )
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RYLL B IERM PRI E . SonpMer B 4L) gk (A 4l) HiE. &IFRIE 0 4l) 3L
ERH (C) 155,

[0363] HRfE :lcm=50um

[0364] 11 :F Bk TESS 1mg MS—Roche TgG#7. 9. HAX 7. 12. L2 J54F APP/PS2 X #4 L A
N ERFER R NS . LAYt FE 5 18 10 BridAH A

[0365] HR/& :1.6cm =50um

[0366]  [&] 12 ;¥ MK I VEST Img MS—Roche TgG#7. 11. H1 X 7. 2. L1 (MAB 11) J&, 7E APP/PS2 X{
FAFLIRN A IE R REBE AR N A . S8 4R gL (o R 5 B 10 ATk AR A

[0367] Hr/F :1,4cm = 70um

[0368]  [&] 13 :%% 0.3 Fl1 6 REK ST 2mg MS—Roche 1gG#7. 9. H7 (MAB 31) Ji57E APP/PS2
RUEEHEFE RN P e R FEBE AR N AE T o /) SR B IR 2% np 3h /K HEVE, 9 KRG R AL (FAESS
EUEFEBEI N 1gG 1B 3L BB AR 105 Bon, A WEERT - A 1g6-Cy3 A4 B 41)
Fric =k B A7 = ER U AHEYI P -AB /MR B EDik (BAP-2-Alexad88 44
Y,a ) SRV EIGEMFERIAE. SapMma G4H) M Ad) guiE. 5IFE1E
(d4l) FILEprr (C4l) 55,

[0369]  FRJE¥ :1.6cm =80um(AB.C4H)

[0370] 1.0cm=50um

[0371] & 14 55 0.3 F1 6 KEMK P vEST 2mg MS—Roche TgG#7. 11. H1 X 7. 2. L1 (MAB 11) ),
1 APP/PS2 XU HE LA/ B A (Ve AL BE KA N B . SEE S F NG (o R 5 18] 13 ik
I

[0372]  LUfH) :1,6cm = 80 um

[0373] 15 : 5T AB Btk 540 ek i APP 145 & el X 40 A o B & A A
APP— L) HEK293 41 M FH={E % 4 5 BE AN i B4

[0374] St fa el iR 2 A

[0375]  Sjifs] 1 AGEAGHLE AL A P14 S E(HuCAL®-Fab 1)

[0376] 50l HuCAL® —Fab 1

[0377]  HuCAL®-Fab 1 42 LA Fab i 1& 5 B 2 X 10 78 70 & . B XA Bt 1k 3¢ FE.
HuCAL®-Fab 1VL L M HUA ST 6 54 (HuCAL®-scFy; Knappik, (2000), J. Mol.
Biol. 296,57-86) .

[0378] VA {7 ‘E 1 F1 2. JR 4 HuCAL® & & BB H & A1 1 3 S5 N- K i A4 22 VLA 1 -
QS (CAGAGC) , VL A 2 :QS (CAGAGC) , F11 VL A 3 :SY (AGCTAT) » & iX 46 50 L 1% 1 /5% %) 7 T+ WO
97/08320, fEHUCAL®SCIEMEE Y, Sk 2 MR FERAL % DT LMEHE SO U fE (EcoRT A ) o BT
AHuCAL®SC AL 57 — Kufi i EcoRV 4 g GATATC (DI) ¥ VLA JE[H. AT HuCAL® ki
(EFEPRIFSCEER A 2R ) 557 - Rt & DI (K] 1A M1 B) .

[0379]  VHALE 1. JRUAHuCAL® F 3 K H AT B 52 N- R & :VHIA,VH1B.VH2, VH4 1
H Q( = CAG) 1E N AR VH6 . VH3 A E (= GAA) 1ERZH—PNREIERA VIS, &
XL IR 747~ T W0 97/08320. EFIEHUCAL®-Fab 13+, ATty VH 5 VH 1) 1
P b Z IR AR A Q (CAG) (] 1A FTB) .

[0380] ¥ il CDR 3/
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[0381]  Vx 1/Vk 347E 85. HT&IFEZIFAH T A CDR3 3L (Knappik, (2000),7F -
WBISCH ),V 1A Vi 385 AraT LU T Vo BRI, ZERuCAL®-scRv1 0 H, Vi 1
VK 3185 AL ARALUWIT < JR4G Vi 1,85T (S ACC) sV | 3L 85T 8K 85V (TRIM 545+
ACT B GTT) ;JR46 Vk 3,85v (B5051- GTG) ;V xk 3 3CJF, 85T 5k 85V (TRIM 2545+ ACT 8% GTT) ;
[FIFE R THuCAL®-Fab1

[0382]  CDR3 il . A fRFEAEN CDR3 2R~ T/ 1A F1 B,

[0383]  CDR3 KJ& . BEil (¥ COR3 KEAAT U T . B FREEER 1 P LFES (x) BoR.
Vk CDR3 A 8 N IEMFRIE (f7'E 89 1 96) (/K 7-10 AMHEIE ) , Q89,590 1 DI2 [ 52 sVH
CDR3 # 5 3| 28 M FEEFEIE (H1LE 95 3] 102) (/R 4-28 ML ), D101 [EH 52,

[0384]  HuCAL®-Fab 176 BN Bk #6152 A pMORPH®18_Fabl ( ¥ 2) . h#k AL HE Fd
J B L phoA 55 A HE C- Rl A 2RI B AR IS ] 11T &R (1, 3P A58 ompA
155 AR HE VL-CL. PINMEERTE Llac BRO T80T o THE LB C N Cx I CHL 24
SR, SHuCALPHIBTH REE 52 AHZ (Knappik, (2000), 76 FIR5I30H ) o

[0385]  SCHE VH- B Munl/Styl- FEBt) #8 B - WEBLIZERH 847 (bla) 1) 1205bp 451
I BEERAR AT R 28 1) 2% 2 A v BERHIE 6 5 4= L Bk VH IR 5 20 3% .

[0386]  VH- HUfJ5, VLA dfid EcoRI/Dralll 2% H VL x i@ id EcoRI/BsIWI 253 I 4
PRI BRI B R (bap) ZEPRL Bt (1420bp) HUAX.

[0387]  HH TARBE M)W AR PR T H 8, SR UG T2 55 S0 . VL, VL, #2885 SCE7E L-CDR3
2R, 7 AR R BE SCPE ] THUCAL®-scFv3CE (Knappik, (2000), 76 Bi&5|309), &
11t H T 50 B HuCAL®-Fab1.7E A they (15 Ui H, M they B M 1-. A 2- FI)\3-HuCAL®-
P52 B B AT AR PE R 5. 7X 10°% VL, FrB 314 5° —-GTGGTGGTTCCGAT ATC-3'  (SEQ 1D
NO :28) F15' —AGCGTCACACTCGGTGCGGCTTTCGGCTGGCCAAG AACGGTTA-3'  (SEQ ID NO :29) i
it 15 A PCR G (Pwo— B85 ) $7 1. PCR 7= ] EcoRV/Dralll yH4k I dtlcgith. 7
VL, — SCEEHIE UL, bap— B ] EcoRV/Dralll MCFEEAT L. 210 g BERRAL I
PRH 3 A5 BE /R Ik & VL, — BELE 16°CIERE 16 /N, IEBARAWAE 800 1 1 KA TOPLOF 41
M2 (Invitrogen) HHLZE L, F= A2 3k 40 1 X 10° AN BB TE . FE 4L T4E 2 X YT/ 1 % il 45 A
/34ug/ml WA Z /1000 g/ml Z R HFER T L 2000 £, WHEIFLE -80°CIAFET 20%
(w/v) Hh,

[0388]  x SCEEALEE x 1-. x 2-, x 3- Fle4-HuCAL® LM, Bnl A2 5. 7X 10% 3£13
VL, - 2l 1t EcoRV/BsiWT BRI yH AL FFdERc 4tk o 7E VL, - SCEERIE DL, bap— AAU147)
F EcoRV/BsIWL M SCEEHAA T ZBr. 21 g BEIR AL M EAIRA b 5 /R &1 VL, - B
B R RHAL N K AT R TOPLOF 40 (Invitrogen) Wl VL, — BEATIRZEAT, =B B3k 1. 6 X 10°
A B T o

[0389] |45 2 NMRBESCEER DNA H. bla— A Munl/Styl ZEk, MIfi =28 2 A Eik
T4 N VH W SCFE . HuCAL®-scFvi® VH 3C)&E A F 77 4:HuCAL®-Fab1. HuCAL®-scFvlf VH
SCHE H B FE R VHIA/B—6 41, 2 > VH-CDR3 =A% IR SC 27 4 it X S 7E T Bt i) CDR3 K fE
% VH- SRS A VL, — I VL, —1 3CFE. A=A HuCAL®-Fab1, 455K B IX 48 VH- SCFE (¥) DNA
HARFFIE UG AT AZ . DNA A Munl/Styl JH AL IFBERcaiifb. 5 5 BE/R ik & 1) VH- 55 3 g
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VL, = SCEZAARR 3 1 gVL, — SCEBUATE 22°CIERE 4 /DN ERAREWAE 1200 v 1 Kight 1w
TOP10F 402 (Invitrogen) A HLZEFLAH T2 84k, P= Ak Bt 2. 1 X 10" AN s B vk . #5401
FE2XYT/1 % R %8 /34 1 g/ml A2 /10 1 g/ml PUIRZE AP HEZ) 4000 i, I FFE -80°C
W AEF 20% (w/v) HilA
[0390]  FENEAE S, BA TR A ERE /3 H 5'  —~CAGGAAACAGCTATGAC-3"  (SEQ 1D
NO :30) F15' -TACCGTTGCTCTTCACCCC-3' (SEQ ID NO :31) illJ¥.
[0391] I par R R WGk o7 (R B A 4difb
[0392]  HuCAL®-Fab 17E 2XTY X532 h 18, #5958 254 34 n g/ml & 101 g/ml P4
HEA 1 % EBE (2XTY-CG) » 1E 37T°CLAZ 0. 5 FJ 0Dy 4 B B 1A /K e (VCSM13) Ji5, &
LFIERF T 2XTY/34 0 g/ml WA /501 g/ml RIBEH R, A 0CHREK, WEHE
R _EIEH PEG- UTiE (Ausubel, (1998) , (k5% 7> 1B 5= S50 1) (Currentprotocols in
molecular biology). John Wiley & Sons, Inc. , New York, USA) , B &% T PBS/20 % H it I
WAE T —80°Co 2 BV A) A Wat B AR 15 40 EAT < R85 3 TG 1— 440 Ja FH 5 M 1% i o 4 J&
IR T LB- 3lR b, LB- Bflafb st | S WA HE A 34 n g/ml WEZR. 30°CHAHAK
Jei» BN BV T AR ODggq A7 0. 5 4 E JITa I N Al B WAt 7 1K
[0393]  SEiifAl] 2 : [ AH M VE
[0394]  MaxiSorp™ #¥ &= ¥ & H F96 (Nunc) F) FL ¥4 A 100w 1 2.5uM A AB (1-40) Ik
(Bachem) , JR¥fiE T2 NaN; (0. 05% v/v) [f] TBS, 2 3 PARALE 37°CHigE 3 K, H ik 5 76°F
R EEEEE. I TBS ) 5% G TR FLE S, W 44k 1-5X 10" AHuCAL®~FabWk i
ALE 20°C AN 1 /i —2epE g BB 2 J, it ] 500mM NaCl. 100mM H 28 (pH 2. 2) 1]
pH- VEME AP 455 R i 44, B 5 A IM TRIS-CL (pH 7) A, BEAT 3 #e3pt, a0 LRTid &
B R AT R AR 1S, YRR TR R I N
[0395]  SiZjfs] 3 M v PR IEFENT Fab 7 BEH T3RIA
[0396]  BEFEMIHUCAL®-Fab/ i B 1) Fab— 4 lid4H N4 5w % 31 4 14 5 A pMORPH®x 7_FSLA
(R PE I R LT M Fabo 262 MTHUCAL®-Fab 5% FE (1] DNA %) H Xbal/EcoR1 4k,
V1 9585 Fab K146 A\ (ompA-VL Fl phoA-Fd) o ¥4k (30 A 5oz 2 Xbal/EcoRT Y]
{13 A pMORPH®x 7, St 2 14 56 T4 15 scPv #i N, 7=/ 4% hpMORPH®x9_Fab1ff) Fab ik # ik
(KBl 3) o Bh#E A RIER Fab #5717 2 A~ C- Kimbrid (FLAG F Strep) ATl A4ifL.
[0397]  SEjitifs] 4 i@ id ELISA %5 AB - 454 Fab H
[0398]  MaxiSorp™ #¥ &= ¥4 & # F384 (Nunc) FJFL & Ai 201 2.5uM A AB (1-40) Ik
(Bachem) , JIR¥S iR T 7 NaN; (0. 05% v/v) [f] TBS, 25 B PARAE 37°CHige 3 K, ikl & T
1P B AR . Bl Fab (ZRIEH ImM IPTG £ 22°C 15 16 /M. WV Fab ifiid BEL 2
fig (HNEZ . NaCl. EDTA A 220y pH 8 (MW B ) 42 BT T ELISA. Fab v BB ME %
FRRE — 255 1L 2EPL Fab Pk (Dianova/Jackson Immuno Research) #ll. 7F 340nm ¥ %
JG, N AttoPhos #JGIES (Roche Diagnostics) )&, iz AL 535nm [ & 5T .
[0399]  sEjfifdl 5 HiiA A B B4k
[0400] N AL AL EFEBIAB & & itk BRI &5 & 25 M ), — S Fab i B
MS-Roche—3 (MSR-3) . MS—Roche—7 (MSR-7) F1 MS—Roche-8 (MSR-8) ( & 4) FH T #4 # Fab #i
A B BESCIE , T8k I HUCALSSCE T4 CDR3 ANFEI & B x 1-3 [IFEBURIEAL VL k 3 4%
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(Knappik et al. , 2000) .

[0401]1  Fab }i B MS—Roche-3.7 #1 8 £8 Xbal/EcoRT MpMORPH®x9 _FSyi % 3IpMORPH®18
LL7 4 pMORPH®18_Fab1 ( [ 2) , pMORPH® 18 2 LWt B ki Sy JE it 28 44, FH WAk 1 4 Jg o
Fab J7Bt. « EFEEIE Xbal/Sphl BRIVERE L)AL 5 72 % 2IpMORPH®18_Fabl.

[0402]  Jr1S Fab s Ak SO0 i VSR 0t 0k , VR B S tifs) 2 Fr k0, 4 [ 14 S 3R i 2 4
KA AB (1-40) Jik.

[0403]  Ffk WEEAE Biacore Y52 B ik koff— HEF % 52, WISLHEw] 8 Frk. #E—F#ie
75 B MS—Roche—3. 2.3.3.3.4.3.6.7. 2.7. 3.7.4.7.9.7. 11.7. 12.8. 1..8. 2 4 1E H 5
s Fr B MS—Roche—3 . MS—Roche—7 1 MS—Roche-8 AH L, &on it I SE R MERI s v (&
4) » 141 CDRs ¥8HuCAL®VAILA X R FE At () Hi A FE K] VH3kappa3. Fab A Bt MS—Roche-7. 12
I I 5E SR A B MS-R 7 1) HCDR3 FHUCAL®-Fab S PER AT, SURAEHTH 6 4~ CDR XA £
FEME, AT A B3 i 72 5 Knappik 55 ., 2000 BTk H T CDR3 & HIAHE . it (30 e Ay
P ] T CANZ R B 1 B AR 0 A HE G H Al lazikani #7571 3VE COR IS W& (Al lazikani
55 .,1997) o« SRT S HuCAL® F: 2 RIAH K, 50 & MS—Roche 7. 12 7F VL HE 1) 49 1760 % 2 2518
S(Z WK D .

[0404] %5 — % 35 A )y B #0 5, &% 1 Fabs & 7~ OCEE A 4% 1iE 88 i 2 4f MS—Roche-3.
MS—Roche=7 Fll MS-Roche—8 FilE (& 4) o Ji# Fabs 5 A B 1-40 A1 AB 1-42 &5 &35 )
B, 7 AR K (R Ve R AR 22-240nM, 2R RE R 850-1714nM AHEL (3R 3) . i
43 BT N AD B 1R R GE R A B A s A v R I G € AT R, RISR A B A 1
5 55 5 Lo A5 HLRH 1 5 4 6 DU IR R FE 1) e 34 Fabs A5 (18 5) .

[0405]  Myik— B m Ak, 3575 H L-CDR3 ¢t MS—Roche-3. -7 F1 -8 (% 1 ;|8 4) 1—4
PR B VH CDR2 X FH VL CDR1 X I8 i & 7548 H = AT IR — 54 (Virnekds %% .,
1994) Kt Bk, R DL = 1% 7 8 4 S5 Al HCDR2 &5 F UL = K% HF IR 4 25 i) LCDR1
L T W R S Knappik 25 ., 2000 A B T CDR3 & AR« Wk SCE G am 2 0] T
CANZ R I B AR/ A0 G H Allazikani B2 RS CDR S MEE (Allazikani %5 .,
1997) o H T B WG BEDU AR R BER 7 SR Ik 11 AR 9 93 S 3 0 552 810 1 1 4 e v A8
BEFLSE N ) AT L 72

[0406] 4 - ik B 05 36 T 45 SO %, 724 H-CDR2 8K L-CDR1 [X P i fE el . A val
o 2% se, WL AE Biacore H koff— HEF JG %) A B 1-40— £F 4R kof £ Bridk H. 5 X M BTG
FEAHLE, XF A B 1-40 BLA B —42 8% 2 FHHZER e (38 3) o 3K 1 A5 2P FRIE DL &
AETERERE 5. 41 CDRs HRHuCAL® LAFEA XA ZEAih P /42 5] VH3kappa3.

[0407]  ftm, L-CDR3 f Ak /G (MS-Roche—7. 9) ,MS—Roche—7 3E4X Fab %f Ab1-40 ({15551 )
a0 35 i, A 1100nM £ 31nM, H H-CDR2 sHiifl 5 (MS—Roche—7. 9H2) #E— 204 E 5nM,
Wi 3 Fizn.

[0408]  H-CDR2 Fl L-CDRL e LAtk FEAIG IS fn Iy, i HAT — 28 5o 5 AD i 1) v A (1)
VERFEBE L A B ok, KR 40 B MS—Roche 7. 9H2 FH 7. 9H3 JiT UL
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VIASSSASOSVY

TH'v'¢# 94°0d-S

AQIXIARYVAHLT  OMASAVAALHOAWAIA M SINVASSALAD|  ddAGALDD] L IVasSYyD] X
AQIRIAXIVAHLT  OVMASAVAXNIISLASIY] M SIWVASSJLAD] ddAQALDD[ L IVassvol A VIASSSASOSVY|  1H ¥ e# 2U00d-SW
AQIRYAANVAHLT  OMASAVAAIHAONOSIV] M SINVASSALAD) &wwmzom <A IVissvo| A . VIASSSASOSWY| € € €4 ouoou-sn
AQIXIARIVAHLT  OMASAQVARIAOSHOSIA 3 SIVASSALAD] v m&wmms@,: A IVESSYDl A <§.mmm>m0m§ TH € ¢# oUr0d-SIW
AQAXMARIVAHLY — OVASAVAALDISHASIA] M SINVASSALID] ddASSWOH| A IVISSYD| A | VIASSSASOSVY| 1H€£#3420u-SW
AQIRIARIVAHLT  DMASQVAALIDOUOSTY] M _ SINVASSALID[  ddASAIDD] A IVSSYO] A VTIASSSASOSVY| TH'Z €#9U20y-SI
AQIXMAXIVAHLT — DMASQVAAINIOHASIV] M SWVASSALAD]  ddASAIOD| A IVESSVO] A VIASSSASOSVY| THZg#oU0d-SW
AQIAMARYVAHLT  OMASAVAALSDOSDSIV] M SIWVASSALAD] ddANALDD| A IVISSVDl A VIASSSASOSVY|  9'¢#ouoy-SIN
AQIAAAKIVAHLT OMASAVAALSOOSDSIV] M SWVASSILID| ddAGAIOD| L Iviassvol X VIASSSASOSVY|  §'€#9Uy00y-SIW
AQHIAIAKIVAHLT  OMASAVAALSOOSOSIV] M SIVASSALAD| ddAQALOD| L IvassvDl & VTASSSASOSVY| €4 9Un0y-SIN
AQIXHAKIVAHLT  DMASAVAALSOOSOSIV) M SIWVASSALAD] ddASSIWOH| A IVISSYDl A VIASSSASOSVY| € £#3100y-SN
AQAXIARYVAHLT  OIASAVAALSODSOSIV] M SIWVASSALAD|  JddASAIDY| A IVSSYD] A VIASSSASOSVY|  T'€#9yo0y-SIN
AQIRIAXYVAHLY DJASAVAALSOODSOSIV, M SINVASSALIDl - ddASAADD| L bémw.«.o X VIASSSASOSVY|  I'E#94ooy-SIN
AQIXIARIVAHLT  DMASUVAALSOOSDSIY] M SIWVASSALAD] - AdINAADD| A IVdSSVDl A VTIASSSASOSVY]  £#°U0od-SW
_ 6t
£40OH a:{tieyy LY ET THADH £4d01 SSET | taad1 a1 WA G
Bl
T ¥
'
g
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AQIXIARIVAHLT  OMASAVAALSODSOSIV) M SINVASSILID|  ddAJALOQ IVISSV VIATIOTIOSYY| LT €# 9490U-SIN
AQIAIAAIVAHLT — DJWASAVAALINSODSIY| M SIVASSALAO| ddAAALOD hémmi VIASSSASOSVY| 8I1H V€4 9U20T-SW
AQIAIAAIVAHLT  OMASAVAALIDOLASIV] M SINVASSALAO|  ddAQALOY ?ﬁ%j VTIASSSASOSVY| L1H''€# 9U20Y-SI
>o&§>§§j OMASAVAAINADSASIV] M SINVASSALAD|  ddAQALOQ IVASSVD) VIXSSSASOSYY] 9THv'€# SU20Y-SW
AQIXIAXIVAHLT OMASAVAANADOSISIV] M SINVASSILID!  ddATALOD, IVISSVD VTIASSSASOSVY] ¥ 1H+ €4 9U00d-SIN
AQIRIAXAVAHLT  DMASAVAAINIODASIY] M SINVASSJLAD|  ddATALOO IVASSVD VIASSSASOSVY| €1H t€# 9U00y-S
AQIAAKIVAHLT  OMASAVAAINOOLOSIA] M SIWVASSALAD| ddAdALOD IVISSVD VIASSSASOSYY| CTIHV'€#9U20d-SIW
AQIAIARIVAHIT  OMASAVAAINIOJASIY] M SWVASSILAD|  dJAQALD IVESSYD VTASSSASOSVY| [TH'v'€#9U20U-SN
AQAKIAKIVAHLT OVASAVAANOUOSASIY] M SINVASSILID!  ddATALOD IVESSVD) VIASSSASOSVY| O1H v ¢# Uo0d-SIN
AQAAIARIVAHIT  OMASAVAANNISSASIY) M SIWVASSILIO|  ddAAALOO IVISSVD) VIASSSASOSWVY]  6H't €4 SU00d-SIN
AQAXIAXAVAHLT OMASAVAANIUOHASIY) M SIWVASSALAD|  ddATALOO] IVISSYD VTASSSASOSYY] 8H'b €# SU00d-SIN
>E§>>m§j OMASAVARINIOLASIA! M SINVASSALID|  ddATALDD IVISSVD VIASSSASOSVY| LH'b'€#9400y-SIN
AQIAMAKIVAHIT  OMASAVAALSMOSASIY] M SIVASSALAD|  ddAQALOD)] IViSSVD VIASSSASOSVY| 9H'¥'€# 2o0d-SN
AQIXIAXIVAHLT  OMASAVAAIHVOADSIA| M SINVASSALAD|  ddAQALIOD IVASSVD VIASSSASOSVY|  SH't'€#3U00y-SIN
AQAXIAXIVAHLT  OMASAVAAIHWOLASIY] M SINVASSALAD|  ddATALOD IVESSYD VIASSSASOSWVY|  vH't' €4 oU00Y-SIN
AQIAIAXIVAHLT  OMASAVAADRDLOSIAl M SINVASSALAD| ddAQALOD) IVUSSYD VIASSSASOSYY| €H'v'€# 2Yo0u-SIN
(#® 1 ¥
B
=3
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AQIRIAADADIHINGYO|  DMASAVAALSODSOSIY], M SINVASSALAD!  HAINAIOO) IVISSVD) VTASSSASOS ' L# 9Yo0Y-SIN

AQAXIAADALIHINDD,  DIASAVAALSDOSOSIV| M SINVASSALAD| JIdHSAAOH IVYSSVD VTASSSASOSVY| € L#9Y00d-SN

AQANIAADAIIHINDND|  DYIASAVAALSODSOSIV) M SIWVASSALAD|  HAASAIOD IVASSYD VIASSSASOSVY|  T'L#3Uo0d-SW

AQAIAADASIHINDND  DIASAVAALSOOSOSIV] M SINVASSALAD|  AdSSAIOH IVESSYD VIASSSASOSVY|  1'L#9400d-SN

AGIRIAADAIIHINOND|  OMASAVAALSOOSOSTV] M SINVASSALID|  1dasATOd IVESSYD VIASSSASOSVY|  L#9Ud0-SIN
AQAXIAXAVAHLT DYASAVAALSODSOSIV] M SINVASSILAD[  ddANALOD IVISSVD VIAKISTIOSVA|  T19'€#2U00d-S
AQIAIARIVAHLT  OVASAVAALSDOSDS M SINVASSALAO| ddANALOY IVISSVYD VIATIOLIOSVY| 19 €# 9U00d-SIW
AQIXIAKIVAHLT  OVASAVAANLIISAASIV] M SIVASSALAD|  ddANALOD JIVISSYD VIASSSASOSVYH| 8H'9°€H# 2Yood-SIN
AQIAIAKIVAHLT  DYASAVAAINLOHHSIV| M SINVASSALAD  ddANALOD) IVHSSVD) VIASSSASOSVY| 9H'9'¢# 9Ud0d-SIW
AQIAIAXIVAHLT OMASAVAAMNLIOSASIV| M SIWVASSALAD[  ddANALOO IVISSYD) VIASSSASOSVY]  SH'O €4 oU00H-SN
AQIAIAKIVAHLT  ONASAVAAIHUOWASIV| M SWVASSALAD[  ddANALOD IVYSSYD VIASSSASOSVY| +H'9'€# 9U00d-SN
AQIAIAAIVAHL DVASAVAALTIDLASIA| M SINVASSALAD|  ddANALOD IVASSYD VIASSSASOSVY] €H9'€# 2UP0d-SIN
AQIXIAKIVAHLT  DMASAVAALNIDYASIA M SINVASSALAD|  ddANALOD IVASSVD) VIASSSASOSWY| TH'9 €4 91o0d-S
ACIAIARIVAHLT  OMASAVAAMNAODSASIAl M SIVASSALIO[  ddANALOQ IVISSVO VIASSSASOSWY|  [H'9O'€# 2Uo0d-SIW
AQIAMAXRIVAHLT  OIASAVAALSOOSOSIV| M SINVASSALID[  ddATALOD IVYSSYD VIAVIOATOSVY| 11Tt €4 2400d-SIW
>E§>§§:j DIASAVAALSDOSOSIV] M SINVASSALAD|  ddAdALOD IVHSSYD VIAAAHDRIISVY] 6Tt €4 9400Y-SIN
AGAXIAKIVAHIT  DMASAVAALSDOSOSIVI M SINVASSALAO|  ddRAALOY IVISSVD VIASILIMOSVY|  §Te#owod-sW

& 1 ¥

[0411]
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AQIXIAADADIHINODND|{ OMASAVAALIHOSVNIV| M SIVASSALAD HJASAIOO JIVUSSYD VIASSSASOSVY| SH'T'L# 9Y20U-SIN
AQIIAADAIAHINDYD|  OAASAVAHLASOUSNIV| M SINVASSALAD) HdASAIOO) IVISSVD VTASSSASOSYY| LH'T L#2400d-SN

AQIXIAXDXADIHINOND| DOMASAVAXLINDIVNI M SINVASSALID HJAASAIOO)| LVASSVO V1ASSSASOS OH'T"L# 2920Y-SIN
AQIRIAADATIHINDND|  ONASAVAANSIDLYNIV| M SINVASSALAD HdASAIOD) IVISSYD VIASSSASOSVY| SH'T'L# 2Yo0u-SIN
ATIRXIAAD A HINDND OIASAVAARISOMSNIV M SIWVASSALAD HdASAIOD)| IVASSYD VIASSSASOSYY] VH'T L# 2U00d-S
AQIAIAADAIHINOND| DOWASAVAALIADNVNIV] M SWVASSALID HJdISAIO0) IVISSYD VTASSSASOSVY| €H'TL#9Y20d-SIN
AQIAIAADACIHIND YD, DIASAVAAIINOLONIV| M SINVASSALAD] HAISAION) IVISSVD VIASSSASOSVY| TH'T L#94209-SIN
AGIAIAADACIHINDD, DAASAVAANDITONY NIV M SIWVASSALID HAASAIO0! IVISSVYD VIASSSASOSVY| [H'T'L#9420d-SIN
ACQANIAADADIHINOID|  ONASAVAALSOOSOSIV| M SIIVASSALAD] JAddSAADH IVISSVYD VIASSSASOSVY|  €1°L#9Y20d-SIW
AQIRNIAXDATIHINDND  DJASAVAALSSDSOSIN| M SIWOASSILAD) NJINXTOT IVINSSD VIAISSAAQDSVYE]  TI'L#SYOU-SIN
AQIAIAXDADIHINDYY{  DIASAVAALSODSDSIV M SINVASSALAD HJddSAADQ, IViaSSVD VIASSSASOSYVY 1T°L# SY20Y-SIN
AQIRIAXDAIHINDYD[  OIASAVAALSODSDSIV| M SINVASSALID] HAANAADO) IVISSVD VIKSSSASOSVY]  O1'L#U0Y-SIN
ATIRIAADADIHINDND|  DIASAVAALSODSOSIV] M SINVASSALAD IdNNAIO T IVISSVD VIASSSASDSYY 6 L#9UP0H-SN
AQARIAADAIHINOAD|  DIASAVAALSDDSOSIY M SINVASSALAD 1dISAAOH, IVISSVD VIASSSASOSVY| 8'L# 9Yo0Y-SIN
AQIRIAADAIHINDND|  DIASAVAALSDDSDSIV M SIWVASSALID JdVSAAOH IVISSVD VTASSSASOSYY L'L#9U20Y-SIN
ACIRIAADACIHLIND XY OIASAVAALSDDSOSIV] M SIWVASS4LAD AddSKXIOH IVISSVD VIASSSASOSVY 9 L#d100Y-SIN
AQIIAADADIHINDID|  OAASAVAALSOOSOSIV] M SINVASSALAD ddSSAAOH IVASSVD) VIASSSASOSYY G L#dY20Y-SN

@ 1
5]
=3

37



35/204 11

R B

3

CN 101781368 B

AQIAYAADADIHINDND|  ONASAVAADISOSYNIV| M | SINVASSALID] :Szaﬁ LVUSSVD) <§mmm>momj 8H'6"L# APOU-SIN
AGIRAAXDADIHINOND| DMASAVAALALOSYNIV| M |SINVASSALID|  IJIANAIOT LVASSVD <§mmm>momj LH'6°L# PPOU-S
AQIXIAXDADIHINOND DMASAVAXLUNDUVNIV M | SIVASSALAD]  HIISAIDO) LVISSVD) VIASSSASOS 9H'6'L#} PWOOU-S
AGIXIAADADTHINDND| OMASAVAALSDOSOSIY, M | SINVASSALID]  IJANAIOT] IVaSSVD VIADIHTAOSVY| T T6°L# 2W0U-S
AQIXIAXDASTHINOND| OMASAVAALSIOSOSIY| M |SINVASSALAD|  IJANAIOY LVASSVO VIXIdSTIOSVY]  I'T'6'L# 2420d-SH
ATIXIAXDADIHINOYD| OMASAVALDINOVHNIY, M | SINVASSALAD| IdANAIOT IVISSVD VIASSSASOSVY] SH'6'L# 2W0U-S
AGAXIAXOAITHINDND| OMASAVADDIINOAVNIV, M |SIVASSALID  IJANAIOT IVSSVD VIASSSASOSVY| PH'6'L# 210H-SI
AQIAIAADAIIHINDYD| DMASAVAANINODANIY| M SINVASSALAD|  IdWNAIOT IVASSYD VIASSSASOSVY|  €H6"L# 24o0d-SIN
AQIAIAADADIHINOND| ONASAVAANINDGVNIV| M SINVASSALAO|  IJANAIDT IVASSYD VIASSSASOSVY] TH'6'L# 2Uo0d-S
AQIAIAADADHINOYNG  OVASAVADRIOONVNIY] M SINVASSILID|  IdWNAIDT IVISSYD VIASSSASOSVY]  1H'6'L# 2U200-SW
AQIAIAADAITHINDND| DVASAVAARVONANIY| M SINVASS4149|  HJIINAIOD IVHSSYD VTASSSASOSYY| TH'b'L# SUo0H-SW
AQARIAADADIHINOND  OVASAVAALIADIVNIV] M SINVASSILID|  HAINAIOD IVISSVD VIASSSASOSVY|  [H¥'L#2U00d-S
AQIXIAXDADIHINOND| DMASAVAXKISOOSOSIV M |SINVASSILAD| JdJHSXADOH IVASSYD VIXDAHTAOS 1T L# SPPOA-SIN
AQAKIAADAIIHINDND|  DIASAVAALINSIVSIV| M SINVASSALAO|  AdHSAAOH] IVISSYD VIASSSASOSYY| TH'E'L# 2Uo0d-S
ATQIAXIAADASHINDID| DIASAVAALSDIDSOSI M SWVASSALID|  HJASAIOO)| LVISSYD VIASHAILOS YT TLAE P0U-SIN
AQIXIAXDADIHINDID  DIMASAVAALSDIDSHSI M SINVASSALAD|  HJIISAIOO LVISSVD <§Em§omﬁ__ TTT L# Syo0d-SIN
AQLRIAADAIIHINOND[  OMASAVAALSOOSOSIV] M SIVASSILIO|  Hd4SAIOO) IVISSYD VIANAAADSYY|  TTTL#3W0Y-SIN
) 1 ¥
&
=3
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AQDIHAAONADYSTY  OMASAVAALSDOSOSIV| M SWYASSALAD|  ddANSTOD) IVASSYD VIASSSASOSVE|  1'8#9U00d-SIN
AQDIHAADONADYST]  OMASAVAALSDOSOSIV] M SIWVASSLLAD|  ddISSTOD IViSSvD) VIASSSASOSVY  8#24o0d-SW
AGIXTAXDADIHINOND|  ONASAVAALSSOSHSIN M [SIWOASSLLID]  NJINXTOY IVINSSD VIADRIMOSVY| LTTTL# 2990d-SIW
AGIXMARDADIHINDND,  OMASAVAALSSOSOSIN M [SWOASSALID|  NJINATOT IVUINSSD) VIXHAMNIAOSVH| 9T 71 L#PW0U-SH
AQERIAADADIHINOND DIASUVAALSSOSOSIN M |SIWDASSALID|  NIINATOT LIVUNSSD) VIASIRIOSVY| STITL#910d-SIW
AQIATAADAIIHINDYO|  OVASAVAALSSOSOSIN) M SINDASSALL NAINATOT IVINSSD) VIASYNTHOSVY] #12I'L#3U00u-SI
AGIXIAADADIHINDND  OMASAVAALSSOSOSING M |SIWOASSILID]  NJINATOT LVANSSD VIAOWIAIOSVY| €T TT LA SU0T-SIN
AQIKIAADAIIHINDYD|  OMASAVAALSSOSOSIN M SIWOASSALA NdINATOT IVINSSD) VIANALNOSYY|  TTZI L# AYPOod-SIN
AQAXIAADAIAHIND D) DIASAVAALSSDSOSI M SIWDASSALID) NdINAIOT IVANSSO VIAMIIAADSVY] [TTIL#9Yd0Y-SIN
AQIXIAADADIHININD OMASAVAASTINDNONING M |[SWOASSALID,  NJAINATOY LVANSSD) VIAMAIAKOSVY| THTI'L# 9420U-SIN
AQIXIAXDADIHINOND| OMASAVAALSDOSOSIV, AL SWVASSALID| HAISAAOD LVISSVH VIARITRIOSVY] TTTI'L #9U50u-SIW |
AQIAIAADATIHINDID OMASAVAALYOOHVNIV M SWVASSALAD}  HAdSAADD, IViSSYD) VIASSSASOSVY| SH 1T L# SUo0d-SIN
AQAXIAADADIHINIIND DIASAVAALAADNVNIYI M SIWVASSALIO] HIISAADO IVASSVD) VIASSSASOSVY| PH IT'L# 4200-SI
AQIAIAADAINHINDYD| DIASAVAALMNONVYNIO| M SIWVASSALdD| HAdSXADD IVISSVO) VIASSSASOSVY| €H'T1°L#9Y00d-SIN
AQIAIAADAIIHINDND| DIASAVALDIAONYNIV, M SWVASSALID| HAdSAADD IVISSVO) VIASSSASOSVY| TH'II'L#9Y00U-SN
AQAAIARDAINHINDND|  DIASAVAALYADVYNI M SIWVASSALAD| HdSAADY IVASSY VIXSSSASOSY| [H'I1'L#90004-SW
AQAAIAADAIDHINOND, OMASAVAIIDINOMONIV] M | SWVASSALID|  IAANAIDY LVUSSV VIASSSASOSVY| 6H6'L# 2U0US
® 1 *

)
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VI BN ‘44 B3 VOrH €A ¥ €A L B[54

AQINHAAONAOYSTY  DONASAVAKLSODSDSIV] SIWVASSALID|  ddASSTOD) IVISSYD| A VIAIDSAMOSVY]  1I'TT8#% 9400d-SW
AQTIHAADNADYESTT  DVIASAVAALIDNASIVI SINVASSALID]  ddASSTOD IVasSsvol A VTASSSASOSVY| HH'Z'8# 2UdOY-SIW
AQIAHAADNADYSTI  OMASAVAALISOLISIV] SWVASSALID|  ddXSSTOD IvisSvD| & VIASSSASOSVY] TH'T'8# 2Yood-SIA
AQIDAHAADNADASTY  OMASAVAAAUDLISIY| SINVASSALID|  ddASSTOY IVassvol A VIASSSASOSVY|  TH'T'8# 9Y00u-SN
AQIAHAADNADYSTY  OMASAVAXINSOSASIV] SIWVASSALID|  ddANSTOO) IVESSVD[ A VTASSSASOSVY] 1H'1'8# dYooy-SN
AQINHAADNADESTY  OMASAVAALSDOSOSIV| SWVASSHIAD|  ddASSTOD IVISSYD[ A VIASSSASOSYH]  7'8#2Yo0y-SIW
(F 1 ¥
o
S

St 6

[0416]

HuCAL® G2 3R (R B AR A h

[0417]

(Nhel/Apal), 5 HF

g

2N
N

5% o B . peDNA3. 1+ (invitrogen) [ 2 b B AL m 2
HuCAL® % v (19 BR HPE A7 55 AH 25 0 35 78 A BE# 3R AN T 7 #3737 41) (Nhel/EcoRI) .

VH- Z5#5 (Mun1/) fifpEakaz A

[0418]

EX (Blpl/Apal) . i S$ /7% (EMBL 83133) #H Kozak

=l

40
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51 (Kozak, 1987) » A IgG(PIR A02146) . 1gG4 (EMBL K01316) Fifii& IgAl (EMBL J00220)
[ 2 XA R 70 MR ESEE TR . 5IAVUERR A UL S HuCAL® WA
FHZE PRI PEAT fo TR 1 IR 1 B ZE {1 —PCR SR BYHZ

[0419]  7F M Fab W3E[#F| 1gG 71, Fab (1] VH DNA JE2 i ik Mfe 1/Blp I Y1HIEEREAN 16
AR, ARL EcoR 1/Blp 1 #]FF. EcoR I(g/aattc) Fll Mfe I(c/aattg) FLEEAHARGTEA i
(aatt) , TN 1gGRIEE AT, Fab 1 G Mfe 147 511 DNAJFHIM c/aattg 44 g/aat tg,
MIMAER Mfe T Fll EcoR T 47 45, Blbt S 2N Q (%01 :caa) 484 E (¥ :gaa) o
[0420]  #2%BEFERE . pcDNA3. 1/Zeot (Invitrogen) )2 o A7 midl 2 A FIIE 78 7 BEEUAR
K — FHIEH BAR SRR AT S TN x - BTS2 X (Nhel/EcoRV) \HuCAL®-scFy Vk — 44
falk (EcoRV/BsiWI) Ml x — HETEE X (BsiWl/Apal) o A —IHZE Fy BEHP IR I PR A 1A 57 s A
Nhel/EcoRV (A —H7 S X ) \EcoRV/Hpal (V A — £5#4%) FllHpal/Apal (A —4E1EEIX) x —FT S
X (EMBL 700022) VLK A —fi5 X (EMBL J00241) #4H Kozak JE4). A x —(EMBL L00241)
F1 A - BE (EMBL M18645) [E & Xl i IR S 4E{# —PCR 2EHL.

[0421] A3 1A TgG 1) CHO- 41 fd . CHO-K1 4 B TG EEMIARRE R BB AR S5 E/RIR G
WAL gy UEGIMEFE Y7 H 600 1 g/ml G418 A1 300 u g/ml FE#&H E (Invitrogen) HEFE,
EAMRME. @ik -ELISA PRS0 fE BB TeG ik, FHME s fZ7E RPMI-1640 £5 5%
Ferp i, BRI TR 10 % 481K 1gG-FCS (Life Technologies) . & pHiA A 8. 0 FF L& it
VG, WRIHATIE SR B A FE8T (Poros 20A, PEBiosystems) o

[0422]  SEZjfafsl] 7« FH-H AR S0 BT

[0423] T AikiaE AB (1-42) JZEERRIFH i 43 N E 2 IR, TIKCE 1 A2 2R 1%
i,

[0424]  TSEVKM'DAEF RHDSGYEVHH QKLVFFAEDV GSNKGATIIGL MVGGVVI“ATV IV (SEQ ID NO :
414) o R, BT AL $5 1% DAEF RHDSGYEVHH QKLVFFAEDVGSNKGATIGL MVGGVVIA (SEQ ID NO :27)
K AB 4/ B -A4 IR LR 1 2 42,

[0425] 43 MK FIAERN R (Jerini BioTools,Berlin) &, N- K ZBEL H - K
AL R LT g R wE A (IR ) o YRR G EHE S M (50mMTrisHCL,
140mM NaCl.5mM NaEDTA.0. 05 % NP40 (Fluka) 0. 25 % BH X (Sigma) 1% 4 I35 (18 (3 3
4y V(Sigma), pH7.4) PR FEDA Qug/ml) J§E 2 /M. HA7E# S EH TBS (10mM
Tris. HC1.150mM NaCl, pH 7.5) ¥ 3 ¥k 3 43 Bh. 4R 5 FH AR 22 b i (25mM Tris Bk, 40mM
6— 247 TR 0. 01% SDS.20% FEE ) SRR 4% 22 ~F 7 B0 18 ok, RN 1 1) 55K /)M 1) PYDF Jii
(Biorad) »

[0426] - CNIZEHE FFT VR 193848 (WhatmanNo. 3) 4L, Ee AT 5 K.

[0427] 3 5K4RA ISR B S

[0428]  Jik v

[0420]  FH FREESFUEMY PVDF i

[0430] 3 5K 4EH] PHARZE MR 1 (30mM Tris B 20% FEE ) FEiE

[0431] 3 SRACH BHARZE M 2 (0. 3mM Tris B8 20 % P ) el

[0432]  #LHE CABHARANBHARIE] 0. 8mA/cm® [ LIRSS BEEAT 40 408, f CLNEF 4 28 Pk
it R 53 BRI AL H DU AE PVDF JIE [0 X5 PVDF I # 5 2 5K PVDF i H 5645 40 734
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DA DR A ET 4E 228 7 e vt .

[0433]  PVDF JEEAE £ A thiR 10 3 8h. 2R )5 HRP- Arid LA 1g H+L (Pierce) LA
1 ;1000 RN, BEAEdE & FIE 1/t & TBST (5 0. 005 % i3k 20 [ TBS) ¥k 3x10
O3Eh e W IER N R OR B0, VTR I T 9ml FIEEAY Smg 4- SUZEMY AT 41m1PBS (20mM T2
B9.150mM NaCl,pH 7. 2) <10 1 1 30 % i AL A (Merck) 2. &b H WA B BT A, /K 780>
PRI

[0434]  PrAAk — S8 Pk SR AT T8 Gl PG #5078 B s 2R TR = AR . BT IR R A7 5 X
MR NP B NIRRT A R HEGEIL, /N REB FEBTAR (BAP-2, BAP-1. BAP-17,
BAP-21. BAP-24 11 4G8) LA[RIFET; X 7341, B 148 H HRP— Anid P/ il Tg AR HLA Tgo
[0435] YRR BB Fab F BCRISE AT s s L 20 il 4 K TeGlL ik g SECERA RS T
FIA L R, WK SR ELISA 23 BT o X ] Re RAEDUIA — PR AR X kb e 58
Z R AR R SR AR B R BB SRR A /N A TR B A I 5 2 1 2 SR R 1
SIMHEAEH. AT A AR MAKHAK 16 PrrARERI e, i & 5 —MiEid. WA TS
SIFTIIER 2 B, 2 HESSEAR Fabs FIAH N 78 75 9 TeG BRI, N—- 2R g F A [A) A7 (1) 37
AP HVIERR 2 3 AN R . AR, R IEME T IR DATE C- Roma i FILo b=, Bl T
A7 BH PR T 2 2R B ] REAS B Bl A Kk . 0 BRI PG I s B 1 C— R 2 2R B X 3R AL
W5 A W B Rg e, A8 AR BT IR i e A 77 225 JE I O Ram b 1 A2 SRR ik
b g /NI A1) R AT BE T

[0436]
LREN (VA (DALY
MSR-3Fab 3-4 18-23
MSR-7Fab 3-5 19-24
MSR-8Fab 4-5 18-21
MSR-9Fab (1)3-9 18-24
MSR-10Fab (4-10) 19-20
MSR-11Fab 37 (18-20)
MSR-26Fab 35 (16)-19-23
MSR-27Fab (3)6-9 13-18(20)
MSR-29Fab 14-16 (20)
MSR-37Fab (4-6) (19-24)
MSR-41Fab 3-7 (17-21)
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MSR—-42Fab (4-9) (18-24)
MSR 3. 4. H7IgG1 1-3 19-26
MSR 7. 9. H2TgG1 1-4 19-24
MSR 7. 9. H71gG1 4-6 19-26
MSR 7. 2. H2x7. 2. L11gG1 (1-4)5-9 18-26
MSR 7. 11. H1x7. 2. L11gG1 4-6 19-26
BAP-2 4-6

4G8 19-20(23)
BAP-21 32-34
BAP-24 38-40
BAP-1 4-6

BAP-17 38-40

[0437] 3 2 kS HreT4E £/ b Fabs A4 K TG itk 5 HAkM 45 &, Birdeka
A B 1-40 FEAN I 5 2 FE IR, 'EA VLA AE T Ik DA FE 45 S iAo 99K S M Ik HLR X 2
B 59 B2 AR SRR

[0438]  SEjiify] 8 (& M FEE A 413E R (SPR) #7E MS—R Fab I MS-R TgG1 FiiA KAk
GEA AB 1-40 LA B 1-42 £74E() K, 1

[0439]  HL AB Hifk (Fabs Fl 1gGl) £5& £ 4tk A B il i 5% 1f i B 2 R 41 4L 4R (SPR) 7E
250 &, 2 2y T A EL/E B 3% R0 J 40 Johnson, Anal. Biochem. 1991, 198, 268-277 Al
Richalet—Sécordel,Anal. Biochem. 1997, 249, 165-173 1A . Biacore2000 F1 Biacore3000
{28 T IX 2l & . RS2 A2 AB 140 T A B 1-42 £F 4@ & Bk BL 200 1 g/ml ¥R BE4E
10mM ZFRANZZ MK (pH 4. 0) 1 37°CHFE 3 Ko WL ITHIE 2 FIKIILT4E45H4, A B 1-40
EREEERM (< 1HCK) A4 H AB 1-42 BoRn FEEK (> 1HeK) 4. fogixass
YEARR N AD P ZREERT A B IR, L BTG S5 RS MUTIE A E R G T RE . £T4EL
1o 10 W RE FF BRI e B A B0 v FL7, ) i i B (BIAapplication i, AB i,
Biacore AB,Uppsala, 1998) ATik, 7046 S286 0 K IR FE ) MS—Roche Fabs B Nz
7 5 2 AR, R IO PR 7 A B T3 0 IR I 4 S, K {a it Ze U5 i
[ A0 T A SR RON R T H L, BRI ks ko LA o Bl T 2 R ) &5 6 i i 0L T i e R
PR A BB SN, (MR — SR 2R ) SR AT - Ky fE M\ Biacore AR I VT4, &R (150 s 2
1172 If 5 Fab W FE A BEAE . X T-3043 B A5 1 RIS 2 A S8R e G R 16 v e, 25 1l i A s 1
Fab & & 4F Biacore i€, IR¥E Christensen{ /MM 4) (AnalyticalBiochemistry)
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(1997) 249, 153-164 Frik 7732 o T B M, 7870 M A3 v 0 AN R 1) J5T 2 PR 2% 111 ) 2 e
HGOBPEARS AB 1-40 A 4ER I AR &5 G, R 4R 2 T Biacore 5 . AR
BB ) P 2% A7 200 ek 0 A T U R T B e R A B AT 4E (2300 AN [ FRA ) I EAAE
R Hr i B TAE, B 160nM ( BLEL Fab 835 (R REAt ) o

[0440] )40 fifi % HuCAL 3C ¢ rp %5 52 [#) 1% ¢ MS—Roche bd [ 1) K, {H 1R 25 F15E 1 FIEE 2
ANSEF ) AR 5 e AT R () AT AE s T3 30 TR 1 NS ) OGR4 vp T
CDR3 (VH-CDR3) friF AR H AL S+ T 525 CDR3 (VL-CDR3) [ ZFEVE. 25 2 o)
JRAEEA A, 54T T VL-CDRL H1 VH-CDR2 HIZ A4k, — 282k B4 1 D ROGIEER K 255 V)i
RN TgGl rik, M4 sL s 6 Frid MorphoSys HF & AR IR Biacore Hf 2 1)
K, o 24 1gGl 54 AB 1-40 F1 AB 1-42 [#1 K, (7R T3 4.

[0441] %585 2 AN AERR G K B L-CDR1 LA K H-CDR2 SCJE 1) AT AW 3 T 45 3 f
HHE. AT X elE RS AR TS 13, ATH e B SE LCDR1 B L-CDR1+2, Pk A2 X vl
Fabs ] K, {75 T3 8.

[0442]  —2ER [ | FEE 2 D RAIEH Aok BAZ X FE 455010 Fabs MR SL 1 6 B
I MorphoSys TR FIHARFL AR AN TeGl Pifk. Tg6 454 AB 1-40 A1 A B 1-42 £F4ERT K,
fEAE Biacore "fiE » i) B, (i BB TE L M B A3 ) 25 58, K {id i 1R il
RN P4k V. TS R RPUAR R EIRIK (BIAFH L), P&
B I AN A i 2 B I ) [A) B K 3R 15

[0443] TV R M 0 A 52 A AR IR R O T P 48 o R 0L ik A e P T4  7EIX BB R,
fEIEAD b, PEAT - R AR H B e TR M I S50 K H. B4 TR 5. M
ith £ -~ A B E RIS A () AU (B ) SRR BB H AT MS—R 1gGs, MS-R IgGs
AT A 2 AR BIE I AAZ S o 1K 2 Pl 1 AR R 5 FTon TE Bl B R AN i
K, 15

[0444] % 3

[0445]
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HELH

YLIEY

BN LTIy fi e

2 KRR R

-

42/204 71
MS-R# KoAPrao KoAPiaz | MS-R# KoABia KpAPraz | MS-R# KpABiy Ko APy,
nM nm nM nM nM M
3 930 1300 7 1100 1714 8 850 1000
32 52 240 7.2 22 58 8.1 24 42
33 38 104 7.3 23 88 8.2 24 64
34 32 103 7.4 28 103
3.6 40 68 7.9 AN 23
7.1 22 74
712 28 60
3.2H1 4.4 33 7.2H1 9.3 10.2 8.1H1 13.6 92
3.2H2 52 1.1 7.2H2 8.2 8.2 8.2H1 1.6° 2.1°
3.3H1 171 19.4 7.2H3 45.4 5.3 8.2H3 nd. 31
3.3H2 10.6 228 7.2H4 5.9 5.0 8.2H4 12,1 11.9
3.3H3 14 33 7.2H5 8.0 10.1 8.2L1 48 37
3.4H1 13.5 14.0 7.2H8 1.0 n.d.
3.4H3 6.7 8.4 7.2H7 16.5 81
3.4H4 33.0 430 7.2H8B 1.6 2.1
3.4H5 26.5 36.0 7.2L1 13.3 12.7
3.4H6 49.0 60.0 7.2L2 5.6 4.0
3.4H7 19.2 317 7.2L4 11 14
3.4H8 10.7 26.5 7.3H1 8.0 1.2
3.4H9 21.7 18.8 7.3L1 4.5 6.0
3.4H10 8.1 10.1 7.4H1 8.0 6.6
3.4H11 19.5 83 7.4H2 9.9 6.2
3.4H12 25,5 27.0 7.9H1 4.9 54
3.4413 323 18.8 7.9H2 5.0 57
3.4414 13.3 16.8 7.9H3 4.2 2.8
3.4H18 25.5 15.6 7.9H4 48 4.2
3.4H17 20 4.3 7.9H5 1.7 1.8
3.4H18 17.1 10.0 7.9H6 1.2 1.2
3417 9.3 9.3 T.9H7 10 0.9
3.4L8 6.2 13.0 7.9H8 0,8 0.7
3.419 16.3 9.1 7.9H9 0.9 0.9
3.4L11 53 26 7.9L1 1.0 1.1
3.6H1 18.9 23.1 7812 10 0.5
3.6H2 19.8 54.0 7.11H1 12.7 6.7
3.6H3 5.4 75 7.41H2 0.3 03
3.6H4 13.0 78 7.11H3 6.6 4.4
3.6H5 8.2 6.0 7.14H4 1.0 1.7
3.6H6 36.0 11.8 7.11H5 34 17
3.6H8 25 25 7.11L1 1.1 1.2
3.6L1 15.6 1.4 7.12H1 0.6 0.8
36L2 13.7 131 7.42L1 nd. 3.8
7.42L2 4.0 5.4
74203 0.8 0.9
7.12L4 2.0 0.6
7.12L5 0.8 0.6
7.12L6 nd. n.d.
74287 n.d. n.d.

[0446] 3£ 3 :Biacore i i MS-R Fab 454 A B 1-40 Fl1 A B 1-42 £F 4 K, 1. ﬁﬁ%
R EE 1A 2 S ) BGAIEE  ve B, A A H T ASSC TR B4 it s P Fab BI4FAE
B " M I R R MO A Bt S N T SR sn. d.  RAAE

[0447] % 4.

[0448]

MS-R # Ky ABi.40 Kp ABj.42
nM nM
3.31gG1 37 66
7.111gG1 23 57
7.121gG1 31 137
8.1 1gG1 66 123
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[0449] 3£ 4 :Biacore THIE I MS-R 1gG1 £54 A B 1-40 A1 A B 1-42 £T4EfK K, (B 55 1 A4

SR 7 IR 5 I IE MS—R Fabs F1381G TgGs o K IEARH T A ST IR 25 4% i i 14 MS-R
1gGs WIAFAE=

MS-R IgG1 Kp ABy 40 Kp ABy4;
TR nM nM
FVAFFI R 33 37 6.6
7.11 2.3 5.7
7.12 3.1 13.7
8.1 6.6 12.3
B2 FERLL R 3.4.H7 0.10-0.30  0.10-0.30
7.2.H4 0.09-0.30  0.10-0.66
[0450] 7.9.H2 0.12-042  0.11-0.38
7.9.H3 0.10-0.50  0.10-0.40
7.9.H7 0.25-0.69  0.24-0.70
7.12.L1 1.20-3.50  0.74-2.90
8.2.H2 0.16-1.00  0.12-0.92
EREENFabs| 3.6H5x3.612 020-1.03  0.20-0.95
36.H8x3.6L2 0.22-095 0.22-0.82
7.4H2x7.2L1  0.12-063  0.12-0.56
7.41.H1x7.2L1 0.14-066  0.15-0.67
711 H1x7.11.L1  0.11-0.70  0.13-0.70

[0451] % 5 :Biacore i E (I MS—R TgGl 454 AB 1-40 F1 A B 1-42 4 K, fli. TgGs
AT A 1R 2 A58 F0 ) A P J5 BTk I8 MS—R Fabs FIAZ X wi % (1) Fabs . #2IEAEAH T
ASCTIR B AL IS T MS-R TgGs WIAF/ER . 2 M MS-R IgGs K K, {HIRTF H R 2 18
0 R IR HAE STl 1) 256 ) AR RIS e R AR S R ELAE A, ot 2 40 = A 2 1 P o
B T 2B HNE MS-R TgGs (41 MS—R TgG7. 9. H2x7. 12. L2 F1 MS-R TgG 7. 9. H4x7. 12.
L2), A3 5 e i A ], BRI ASBERA 2 K, {E

[0452] S5 O - 18 ok ()45 988 e e e €20 BT /R SRR EOws S 38 I U0 i L Ve R A B
[0453]  JH ik G0 24K 3 BTl BT ik MS—Roche Fabs Fl44K TgGl Xf B — e FEREI 455 o
KENFZZE (W A BT IR R O BH M R P05 3398 ) R AR M1EA V) Fd
B F5 G0 0 9 Y ARic, 4 AN [F]IR FE 1) MS—Roche Fabs kA A TgGl $iifk. Fabs Fll TgG1 #t
o BIASA Cy3 BILEBIACERAMLI F(ab ), FBEMZEE Cy3 lisEdi AN (H+L) &
e _ZRFNEZRE H Jackson Immuno Research. X FEALFEAAHIC Fab F1EIR —H, &A1)
Hhes B S5 R o HPTIE MS—Roche Fabs il MS—RocheIgG1 HLfA B (B (1) ML A5 17 T 5
27,

[0454]  SEjiifA) 10 ZE-GMIGE Biik AB R

[0455]  H{IEG/AKGEME T IEE JLRIN, G AB B R EENTEET 4ER 454, 50 /R
TR BRI 2 P IR R DR 2R L. AT & T RSN 2 T AR R AL
AB BATUERII AB LML P AB HUAMILE AR - &5 EAUNEERAMAB -
A e (Bohrmann %% ., 1999, J. Biol. Chem. 274, 15990-15995) . /315t A B ZRAEMIZ R
AT AE I 2 A

[0456]  SKEGIFE
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[0457]  NUNC Maxisorb f B4 2 (MTP) FHAB 1-40 FIAB 1-42181 1 © LIREW (&K 2uM,
100 1 1 B4 ) 37°C¥pAn 3 Ko (EIXRLELAT T, @R VATYER A B #WfOr [ & T-FLIK &
Mo AR HISAT VTR AR AE IR T4 2-4 /i o (PR AT AE T -20°C )« FIR4E4
LB A 300 u 1/ FLBEER B8 £h /K 35 1A, £ 7K 2 0. 05 % il 20 (T-PBS) T 1 % 2 LK
8 BSA) . ZFWEIFE 1-2 /S, SEAUH 1X300 1w 1T-PBS $E. A 20mM Tris-HCI
f) 20nM £ ZBRAL ) A B 1-40 W& 0. 05% NaN, f#) 150mM NaCl pH 7. 2 (TBS) F1i% 44
BERIdifE (100w 1/ 4L), FARTE 3TCIFE IR H 3X300n 1 T-PBS b5, MFmIAEY =
= H -POD 2554 (Roche MolecularBiochemicals) ZE2r 1% BSA [¥) T-PBS 7 1 : 1000 #%
B, N (100w 1/ 4L) FHAEZEWRIFE 2 /Mt FLH 3X 3001 1 T-PBS PEFF A 1001 1/ £L
138 i £ VY AR 2RI K (TMB) . [ il 4% TMB %53 : 10m1 30mM FrA% & pH 4. 1 ( A KOH i
7 )+0. 5ml TMB (1m1 PR B AP K] 12mg TMB+9m1 FREE ) +0. 01ml 35% H,0,]. ik nA 100w 1/
£ INH,S0, £ 11 S 3 HWK O B R4 B SO 24 450nm 132,

[0458] &5 .

[0459]  [¥] 8 .7k MS—Roche 1gGl FLikPs i =M R BLALKT A B 1-40 B A THTE ¥ A B 1-40/
A B 1-42 AR . I SLHE) 7 Prik IR SE AR BTN, XA N TeGs 17 A B — I RE
FALF /N B ST BEPTUIR BAP-1, BAP—1 8 iih bt S e i A2 7= AR R e U8 A B K = ZE IR %
546, /DR IEEDUA BAP-2 thE—H 52 AR 4-6 KMV (Brockhaus, KR ), EIEI
M PG 535 N F AB 1-40C- Rimf e Pi & BAP-17 L2 RILF ARG M (Brockhaus,
Neuroreport 9(1998) , 1481-1486) H 5 efEHUMA 4GS YUnl A B Ferh 17 A7 A1 24 {7 (] 13
£7 (Kim, 1988, Neuroscience ResearchCommunication, 2 2 4, 121-130) ., WL 10n g/
ml [¥] BSA AFEH AP Z AT A B BB A TR TN L. R, AR Rk FE R > 100 1w g/
ml, CARF BSA MEIEVZEALK AB BATUEKI AB 274t (Bohrmann, (1999) J Biol
Chem 274 (23) , 15990-5) , £ B BSA 5 A B HIAH BAE A e A

[0460]  SIjtAs]) 11 fRZEIE MR AR PRI A ZIRALE) A B

[0461]  FESSMISLES 7 &, FATIMAA T MS—Roche 1gG Hiihh5 FERAEM AB MERKIWE TI.
EEBALK AB 1-40 BB NI AB 1-40/A B 1-42 £F 4/, ARG LRI A B FT
RALIE . AEWERBAL A B PRSI 28 A-00 E Hh P AH R0 e v &

[0462]  SEEGIHFE -

[0463]  NUNC Maxisorb ff & E MTP) HESMEFHTRAB 1-40 FIAB 1-42/11 : 1
REVNIRAT. ABNEWEBALK AR, IRAT R AR TBS 200w 1/ L 20nM A=) = BEAL
fK) A B 1-40 78 37°Ci I 5, TBS 7 0. 05% NaN,. AR H 3X 300 1/ fL T-PBS ¥, HiikfE
2 0.05% NaN, [f] TBS FIELAEE, AT T 37°CHFE 3 /Mo eIt bk 7 8 4=
WZBALE A B 1-40 [IAFAE .

[0464] &5 .

[0465] & 9A 2| D B/ RIMPLAT SREEN AB MMEE, BB IBE AN AD =ik
(K] A B 1-40 SR & o MS—R HUAM/ B v BT BAP-1 35 PR 2R40L, 1 BAP-2.BAP-17 FI1 4G8
PUARM KR 21 AR REMRT RN R AB FECEH 28/, BAP-1 BHE A
T-MS-R Hifk, 2 B AE T H 540 E 4K APP (I N PE (LK 15) , A X B 5 s i1
BAP-1 AH 697 N, B4 A REGS T AL 1) B G5 SN o A7 R KRS T E BV BAP-2 X

47




CN 101781368 B OB B 45/204 T

FEMAB h 2RI LRI 4-6 AFF %, CAE e stk i B8, RIHARITE
N- K fr B S S AT U S SRR PRI A B IR 2. MS—Roche TgGs fEAAER
S PE T T B SR T BAP-2. BRIl R BAP-17 (C- A ) Fl AG8 ( B FEIRIEIE 16-24- 4
o) HIAEAMR AR 2 T 2 P RALE SR A B I BEmic e . R A IE T+ i HiIX
LT MR E BSA XFEREEIT A B WA BUR .

[0466]  MS-R HULIAIRIT HEE 2 /N2 R0 ) Rl B8 B R0 A2 X8 B 1 45 60, BRI A 56 0 o
W R B E R (KB 9A 5K 9B FlC LA ) , iX I Se K 1) 4 A S8 Fi ) 3 hn— 2
( W3 3-5) o VIR 5 R v HTMA AMY-33 11 6F/3D 78 —LE S I 41 T RSP 1k AB Z4E
(Solomon, (1996)Proc. Natl. Acad. Sci. USA 93, 452455 ;AMY—-33 Il 6F/3D Hiik s I3k1E B
Zymed Laboratories Inc. ,San Francisco ( 55 13-0100) F Dako Diagnostics AG, Zug,
Switzerland ( 255 M08721)) o A 9D AL B, 3X Seh A/ AR BRI 2 R #5842 0 o
[0467]  SZjtafs] 12 3@k ELISA Xf BKZE & W4T RAL 0BT

[0468]  TAI-LAK (P REgwbs ) 8 [ AH A e RIS FF 8 1 VA 2 B AR Al L B R 4
1t

[0469]  AEFRHDC

[0470]  EFRHDSC

[0471]1  FRHDSGC

[0472]  RHDSGYC

[0473]  HDSGYEC

[0474]  DSGYEVC

[0475]  SGYEVHC

[0476]  YEVHHQC

[0477]  EVHHQKC

[0478]  VHHQKLC

[0479]  HHQKLVC

[0480]  HQKLVFC

[0481]  QKLVFFC

[0482]  KLVFFAC

[0483]  LVFFAEC

[0484]  VFFAEDC

[0485]  FFAEDVC

[0486]  FAEDVGC

[0487]  AEDVGSC

[0488]  EDVGSNC

[0489]  DVGSNKC

[0490]  VGSNKGG

[0491]  GSNKGAC

[0492]  CSNKGAI

[0493]  CNKGAII
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[0494]  CKGAIIG

[0495]  CGLMVGG

[0496]  CMVGGVY

[0497] CGGVVIA

[0498]  Jikwsf# T DMSO LLIAZ] 10mM ¥ JE

[0499]  “FyEEE I (T BSA L 75 JRRH R, Sigma fiL'5 112F-9390) ¥ i# T 0. IMBRIRZVH 2
10mg/m1, @i &Fml I 50 v 1 26mg/ml FEIEACTE AL » TSI 2 DMSO H ) N— B8 RV fie 3t — 1
KB N BR . (NSMP, Pierce) o ZMRR NV 15 708 )a, id 4L 1K BSA E i 7E PBS it
J& (NAP-10, Pharmacia) R4k, 0. 1 % S EALBIE AT, 50 1 1 NSMP #54L1¥ BSA (6. Tmg/
ml) F 50 1 1PBS.0. 1% S &AL AF R B 10 1 1 Ry (OMSO o 1mM) o 4E K f X 1, 4
AL TR L) BSA A INIE. =3 4 /NN E, @i i 10w 1 10mM 2 P2 B R 26 1k e W
BA RIVIRE SRR 0. IMBRIRE AN i 1 ¢ 100 i 37 B3 35 ELTSA ~F4i
(Nunc #FA ) BFL (100w 1) » 4CHUE 16 /MG, 100w 1 B (b)) A&
FLIFFIE 30 20%8h. SEACH 2x300 1w 1/ 4L TBST (1 k) ¥ H A 100w 1 HiA& 78w, FiikLh
10w g/ml 8% 2 0 g/ml FEEAZE M o FARAE 4°CICE 16 /DI IEF 2x300 1 1 TBST ¥E. f
A 1001 1/ L HRP- ZE BN Tg HHL (Pierce, B HZRME 1 © 1000 #%E ) FFIEHEEIR
EWEE 1 /. AR 3x300ul/ £L TBST ¥k @it A 100w 1 PYF BN / i EE
AATFEZ A A 100w 1/ FL IMBEER 5 7380 5 28 1k s W HAB Gy (Tl i e ik
4 A% 3550BioRad) 7E 450nm Wil & 6H B . A LA L, /N R e BB AR LARIFE 77 4T
b 7 AEH HRP- Fracd i/ Te /R4 BAaMmAZPIN Ig.

[0500]  ffHH FIRSRAT H AB I E LK, 58 ESCHTd s & ELTSA- k. & B PeiRin
RAFEPUA, S eA1 A- B AT IE (AEFRHD ;A- B HIZ MR 2 2 7) i vk SRS
HJ5 /K (8 BSA) AHEGI, A EIEERE S 5E s mE T “107, SR [ 1)
HE LB R T57, FED 1A T 3Rl AB FTERIIK : (VFFAED ;A B IR FERR 18 3] 23)
gy, (FFAEDV ;A B [RZJERE 19 3 24) 8F (LVFFAE ;A B WIZFERR 17 3 22) .

[0501]  Jx BHIISRARHT / BUSGADL AR AR N S5 s T F 41 2 36 -
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MS-R IgG AEFRHD  LVFFAE VFFAED FFAEDV  fk-Lbf)  fk-tbfsl  Ak-EL 4
# 2-7/BSA  17-22/BSA 18-23/BSA 19-24/BSA  17-22/2-7  18-23/2-7 19-24/2-7
33 17 11 16 11 0.65 0.94 0.65
7.12 19 11 13 11 0.58 0.68 0.58
8.1 16 7 16 14 0.44 1.00 0.88
3.4H7 22 3 16 15 0.14 0.73 0.68
7.9H2 13 5 8 6 0.38 0.62 0.46
7.9H3 i3 6 8 6 0.46 0.62 0.46
7.9.H7 30 5 16 10 0.17 0.53 0.33
7.11H2 10 6 7 6 0.60 0.70 0.60
8.2.H2 18 10 15 14 0.56 0.83 0.78
3.6.H5x3.6.L.2 1 7 9 8 0.64 0.82 0.73
7.11.H2x7.9.L1 (L1) 14 8 10 9 0.57 0.71 0.64
8.2.H2x8.2.L1 13 20 25 25 1.54 1.92 1.92
At
BAP-1 21 1 1 1 0.05 0.05 0.05
BAP-2 21 1 1 1 0.05 0.05 0.05
4G8 1 23 20 1 23 20 1
6E10 18 1 1 1 0.06 0.06 0.06
6F/3D* 1 1 1 1 1 1 1
Amy 33 16 2 1 3 0.13 0.06 0.19

[0507] & 7 :MS-R IgGs il /)5 K 8 w0 % $i & BAP-1. BAP-2.4G8.6E10Amy—33 Fl 6F/3D 5
BSA- 4441 A B Btk 2-7 (AEFRHD)  17-22 (LVFFAE) . 18-23 (VFFAED) F1 19-24 (FFAEDV) ()%
M. 25t ELTSA 2t i) (O35 ), FHIK - &6 HE - 40511 BSA 3115 . iU A
17-22,18-23.19-24 JRATIFAHNT T 2-7 BKIME 508 * ShHUAARXT 741 8-17 5 ¢ HAS IR
N— i 8 P (A R A7 7471

[0508]  SEjfsl] 13 @I AT X e & 4 & ALY H-CDR2 Fi L-CDR1

[0509]  HuCAL 3% (A58 H B v A 5 — fi] 52 S P SR rh A2 #6 2 AN AN [A] Fab 269 25 K] i) B
A PLE X (CDRs) o Ay adE— 0 Btk 56 I, oK 1 R 3 v B8 3 AH [R] H-CDR3 (1] .0 g £ 44 1)
H-CDR2 F1 L-CDR1 #% 40 &, UM AR W] BEUL A A& ik — P 3R15 26 /1) (Yang 55 ., 1995, J. Mol.
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Biol. 254, 392-403 ;Schier %% ., 1996b, J. Mol. Biol. 263,551-567 ;Chen %% . , 1999, J. Mol.
Biol. 293,865-881) . SeiEirfEalH Bt A L-CDR1 Seft AL 44 w3 4% 42 H-CDR2 SeftAb %
PR TEIE o U S RN 52 14 v [ B 485 4 4 [7] H-CDR3 JE 471, AV 24L& EA 1. I (A RS2 44 7
HEH7 VH3-V x 3 48,

[0510]  JXE I 50 B AR HE M L-CDR1- S FE AL A 1 5 i 4% 22 H-CDR2— e A4k 52 14 v [ oK
ee DUE G A AHIR H-CDR3 [ o fRA7 RALRS et o W SR AT He % “EAE A AHIR] L-CDR3
(¥ 5 7], H-CDR2— S fE 4k 5 I 8 ik e % A2 #0438 45 S FE 4K L-CDR1. 41 SR A 414 11 sl
f¥) L-CDR3 AN [A], B3 T % fE4k L-CDR1, H-CDR2— & {4k 7 [ 35 13 5 — Pl L-CDR3 (L-CDR2 1%
£F HuCAL L4 741 (Knappik %5 . ,2000)) , 24 MS—Roche#7. 12 [T A4 F VE 2 85 I AR B,
L—-CDR1, 2 F1 3 7F H-CDR2- s fHAb 32 A pa e Ag 4. AT H 3 PirAS [F] ) v I8 SR

[0511] 1) 5¢ ¥ HT 7k 5255 v B A FR il 1t 9 V) B Xbal 1 Sphl M JBRE 1( 41 pMx9_Fab_
MS-Roche#7. 11. HL_FS) o U] %, b Bt 19 8¢ 1k 3= BE 28 J5 3% 86 U k: 2 ( 40 pMx9_Fab_
MS—Roche#7. 2. L1_FS) [#e4E A B, b Bl i Xbal A1 Sphl 4k =4z, =42 — 1380
SR (7% :pMx9_Fab_MS—Roche#7. 11. HI1x7. 2. L1_FS) , 4wt 5L ra e #7. 2. L1 ) L-CDRI,
2.3 FISEALTIRE #7. 11. H1 ) H-CDR1.2.3.

[0512]  2)L-CDR1 % 6% Jv Bt FH PR il 1% P9 1) g Xbal F1 Acc65T M 5 A 1 ( 41 pMx9_Fab_
MS—Roche#7. 11. H2 FS) 1 1] 2%, W 0b o 43 28 14 & 8 48 J5 3% & BT AL 2 ( 41 pMx9_Fab_
MS—Roche#7. 12. L1_FS) [ L-CDRL Jv B, by Bl i Xbal Fl Ace6bT yHAL™ Ao H Pt A2
— NI Rk (f74% :pMx9_Fab MS—Roche#7. 11. H2x7. 12. L1 (L-CDR1) FS) , 4whd 54 va %
#7.12. L1 [f) L-CDR1, 1] L-CDR2.3 1 H-CDR1.2.3 373 A 3G 4L v % #7. 11. H2,

[0513]  3) L-CDR1 A1 L-CDR2 s hc Fy B I B i) P4 A DTG Xbal 1 BamHI MFORE 1 ( 41 pMx9_
Fab_MS-Roche#7. 11. H2_FS) "] 2%, H I It 15 2500 3= 85 28 J 3% 42 ki 2 (41 pMx9_Fab_
MS—Roche#7. 12. L1_FS) ¥ L-CDR1 il L-CDR2 Jy B¢, it Btifi ik Xbal Fl BamHI jH4L =42, HH
= A —ANE SOk (44 :pMx9_Fab_ MS—Roche#7. 11. H2x7. 12. L1 (L-CDR1+2) FS) , 4ihd
AR TR #7. 12. L1 [ L-CDR1 11 L-CDR2, Ifif L—CDR3 1 H-CDR1.2.3 3k75 [ 30Tk #7. 11.
H2o AN [F) 5 S DL R e B AR 52 4 v I 1 U B 491 T~ E 3R 8 HRes i

[0514]  KHUBLRIERLAL G, OIS FPELE AB (1-40) #74E B#fe . Habh, Frigss X
[ I¥] MS—R Fab/ FTiAR K, fEAER 9 5.
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AGHAIMOADIHINDND | ONASAVAANINOGYNIY | M | SWYASSHL4D | IdWNAIDT 1 IVISSYD | A | YIASSSASDSYY THE'L# BYPOY-SIN
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MS-R # Kp AB1.40 Kb ABi.42
nM nM
3.3H1x3.4L9 2.16 2.97
3.4H1x3.4L9 0.25 0.5
3.4H3x3.4L7 0.92 0.92
3.4H3x3.4L9 1.05 0.93
3,4H7x3.4L9 2.66 3.51
3.4H7x3.4L7 1.19 1.23
3.6H5x3.6L1 1.25 1.04
3.6H5x3.6L2 1.26 0.84
[0522]

7.2H2x7.2L1 1.29 1.43
7.4H2x7.2L1 1.4 1.4
7.4H2x7.12L.2 1.4 1.8
7.9H2x7.2L1(L1) 1.4 1.4
7.9H2x7.12L1 1.2 1.1
7.9H2x7.12L2(L1+2) 0.4 0.4
7.11H1x7.211 1.75 1.39
7.11H1X7.11L1 0.41 0.47
7.11H2x7.2L1(L1) 1 0.6
7.11H2x7.9L1 (L1) 0.1 1
8.1H1x8.2L1 1.3 1.6

[0523] 9 :Biacore HHf g IAZ X 50 [% MS—R Fab 254 A B 1-40 F1 A B 1-42 £ 4Ef¥) K, {H .
AE S % Fabs (#4438 T 5] 13, K, (sl )y 2% i e 0 &0 0 e IE T A
TR % FE s Mk Fab (IAEAE S . — 2% Fabs 53 43 1 A /N HERH 2 A 44k BvE 4% 8 5 0 LA
ZBR LY. H-CDR2— A A sl (L1) 1A L-CDRI et (kA4 v [ vh 52 L-CDRI 5
H-CDR2- RS2 AR Fo% (L1+2) M L-CDR1 BefFfibAAk ok i % L-CDR1+2,

[0524]  SZJfEf] 14 -8 i L AR PO F 1 B AT AL 52 67 43 BT 48 s B R S R PG 1 /N B
IR A 0 4 Y S BEAS A

[0525]  iEFEAI MS-R IgGl HLiAAE APP/PS2 XU E A FL A/ [, ( Z7% CHk :Richards 2% .,
Soc. Neurosci. Abstr. , 27 %%, F2/7 5 5467, 2001) Ik N TEMFERE G . ik (Img/ 7>
WO ALV FEH 3 R K RS H TSR A . EER— R, DR B
WP, BIZEEE 0.3 F16 K i. v. yE5 2mg HAEZE 9 RKoRIE . ik XUbRIC ()42 S 9 L AE
KEERFEVIT B PUR S G UE M FEBE AL, (A — Cy3 B EHT N TG (H+L)
(#109-165-003, Jackson Immuno Research) , %% 1 BAP-2-Alexad88 Gz 2554, L4t
£ O B e o A% i IMARTS 11 COLOCALIZATION ¥t (Bitplane, Switzerland)
Ab PR PG DL BRI AL e AL . SR T 10140 RILFTA IR MS-R HTARTE APy i
W FEBE I S st A BH M, RV B — S AR

[0526]  SEJfifsl 15 A5 HEK293 4 M3k il b AN [F] 8 ve FE bk Sie e AT ik 82 8 (APP) 1)
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[0527]  APP fE XA Rt 23818 Piikg: &4k i APP 1] S BCRMATE AL A 5
I DR 3B A A AR o LG, YRR A- B PLAR LN APP WA N . P A-B 1 N- R
SERRIC REE A BT (G BAP-1.BAP-2) YU AE APP # 4R rp K8 3R A0 o AR, Brrh AR
FERIBHLAR (n 468) R BHPUAR S N B v AN BE R 40 Mo 2R 1] APP . ERIIG, AR Py 1475 A- B
{HAE APP IR & BHPUARAL T AR RE DL IA

[0528] VAL Al A1) 5 VEAE AN ST o I A0 B 130N 2 2 Y6 AR X 47 (FL1-H) KB4
YA A RIS & 5 R YL HEK293 4 juAH LL, # 4% APP [¥) HEK293 k5 6 #5
KH S MR APP A TFE N . 1, 5K 4% HEK293 4 ( 24k ) AHLL, Bt N- Ko
SR BIRIPUR BAP—1 R BAP-2 {275 7E HEK293/APP CRLZk ) W0 FL-1 155 BH K . 468 it
& (AR A- B SRACRE ) M REIHLAE (O N- Rim Al a) A- B R4k ) WA
BRI REEIOCHAS . HE293/APP H1 HEK293 40 U [F) ) 4 JEE 5 06 22 St it FH AN () 4 40 Ji K
/o FACScan 1% %585 CellquestPro ¥4 (#4842 Becton Dickinson) e H .

[0520]  SEJiifA] 16 9 S R BHHLIA 73+ I % 5E SEQ 1D NOs [ 41 3%

[0530] Bt 10 ¥ KA ST E P41, Fl T 285 2 R BB+

[0531]
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4% £ z8€ £8¢ 78¢ 43 £6¢ %43 T12°8XTHI'8
]%% 1T 08¢ 18€ 0S¢ 0zZ€ 16¢€ 1€ T LXTHTTL
80t 60b 8/€ 64€ 8p€ 81€ 6b€ 61€ 116°LXTHTT'L
90t LOb 9.€ LLE 9P 91¢ LYE L1€ T LXTHIT.L
vOb SOp bLE SLE bbE bIE SbE STE T12T'/XTH6'L
200 cob 2L€ €L€ e 453 £bE €1€ T12'/XCH6'L
00t 10t 0/€ L€ ovE 0T€ b€ 1€ TRV IXTHY L
86€ 66€ 89¢ 69€ gee 80€ 6€E€ 60€ T1TLXTHT L
96€ L6€ 99¢ 19€ 9¢€ 90¢ €€ L0€ T19°€XSH9'E
¥6E S6¢E b9 Gog beE v0€ GEE SO€E LW EXLHY'E
26€ €6€ 29¢ £9¢ 233 20€ 1333 €0 617 EXLHY'E
06 T6€ 09¢ 19¢ €€ 00€ €€ 10€ 6T EXEHP'E
88¢ 68¢ 85S¢ 6S€E 8z¢ 867 62¢ 66C LW EXEHY'E
98¢ /8¢ 95¢ LSE 9z 96¢ LT€ 16T 6T EXTHY'E
v8g 8¢ bSE [ bTE ¥6¢ Sz€ S6¢ 6T EXTHE'S
b6 6 26 £6 06 88 16 68 LH6'L
98 (8 L €/ 85 b 65 Sb T LXTHITL
b8 8 0L 1L 9§ e LS b TIITLXTHITL
8 €8 89 69 bS o SS %% 1T LXPHE'L
08 18 99 L9 S 8¢ €5 6¢ 1T LXTHE'L
8/ 6L 9 59 0s o€ 15 LE TITLXTHY L
9 LL 29 €9 b e 6 G Z19°EX8HI'E
vl SL 09 19 9 23 I £ 219'EXSHY'E
6T [iY4 T4 9 €T L T 8 8
LT 81 x4 ve T S 4 9 L
ST 91 12 w 6 3 o1 b £
VNG €4aD1 | 304d €4@D1 | VNG €4ADH | 1o4d £¥ADH YNa A VYNA HA j04d A j04d HA #FE

SON (1 OFS G54 ¥ UES 2 0 300/ W AV LT 01 %
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[0533]

<110>

<120>

<130>

<150>
<151>

<160>
<170>
210>
<2115
212>
<213>

<220>
223>

<400>

IR
ZE R » BEREMB AT (F.Hoffmann-La Roche AG)
TR 43 2 & (MorphoSys AG)
HAB ik R HA &
045158F1 1PWCN

EP 02003844. 4
2002-02-20

414
PatentIn version 3.1
1

9
PRT

ANIFF3)

ERMEY); B-A4RKRYSE— R

1

Ala Glu Phe Arg His Asp Ser Gly Tyr

1

<210>
211>
212>
<213>

<220>
223>

<400>

Val His His Gln Lys Leu Val Phe Phe Ala Glu Asp Val Gly

1

<210>
211>
<2125
<213>

<2202
<223>

<400>

5

2

14

PRT

ATF7

BREY: PrA4BKIIE XK

2

5 10
3

368
DNA

ANIFF

AR Y): MS-Roche#3KIVHEX

3
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caggtgcaat
agctgegegs
cctgggaagg
gcggatageg
ctgcaaatga
cattatgcte
agctcage

210> 4

211> 122
<212> PRT
213> AI

220>

tggtggaaag
cctcecggatt
gtctcgagtg
tgaaaggccg
acagcctgeg
gttattatcg

FF3

cggeggegsec
tacctttage
ggtgagegeg
ttttaccatt
tgcggaagat
ttattttgat

ctggtgcaac
agctatgega
attagcggta
tcacgtgata
acggeegtgt
gtttggegece

223> EHAEY); MS-Roche#3fIVHX

<400> 4
Gln Val
1
Ser

Gln

Leu Arg

Ala Met Ser
35
Ala Ile
50

Gly

Ser
Lys Arg
65
Leu

Gln Met

Ala Arg Leu
Gly Gln Gly

115

210> 5

211> 379
<212> DNA
213> AL

<220>
<223>

<400> 5

caggtgcaat
agctgcgegsg
cctgggaagg
gcggatageg
tgcaaatgaa
gtaatactca
tggtgacggt

[0534]

Leu
Leu
20

Trp
Ser
Phe
Asn
Thr

100
Thr

FF5

tggtggaaag
cctecggatt
gtctcgagtg
tgaaaggcceg
cagcctgegt
taagccttat

Val
Ser
Val
Gly
Thr
Ser
85

His

Leu

Glu
Cys
Arg
Ser
Ile
70

Leu

Tyr

Val

tagctcagc

Ser
Ala
Gln
Gly
55

Ser
Arg

Ala

Thr

Gly
Ala
Ala
40

Gly
Arg
Ala

Arg

Val
120

cggcgecgec
tacctttage
ggtgagcgceg
tttaccattt
gcggaagata
ggttatgttc

Gly
Ser
25

Pro
Ser
Asp
Glu
Tyr

105
Ser

A RMIEY): MS-Roche#7HIVHIX

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Ser

Leu
Phe
Lys
Tyr
Ser
75

Thr

Arg

ctggtgcaac
agctatgecga
attagcggta
cacgtgataa

cggeegtgta

gttattttga

66

cgggceggeag
tgagctgggt
gcggeggceag
attcgaaaaa
attattgcgce
aaggcaccct

Val Gln Pro

Thr Phe Ser

30
Leu Glu
45

Ala

Gly

Tyr Asp

60
Lys

Asn Thr

Ala Val Tyr

Phe Asp

110

Tyr

cgggcggceag
tgagetgggt
gcggcggcag
ttcgaaaaac
ttattgecgeg
tgtttgggec

cctgegtetg
gcgecaagcec
cacctattat
caccctgtat
gcgtcttact
ggtgacggtt

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Val

cctgegtetg
gcgecaagec
cacctattat
accctgtate
cgtggtaagg
caaggcaccce

Gly
Tyr
Val
Val
Tyr
80

Cys

Trp

60
120
180
240
300
360
368

60
120
180
240
300
360
379
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210> 6
211> 126
<212> PRT
213> ANTIF3)
220>
<223> ARMIEY; MS-Roche#7HVHX
<400> 6
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr

100 105 110
Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120 125

210> 7
211> 374
<212> DNA
213> ATIF3
220>
223> ARAIEY; MS-Roche#8HIVHX
400> 7
caggtgcaat tggtggaaag cggecggegge ctggtgecaac cgggeggeag cctgegtetg 60
agctgegege cctecggatt tacctttage agctatgega tgagetgggt gcgecaagcece 120
cctgggaagg gtctcgagtg ggtgagegeg attageggta geggeggeag cacctattat 180
gcggatageg tgaaaggeeg ttttaccatt tcacgtgata attcgaaaaa caccctgtat 240
ctgcaaatga acagcctgeg tgecggaagat acggeegtgt attattgege gcgtcttett 300
tctegtggtt ataatggtta ttatcataag tttgatgttt ggggccaagg caccetggtg 360
acggttaget cagc 374
<210> 8
211> 124
<212> PRT
213> ANIF3)
220>

[0535]

223>

& RAEY): MS-Roche#8VHX
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<400> 10

Asp Ile Val Leu Thr Gln Ser Pro Ala

1 5

Glu Arg Ala Thr Leu Ser Cys Arg Ala

Thr Leu
10
Ser Gln

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro

35

Ile Tyr Gly Ala Ser Ser Arg Ala Thr

[0536]

20

25

40

Gly Gln Ala

Gly Val Pro

68

Pro Gly
15
Ser Ser

Ser Leu Ser

Ser Val Ser
30

Pro Arg Leu Leu

45

Ala Arg Phe Ser

CN 101781368 B 'ﬁi HH 4@ 65/204 11
<400> 8
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Leu Leu Ser Arg Gly Tyr Asn Gly Tyr Tyr His Lys Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
210> 9
211> 330
<212> DNA
213> AL
220>
<223> ERHIEY; MS-Roche#3HIVLIX
<400> 9
gatatcgtge tgacccagag cccggegacc ctgagectgt ctccgggega acgtgegacce 60
ctgagctgeca gagcgageca gagegtgage agcagetatc tggegtggta ccagcagaaa 120
ccaggtcaag caccgecgtct attaatttat ggegcgagea gecgtgecaac tggggtceeg 180
gcgegtttta geggetetgg atceggeacg gattttacce tgaccattag cagectggaa 240
cctgaagact ttgecggttta ttattgccag caggtttata atcctcetgt tacctttgge 300
cagggtacga aagttgaaat taaacgtacg 330
<210> 10
211> 110
<212> PRT
213> AIF%
220>
223> ERAIEY; MS-Roche#3HIVLX
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50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Val Tyr Asn Pro Pro
85 90 95

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

100 105 110
210> 11
211> 330
<212> DNA
213> ANTIFF3
220>
<223> A RMEY; MS—Roche#THIVLX
<400> 11
gatatcgtgec tgacccagag cccggegacc ctgagectgt ctccgggega acgtgegace 60
ctgagctgca gagcgageca gagegtgage agcagetatc tggegtggta ccagceagaaa 120
ccaggtcaag caccgecgtct attaatttat ggcgegageca gecgtgecaac tggggtecceg 180
gegegtttta geggetctgg atceggecacg gattttacce tgaccattag cagcctggaa 240
cctgaagact ttgcgactta ttattgettt cagctttatt ctgatccttt tacctttgge 300
cagggtacga aagttgaaat taaacgtacg 330
210> 12
211> 110
<212> PRT
213> AILF3
220>
<223> ARIEY); MS-Roche#7HIVLIX
<400> 12
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser

20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu

35 40 45
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val Pro Ala Arg Phe Ser
50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 : 70 75 80
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Phe Gln Leu Tyr Ser Asp Pro
85 90 95

Phe Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

100 105 110
210> 13
<211> 330
<212> DNA

[0537]
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213> AIF3

<220>
223> EHRMEY); MS-RocheH8HIVLIX

<400> 13

gatatcgtgec tgacccagag cccggegacc ctgageetgt ctcecgggega acgtgegace 60
ctgagctgeca gagegageca gagegtgage agcagetatce tggegtggta ccagcagaaa 120
ccaggtcaag caccgegtct attaatttat ggcgcgagea geegtgeaac tggggteeeg 180
gcgegtttta geggetetgg atccggeacg gattttacce tgaccattag cagectggaa 240
cctgaagact ttgecgactta ttattgecag cagetttctt cttttectec tacctttgge 300
cagggtacga aagttgaaat taaacgtacg 330

210> 14
211> 110
<212> PRT
213> AIJF5

<220>
<223> S HMIEY); MS—Roche#HS8HIVLIX

<400> 14
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser
20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val Pro Ala Arg Phe Ser
50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Leu Ser Ser Phe Pro
85 90 95
Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105 110

<210> 15
211> 24
<212> DNA
213> ANILFF%)

<220>
923> AWMEY: MS-Roche#3HIVLIX FICDR3

<400> 15
cagcaggttt ataatcctcc tgtt 24

210> 16
211> 8
<212> PRT

[0538]
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[0539]

<213>

<220>
<223>

<400>

ANIFF5

& BKIEY); MS-Roche#3HJVLIX fICDR3

16

Gln Gln Val Tyr Asn Pro Pro Val

1

<210>
211>
<212>
213>

220>
<223>

<400>

5

17

24

DNA

ANTLFE5)

S REY); MS-Roche#7HIVLIX FJCDR3

17

tttcagettt attctgatcc tttt

<210>
<2115
<2125
213>

<220>
<223>

<400>

18

8

PRT
ATF3)

& RRIEY); MS-Roche#7HIVLIX #JCDR3

18

Phe Gln Leu Tyr Ser Asp Pro Phe

1

<210>
<2115
<212>
<213>

<220>
223>

<400>

5

19

24

DNA

ANIF3

AR Y); MS-Roche#8AIVLIX fJCDR3

19

cagcagcttt cttcttttce tect

210>
211>
212>
213>

<2205
<2235

20

8

PRT
NTIFF

& RHIEY); MS—Roche#8HIVLIX FICDR3

71

24

24



CN 101781368 B OB B 69,204 T

[0540]

<400> 20
Gln Gln Leu Ser Ser Phe Pro Pro
1 5

210> 21

211> 39

<212> DNA
213> AR5

<220>
223> A RAIEY); MS-Roche#3HIVHX FICDR3

<400> 21
cttactcatt atgctcgtta ttatcgttat tttgatgtt 39

<210> 22

211> 13

<212> PRT
213> AIFF3

<220>
<223> LAY MS-Roche#3HIVHX fICDR3

<400> 22
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val
1 5 10

<210> 23

211> 51

<212> DNA
213> ANIFF%I

<220>
<223> S RAIEY); MS—Roche#t7HIVHX HJCDR3

<400> 23
ggtaagggta atactcataa gccttatggt tatgttcgtit attttgatgt t 51

210> 24

211> 17

<212> PRT
213> ANIFF3)|

<220>
<223> L RHAEY): MS-Roche#7HIVHX fICDR3

<400> 24

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val
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[0541]

<210> 25
211> 45
<212> DNA
213> ANLF%

<220>
<223> ARAMEY: MS-Roche#8HIVHX AICDR3

<400> 25
cttctttctec gtggttataa tggttattat cataagtttg atgtt 45

210> 26
211> 15
<212> PRT
213> ATLIRF5)

<220>
€223> L HMIEY: MS-Roche#8AIVHIX JCDR3

<400> 26
Leu Leu Ser Arg Gly Tyr Asn Gly Tyr Tyr His Lys Phe Asp Val
1 5 10 15

<210> 27
211> 42

<212> PRT
213> A5

<220
223> A RMEY; B-A4HK

<400> 27
Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gln Lys
1 5 10 15
Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala Ile Ile
20 25 30
Gly Leu Met Val Gly Gly Val Val Ile Ala
35 40
<210> 28
211> 17
<212> DNA

213> AIFF5

<220>
223> A FMEY; VL-ERTIY

<400> 28
gtggtggttc cgatatce 17
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[0542]

210> 29
<211> 43
<212> DNA
213>

<220>
(223>

<400> 29

ATLF5)

ARMEY; VL-RAGIY

agcgtcacac tcggtgegge tttcggetgg ccaagaacgg tta

<210> 30
211> 17
<212> DNA
213>

220>
223>

<400> 30

AIFFF)

caggaaacag ctatgac

<210> 31
211> 19
<212> DNA
213>

<2207
223>

<400> 31

ANLF5]

taccgttget cttcaccce

<210> 32

211> 360
<212> DNA
213>

<220>
223>

<400> 32
caattggtgs
gecggecteeg
aagggtctcg
tctgttaagsg
atgaacagcc
gctcgttatt

<210> 33
<211> 120

ANILF3

aaagcggces
gatttacctt
agtgggtgag
gtcgttttac
tgcgtgegga
atcgttattt

BREY), BRIERSY

ERMEY; EHRESY

& RAKIEY): VH MS-Roche#3.

cggectggtg
tagcagctat
cgctatttet
catttcacgt
agatacggcc
tgatgttteg

BH5 x 3.6L2

caaccggecs
gcgatgagcet
gagtctggta
gataattcga
gtgtattatt
ggccaaggea

74

gcagectgeg
gggtgegeea
agactaagta
aaaacaccct
gcgegegtet
ccctggtgac

tctgagectge
agccectggg
ttatgctgat
gtatctgcaa
tactcattat
ggttagctca

43

17

19

60
120
180
240
300
360
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[0543]

<212> PRT
213> AIFF3
220>
<223> & FHIEMY; VH MS-Roche#3. 6H5 x 3.6L2
<400> 33
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ile Ser Glu Ser Gly Lys Thr Lys Tyr Tyr Ala Asp Ser Val
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val Trp
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 34
211> 360
<212> DNA
213> AILFF5)
220>
<223> & RHIEY; VH MS-Roche#3. 6H8 x 3.6L2
<400> 34
caattggtgg aaagcggegg cggectggtg caaccgggeg geagectgeg
gcggeeteecg gatttacctt tagcagectat gegatgaget gggtgcgeca
aagggtctcg agtgggtgag cgctatttct gagtattcta agtttaagta
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct
atgaacagcc tgegtgegga agatacggec gtgtattatt gegegegtet
gctegttatt atcgttattt tgatgtttgg ggccaaggea ccectggtgac
210> 35
211> 120
<212> PRT
213> ATIFr3l
220>
<223> EMEY); VH MS-Roche#3. 6H8 x 3.6L2
<400> 35

Ser Leu
15
Ala Met

Ser Ala

Lys Gly

GIn
80
Arg

Leu

Ala
95

Gly Gln

tctgagetge
agccectggg
ttatgctgat
gtatctgcaa
tactcattat
ggttagctca

Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu

1

5

75

10

15

60
120
180
240
300
360
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Arg Leu Ser
Val
35
Glu

Ser Trp

Ile Ser
50
Arg Phe Thr
65
Met

Asn Ser

Leu Thr His

Gly Thr Leu

115

<2107
211>
<212>
213>

36
372
DNA
AT

<220>
<223>

<400> 36
caattggtgg
gcggecteeg
aagggtctcg
tctgttaagg
atgaacagcc
actcataagc
acggttaget

<210>
211>
<212>
<213>

37
124
PRT
AT

220>
223>

<400> 37
Gln Leu Val
1

Arg Leu Ser Cys

Ser Trp Val
35

Ile Asn Tyr Asn

50

Arg Phe Thr Ile

65

Cys Ala Al

20
Arg

Gln Al

Tyr Ser Ly
Ar
70

Al

Ile Ser

Leu Arg
85
Tyr Ala Ar
100

Val Thr

P73

aaagcggcgs
gatttacctt
agtgggtgag
gtcgttttac
tgegtgegga
cttatggtta
ca

FF51

Glu
5

20
Arg

Val Ser

a Ser Gly

Phe Thr

Phe

25

Gly
40
Lys

a Pro

s Phe
55
g Asp Asn

a Glu Asp

g Tyr Tyr

Lys

Tyr

Ser

Thr

Arg

Gly Leu

Tyr Ala
Asn
75

Val

Lys

Ala
90

Tyr Phe

105

Ser
120

A RHIEY); VH MS-Roche#i7.

cggeectggtg
tagcagctat
cgctattaat
catttcacgt
agatacggcc
tgttcgttat

4H2 x 7.2L1

caaccggegce
gcgatgagcet
tataatggtg
gataattcga
gtgtattatt
tttgatgttt

& REEY); VH MS-Roche##7. 4H2 x T7.2L1

Ser Gly Gly Gly Leu Val Gln

10

Ala Ala Ser Gly Phe Thr Phe

25

40

55

70

Gln Ala Pro Gly Lys Gly Leu
Gly Ala Arg Ile Tyr Tyr Ala

Ser Arg Asp Asn Ser Lys Asn

75

76

Ser Ser Tyr
30
Glu Trp Val
45
Asp Ser Val
60
Thr Leu Tyr

Tyr Tyr Cys

Asp Val Trp
110

gcagectgeg
gggtgecgeca
ctcgtattta
aaaacaccct
gegegegtegg
gggeccaagg

Pro

Ser
30

Trp Val

45

Ser Val

Glu

Asp
60
Thr

Ala Met
Ser Ala
Lys Gly

Leu Gln
80

Ala Arg

95

Gly Gln

tctgagectge
agcccectggg
ttatgctgat
gtatctgcaa
taagggtaat
caccctggtg

Gly Gly Ser Leu

156

Ser Tyr Ala Met

Ser Ala

Lys Gly

Leu Tyr Leu Gln

80

60
120
180
240
300
360
372
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Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

85

90

95

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

100

105 110

Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

116

<210>
<2115
212>
213>

38
372
DNA
AT

<220>
<223>

<400> 38
caattggtsgg
gcggeeteceg
aagggtctcg
tctgttaagsg
atgaacagcc
actcataagc
acggttagcet

<210>
<2115
212>
213>

39
124
PRT

220>
<223>

<400> 39
Gln Leu Val
1

Arg Leu Ser
Val
35
Ala

Ser Trp

Ile Asn

50

Arg Phe Thr

65

Met Asn Ser

Gly Lys Gly

Val Gly

115

Trp

<210> 40

5

aaagcgeces
gatttacctt
agtgggtgag
gtcgttttac
tgcgtgegga
cttatggtta
ca

ANIF3

Glu

5
Cys Ala
20
Arg Gln

Asp Gly

Ile Ser

Ala
Ala
Asn

Arg

120

S RiEY); VH MS-Roche#7.

cggcetggty
tagcagctat
cgctattaat
catttcacgt
agatacggcc
tgttcgttat

Ser Gly Gly Gly

Ser Gly

Gly
40
Lys

Pro

Arg
55

Asp Asn

70

Arg
85
Thr

Leu

Asn
100

Gln Gly

Ala

His

Thr

Glu Asp

Lys Pro

Val
120

Leu

9H2 x 7.12L2

caaccgggeg gcagectgeg
gcgatgaget gggtgegeca
gctgatggta atcgtaagta
gataattcga aaaacaccct
gtgtattatt gcgegegtgg
tttgatgttt ggggccaagg

S FRMIEY); VH MS-Roche#t7. 9H2 x 7.12L2

Val Gln
10
Thr Phe

Leu Pro Gly Gly
Phe
25

Lys

Ser Ser Tyr

30

Gly Leu Glu Trp Val

45
Tyr Ala Asp Ser Val
60

Thr

Tyr

Ser Lys Asn Leu

75
Ala Val
90

Gly Tyr

Tyr

Thr Tyr Tyr Cys

Tyr Val Arg
105

Thr

Tyr
110

Val Ser Ser

77

tctgagetge
agcccctggg
ttatgctgat
gtatctgcaa
taagggtaat
caccctggtg

Ser Leu
15
Ala Met

Ser Ala

Lys Gly

Leu Gln
80

Ala Arg

95

Phe Asp

60
120
180
240
300
360
372



CN 101781368 B

75/204 1T

[0546]

i B P
211> 372
<212> DNA
213> ATF3
220>
<223> EMAIEY); VH MS-Roche#7.9H4 x 7.12L2
<400> 40
caattggtgg aaagcggegg cggectggtg caaccgggeg geagectgeg tctgagetge
gcggeeteeg gatttacctt tagcagetat gegatgaget gggtgegeca agececetggg
aagggtctcg agtgggtegag cgctattaat getgttggta tgaagaagtt ttatgetgat
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa
atgaacagcc tgcgtgecgga agatacggec gtgtattatt gegegegtgs taagggtaat
actcataage cttatggtta tgttcgttat tttgatgttt ggggccaagg caccctggtg
acggttaget ca
<210> 41
211> 124
<212> PRT
213> ANTIFF%
220>
223> ERHEY); VH MS-Roche#7.9H4 x 7.12L2
<400> 41
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45

Ile Asn Ala Val Gly Met Lys Lys Phe Tyr Ala Asp Ser Val Lys Gly

50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

85 90 95
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 42
211> 372
<212> DNA
213> AL
220>
223> & IEY); VH MS-Roche#i7. 11HI x 7.11L1
<400> 42

78

60
120
180
240
300
360
372
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caattggtge
gcggeceteeg
aagggtctcg
tctgttaagg
atgaacagcc
actcataagc
acggttagct

<210>
2115
212>
<213>

43
124
PRT

<220>
<223>

<400>
Gln
1

Arg

43

Leu
Ser Trp
35
Ile Asn
50
Arg Phe
65
Met Asn

Gly Lys

Val Trp

<210>
211>
212>
213>

44
372
DNA

<220>
223>

<400> 44
caattggtgg
gcggeeteceg
aagggtctcg
tctgttaagg
atgaacagcc
actcataagc
acggttagct

Leu Val Glu
Ser Cys
Val Arg
Ala Ala
Thr Ile
Ser Leu
Gly Asn

Gly Gln
115

aaagcggcsgs
gatttacctt
agtgggtegag
gtcgttttac
tgcgtgegga
cttatggtta
ca

A3

Ser

Ala
20
Gln

Gly
Ser

Arg
85
Thr
100

Gly

ATF3)

aaagcggegg
gatttacctt
agtgggtgag
gtcgttttac
tgcgtgegga
cttatggtta
ca

Gly Gly
Ala
Ala
Phe
Arg
70
Ala
His

Thr

cggeetggte
tagcagctat
cggtattaat
catttcacgt
agatacggcc
tgttcgttat

& ERMIEY): VH MS—Roche#7. 11H1 x

Gly

Ser Gly

Leu

Phe

caaccggece
gcgatgaget
gctgetggtt
gataattcga
gtgtattatt
tttgatgttt

Val
10
Thr

Gln

Phe

25

Gly
40
Thr

Pro

Arg
55
Asp Asn

Glu Asp

Lys Pro

Lys

Tyr

Ser

Thr

Tyr

Gly Leu

Tyr Ala
Asn
75
Val

Lys

Ala
90

Gly Tyr

105

Leu Val
120

A RKIEY): VH MS-Rochett?.

cggectgetg
tagcagctat
cggtattaat
catttcacgt
agatacggcc
tgttcgttat

Thr

Val Ser

gcagecctgeg
gggtecgeca
ttcgtactta
aaaacaccct
gecgegegtgg
gggeccaagsy

7.11L1

Pro Gly Gly
Tyr
30

Val

Ser Ser

Glu Trp

45

Asp Ser Val

60

Thr Leu Tyr

Tyr Tyr Cys

Val Tyr

110

Arg

Ser

11H1 x 7.2L1

caaccggecsg
gcgatgaget
gctgetggtt
gataattcga
gtgtattatt
tttgatgttt

79

gcagectgeg
gggtgegeea
ttcgtactta
aaaacaccct
gcgegegtgg
ggggccaagg

tctgagetge
agccectggg
ttatgctgat
gtatctgcaa
taagggtaat
caccctggtg

Ser Leu
15
Ala Met

Ser Gly

Lys Gly

GIn
80
Arg

Leu

Ala
95

Phe Asp

tctgagectge
agccectgesg
ttatgctgat
gtatctgcaa
taagggtaat
caccctggtg

60
120
180
240
300
360
372

60
120
180
240
300
360
372
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<210> 45

211> 124
<212> PRT
213> ANILF5

<220>

<223> ERMIEY); VH MS-Roche#7.11HI x 7.2L1

<400> 45
Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5
Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25
Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Tle Asn Ala Ala Gly Phe Arg Thr Tyr
50 55
Arg Phe Thr Ile Ser Arg Asp Asn Ser
65 70
Met Asn Ser Leu Arg Ala Glu Asp Thr
85
Gly Lys Gly Asn Thr His Lys Pro Tyr
100 105
Val Trp Gly Gln Gly Thr Leu Val Thr
115 120

210> 46
<211> 330
<212> DNA
213> ANIF3

<220>

Val
10

Thr
Gly
Tyr
Lys
Ala
90

Gly

Val

Gln
Phe
Leu
Ala
Asn
75

Val

Tyr

Ser

Pro
Ser
Glu
Asp
60

Thr
Tyr

Val

Ser

€223> &RMgEY); VL MS-Roche#3. 6H5 x 3.6L2

<400> 46

gatatcgtgc tgacccagag cccggcgacce ctgagcctgt
ctgagctgca gagcgagcca gtttctttet cgttattate
ccaggtcaag caccgegtct attaatttat ggcgegagea
gcgegtttta geggetetgg atccggeacg gattttaccc
cctgaagact ttgcggttta ttattgecag cagacttata

cagggtacga aagttgaaat taaacgtacg

210> 47

211> 110
<212> PRT
213> AIFFF

220>

ctccgggega acgtgegacc
tggcegtggta ccagcagaaa
gcecgtgecaac tggggteeceg
tgaccattag cagcctggaa
attatcctcc tacctttgge

<223> S RRMEY): VL MS-Roche#t3. 6H5 x 3. 6L2

400> 47

80

Gly Gly

Ser Tyr
30

Trp Val

45

Ser Val

Leu Tyr
Tyr Cys

Arg Tyr
110

Ser Leu
15
Ala Met

Ser Gly

Lys Gly

Leu Gln
80

Ala Arg

95

Phe Asp

60
120
180
240
300
330
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Asp Ile Val Leu
1
Glu Arg Ala Thr

Thr Gln
5
Leu Ser

Ser

Cys

Pro Ala Thr
10
Ser

Leu

Arg Ala Gln

Ser Leu Ser

Phe Leu Ser

Pro Gly
15
Arg Tyr

Tyr Leu
35

Ile Tyr Gly Ala Ser Ser

50

Gly Ser Gly Ser

65
Pro Glu

Pro Thr Phe Gly

<210> 48

<211> 330
<212> DNA
<213>

<220>
<223>

<400> 48

gatatcgtgc
ctgagctgca
ccaggtcaag
gcgegtttta
cctgaagact
cagggtacga

Ala Trp

Asp Phe

20

Tyr Gln

Gly Thr

25 30

Gln
40
Arg
55
Asp

70

85

100

ANIFF5

EREY: VL

tgacccagag
gagcgagcca
caccgcgtet
geggetetgsg
ttgeggttta
aagttgaaat

Ala Val

Gln Gly

Tyr

Thr

MS-Roche#3.

ccecggegace
gtttctttct
attaatttat
atccggcacg
ttattgccag
taaacgtacg

Lys Pro
Ala Thr
Phe Thr
Tyr Cys

Lys Val
105

Gln Ala Pro
45

Pro Ala Arg
60

Thr Ile Ser Ser Leu Glu
75 80
Gln Gln Thr Tyr Asn Tyr Pro
90 95

Glu Ile Lys Arg Thr

110

Gly Arg Leu Leu

Gly Val Phe Ser

Leu

6H8 x 3.6L2

ctgagcctgt ctccgggega acgtgegacce
cgttattatc tggcgtggta ccagcagaaa
ggcgegagea geegtgecaac tggggteeeg
gattttaccc tgaccattag cagcctggaa
cagacttata attatcctcc tacctttgge

<210> 49
<211> 110
<212> PRT
213> AIFF]

220>
223>

<400> 49
Asp Ile Val Leu
1
Glu Arg Ala Thr
20
Tyr Leu Ala Trp
35
Ile Tyr Gly Ala
50
Gly Ser Gly Ser
65
Pro Glu Asp Phe

Thr Gln Ser
5
Leu Ser Cys

Tyr Gln Gln

Ser Ser Arg
55
Gly Thr Asp
70
Ala Val Tyr

Pro Ala Thr Leu
10
Arg Ala Ser Gln
25
Lys Pro Gly Gln
40
Ala Thr Gly Val

Phe Thr Leu Thr

75
Tyr Cys Gln Gln

81

A MIEY); VL MS-Roche#3. 6H8 x 3.6L2

Ser Leu Ser

Phe Leu Ser
30
Ala Pro Arg
45
Pro Ala Arg
60
Ile Ser Ser

Thr Tyr Asn

Pro
15
Arg

Gly

Tyr

Leu Leu

Phe Ser

Leu Glu
80
Tyr Pro

60
120
180
240
300
330
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85

90

Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

100

<210> 50
<211> 330
<212> DNA
213> AILF?%Y

220>
<223>

<400> 50

gatatcgtgc tgacccagag
ctgagctgeca gagcgagceca
ccaggtcaag caccgegtct
gcgegtttta geggetetgg
cctgaagact ttgcgactta
cagggtacga aagttgaaat

<210> 51
<211> 110
<212> PRT
213> ANTIRFF

<220>
<223>

<400> 51

Asp Ile Val Leu

1

Glu Arg Ala Thr

20

Leu Ala Trp
35

Tyr Gly Ala

50

Ser Gly Ser

Tyr
Ile

Gly
65
Pro Glu Asp Phe
His Thr Phe Gly
100

<210> 52
<211> 330
<212> DNA
213> ANIF3

<220>
<223>

BRAIEY; VL

BRAEY; VL

Thr Gln
5
Leu Ser

Tyr Gln

Ser Ser

Gly Thr
70

Ala Thr

85

Gln Gly

Ser
Cys
Gln
Arg
55

Asp

Tyr

Thr

ccecggegace
gtatgttgat
attaatttat
atccggcacg
ttattgccag
taaacgtacg

Pro
Arg
Lys
40

Ala
Phe

Tyr

Lys

105

MS-Roche#7. 4H2 x 7.2L1

ctgagecetgt ctcecgggega acgtgegacce
cgtacttatc tggcgtggta ccagcagaaa
ggcgegagea gecgtgeaac tggggteeeg
gattttaccc tgaccattag cagcctggaa
cagatttatt cttttcctca tacctttgge

MS-Roche#7. 4H2 x 7.2L1

Ala Thr Leu Ser
10

Ala Ser Gln Tyr

25

Pro Gly Gln Ala

Thr Gly Val Pro
60

Thr Leu Thr Ile

75
Cys Gln Gln Ile
90
Val Glu Ile Lys
105

S REMIEY): VL MS—Roche#i7. 9H2 x 7.12L2

82

110

Leu Ser

Val Asp
30

Pro Arg

45

Ala Arg

Ser Ser
Tyr Ser

Arg Thr
110

95

Pro
15

Arg
Leu
Phe

Leu

Phe
95

Gly
Thr
Leu
Ser
Glu

80
Pro

60
120
180
240
300
330
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<400> 52
gatatcgtge tgacccagag cccggegacc ctgagectgt ctecgggega acgtgegace
ctgagctgea gagcgageca gegttttttt tataagtatc tggegtggta ccagcagaaa
ccaggtcaag caccgcgtct attaatttct ggttcttcta accgtgcaac tggggtcceceg
gegegtttta geggetetgg atccggeacg gattttacce tgaccattag cagcctggaa
cctgaagact ttgcggttta ttattgectt cagetttata atattcctaa tacctttggc
cagggtacga aagttgaaat taaacgtacg
<210> 53
<211> 110
<212> PRT
213> AT
220>
<223> S HMMIEY); VL MS-Roche#7.9H2 x 7.12L2
<400> 53
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin Arg Phe Phe Tyr Lys
20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45

Ile Ser Gly Ser Ser Asn Arg Ala Thr Gly Val Pro Ala Arg Phe Ser

50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
Pro Glu Asp Phe Ala Val Tyr Tyr Cys Leu Gln Leu Tyr Asn Ile Pro

85 90 95
Asn Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105 110

<210> 54
211> 330
<212> DNA
213> ATLFF)
220>
<223> ERMMIEY; VL MS-Roche#7.9H4 x 7.12L2
<400> 54
gatatcgtgc tgacccagag cccggegacce ctgagectgt ctcecgggega acgtgcgacc
ctgagctgeca gagcgageca gegttttttt tataagtatce tggcgtggta ccagcagaaa
ccaggtcaag caccgcgtct attaatttct ggttcttcta accgtgcaac tggggtcceceg
gcgegtttta geggetctgg atccggeacg gattttacce tgaccattag cagcctggaa
cctgaagact ttgcggttta ttattgectt cagctttata atattcctaa tacctttgge
cagggtacga aagttgaaat taaacgtacg
<210> 55
<211> 110

83

60
120
180
240
300
330

60
120
180
240
300
330
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<212> PRT
213> ANIFF%)

<220>

$293> A RAIEEY: VL MS-Roche#7.9H4 x 7.12L2

<400> 55

Asp Ile Val Leu

1

Glu Arg Ala Thr
20

Tyr Leu Ala Trp

35
Ile Ser Gly Ser
50

Gly Ser Gly Ser

65

Pro Glu Asp Phe

Asn Thr Phe Gly
100

<210> 56
<211> 330
<212> DNA
213> AILF%

<2207

Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
5 10 15
Leu Ser Cys Arg Ala Ser Gln Arg Phe Phe Tyr Lys
25 30
Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
40 45
Ser Asn‘Arg Ala Thr Gly Val Pro Ala Arg Phe Ser
55 60
Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
70 75 80
Ala Val Tyr Tyr Cys Leu Gln Leu Tyr Asn Ile Pro
85 90 95
Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
105 110

<2923> S RiHIIEY); VL MS-Roche#7.11H1 x 7.11L1

<400> 56

gatatcgtgc tgacccagag cccggegace ctgagectgt ctccgggega acgtgegace
ctgagctgeca gagcgageca gegtattett cgtatttatc tggcgtggta ccagcagaaa
ccaggtcaag caccgegtct attaatttat ggcgcegagcea gcegtgecaac tggggteecg
gcgegtttta geggetetgg atccggeacyg gattttaccc tgaccattag cagcctggaa
cctgaagact ttgcgactta ttattgccag caggtttatt ctcctecctca tacctttggc
cagggtacga aagttgaaat taaacgtacg

<210> 57

<211> 110
<212> PRT
213> AILRF5)

<220>

223> LS RMIEY); VL MS-Roche#7. 11H1 x 7.11L1

<400> 57

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1

5 10 156

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Arg Ile Leu Arg Ile

20

25 30

84

60
120
180
240
300
330
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Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg

35

40

45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val Pro Ala Arg

50

95

60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser

65 70

75

Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Val Tyr Ser

85

90

His Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

100

<210> 58
<211> 330
<212> DNA
213> AIFF

<220>

<223> EWMEY; VL MS-Roche#f?.

<400> 58

gatatcgtge tgacccagag cccggegacce
ctgagctgca gagecgagecca gtatgttgat
ccaggtcaag caccgegtct attaatttat
gcgegtttta geggetetgg atccggeacg
cctgaagact ttgcgactta ttattgccag
cagggtacga aagttgaaat taaacgtacg

<210> 59
211> 110
<212> PRT
213> AT

<220>

105

ctgagcctgt ctcecgggega acgtgegace
cgtacttatc tggcgtggta ccagcagaaa
ggcgegagea gecegtgecaac tggggteeceg
gattttaccc tgaccattag cagcctggaa
cagatttatt cttttcctca tacctttggce

11H1 x 7.2L1

223> S mEitIEYy; VL MS-Roche#t7. 11H1 x 7.2L1

<400> 59

Asp Ile Val Leu Thr Gln

1 5

Glu Arg Ala Thr Leu Ser
20

Tyr Leu Ala Trp Tyr Gln

35
Ile Tyr Gly Ala Ser Ser
50

Gly Ser Gly Ser Gly Thr

65 70

Pro Glu Asp Phe Ala Thr

85

His Thr Phe Gly Gln Gly

100

Ser Pro
Cys Arg
Gln Lys

40
Arg Ala

55
Asp Phe

Tyr Tyr

Thr Lys

Ala Thr Leu
10

Ala Ser Gln

25

Pro Gly Gln

Thr Gly Val

Thr Leu Thr
75
Cys Gln Gln
90
Val Glu Ile
105

85

Ser Leu
Tyr Val
Ala Pro
45

Pro Ala
60

Ile Ser
Ile Tyr

Lys Arg

110

Ser
Asp
30

Arg
Arg
Ser

Ser

Thr
110

Leu Leu
Phe Ser

Leu Glu

80
Pro Pro
95

Pro Gly
15
Arg Thr

Leu Leu

Phe Ser

Leu Glu
80

Phe Pro
95

60
120
180
240
300
330
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[0554]

<210>
211>
<212>
213>

220>
223>

<400>

60

39

DNA
ATF3)

HCDR3 MS-Roche#3.6H5 x 3.6L2

60

cttactcatt atgctcgtta ttatcgttat tttgatgtt

<210>
211>
212>
213>

220>
223>

<400>

Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val

1

210>
<2115
212>
213>

<220>
223>

<400>

61

13

PRT

AIF3I

HCDR3 MS-Roche#3.6H5 x 3.6L2
61

5 10

62

39

DNA

ATFF3)

HCDR3 MS—Roche#3.6H8 x 3.6L2

62

cttactcatt atgctcgtta ttatcgitat ttigatgtt

<210>
211>
212>
213>

220>
223>

<400>

Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val

1

<210>
211>
212>
213>

63

13

PRT
AIF3

HCDR3 MS-Roche#3.6H8 x 3. 6L2
63
5 10
64
51

DNA
ANIF3)

86

39

39
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[0555]

<220>
<223> HCDR3 MS-Roche#7. 4H2x7. 2L1

<400> 64
ggtaagggta atactcataa gccttatggt tatgttcgtt attttgatgt t 51

<210> 65

211> 17

<212> PRT
213> AIF5)

<220>
<223> HCDR3 MS-Roche#7. 4H2x7. 2L1

<400> 65

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 66

<211> 51

<212> DNA
213> AIFF)

220>
<223> HCDR3 MS—Roche#7. 9H2x7. 12L2

<400> 66
getaagggta atactcataa gccttatggt tatgttegtt atttigatgt t 51

<210> 67

211> 17

<212> PRT
213> ALFFY

<2205
<223> HCDR3 MS-Roche#7.9H2x7. 12L2

<400> 67

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 68

211> 51

<212> DNA
213> AIF3

<220>

87
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<223> HCDR3 MS-Roche#7.9H4x7. 1212

85/204 1T

<400> 68
ggtaagggta atactcataa gccttatggt tatgttcgtt attttgatgt t 51

<210> 69

211> 17

212> PRT
213> ATF3

<220>
<223> HCDR3 MS-Roche#7. 9H4x7. 1212

<400> 69

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 70

211> 51

<212> DNA
Q213> AILFF5

220>
<223> HCDR3 MS-Roche#7. 11H1x7.11L1

<400> 70
ggtaagggta atactcataa gecttatggt tatgttcgtt attttgatgt t 51

210> 71

Q11> 17

<212> PRT
213> A3

<220>
<223> HCDR3 MS-Roche#{7. 11H1x7.11L1

<400> 71

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

210> 172

¢211> 51

<212> DNA
213> ALFH

{220>
<223> HCDR3 MS-Roche#7.11HI1x7.2L1

[0556]

88
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[0557]

<400>

72

ggtaagggta atactcataa gccttatggt tatgttcgtt attttgatgt t 51

<210>
211>
212>
213>

<220>
<223>

<400>

73
17

PRT
A3

HCDR3 MS-Roche#7. 11H1x7. 2L1

73

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

1
Val

<2100
211>
<212>
<213>

<220>
<223>

<400>

5 10 15

74
24

DNA
AT

LCDR3 MS-Roche#3. 6H5 x 3. 6L2

74

cagcagactt ataattatcc tcct 24

<210>
21
<212>
213>

220>
<223>

<400>

75
8

PRT
ATF5I

LCDR3 MS-Roche#3. 6H5 x 3. 6L2

75

Gln Gln Thr Tyr Asn Tyr Pro Pro

1

<210>
211>
<212>
213>

<220>
<223>

<400>

cagcagactt ataattatcc tcct

5
76

24

DNA

ATF5)

LCDR3 MS-Roche#3. 6H8 x 3.6L2

76

89

24
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[0558]

<210>
211>
212>
213>

<220>
223>

<400>

77

8

PRT
ATFF3

LCDR3 MS-Roche#3. 6H8 x 3.6L2

77

Gln Gln Thr Tyr Asn Tyr Pro Pro

1

<210>
211>
212>
213>

220>
<223>

<400>

5
78
24
DNA
ANTIF3)

LCDR3 MS-Roche#7. 4H2x7. 2L1

78

cagcagattt attcttttcc tcat

<210>
211>
212>
213>

<220>
223>

<400>

79

8

PRT
AT

LCDR3 MS-Roche#7. 4H2x7. 2L1

79

Gln Gln Ile Tyr Ser Phe Pro His

1

<210>
211>
<2125
<213>

<2205
<223>

<400>

5
80
24
DNA
ANTIF3)

LCDR3 MS—Roche#7. 9H2x7. 1212

80

cttcagcttt ataatattcc taat

210>
211>
<212>
<2135

81

8

PRT
AILFF5I

90

24

24
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[0559]

<220>
<223>

<400>

LCDR3 MS-Roche#7. 9H2x7. 1212

81

Leu Gln Leu Tyr Asn Ile Pro Asn

1

<210>
211>
<212>
213>

220>
223>

<400>

5
82
24
DNA
ATF5
LCDR3 MS-Roche#7. 9H4x7. 1212

82

cttcagcttt ataatattcc taat

<210>
211>
212>
213>

<2207
<223>

<400>

83

8

PRT
ANTIF3)

LCDR3 MS-Roche#7. 9H4x7. 1212

83

Leu Gln Leu Tyr Asn Ile Pro Asn

1

<210>
<211>
<212>
213>

<220>
223>

<400>

5
84

24

DNA
ANIF3

LCDR3 MS-Roche#7. 11H1x7. 11L1

84

cagcaggttt attctcctce tcat

<210>
<211>
212>
<2135

<220>
<223>

<400>

85

8

PRT

A5

LCDR3 MS-Roche#7. 11H1x7. 11L1

85

91

24

24
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Gln Gln Val Tyr Ser Pro Pro His
1 5
<210> 86
211> 24
<212> DNA
213> ANIFF3)
220>
<223> LCDR3 MS-Roche#7. 11H1x7. 2L1
<400> 86
cagcagattt attcttttcc tcat 24
<210> 87
211> 8
<212> PRT
213> ANTIFF%)
220>
<223> LCDR3 MS-Roche#f7. 11H1x7. 2L1
<400> 87
Gln Gln Ile Tyr Ser Phe Pro His
1 5
<210> 88
<211> 378
<212> DNA
213> ANTIFF5)
220>
223> A RHIEY; VH MS-Roche##7. 9HT7
<400> 88
caggtgcaat tggtggaaag cggcggegge ctggtgeaac cgggegecag cctgegtetg 60
agctgegegg ccteecggatt tacctttage agctatgcga tgagctgggt gcgccaagcec 120
cctgggaagg gtctcgagtg getgageget attaatgett ctggtactcg tacttattat 180
gctgattctg ttaagggteg ttttaccatt tcacgtgata attcgaaaaa caccctgtat 240
ctgcaaatga acagcctgeg tgeggaagat acggecgtgt attatigege gegtggtaag 300
ggtaatactc ataagcctta tggttatgtt cgttattttg atgtttgggg ccaaggeacc 360
ctggtgacgg ttagctca 378
210> 89
211> 126
<212> PRT
213> AIF3
220>
<223> ARAIEY); VH MS-Roche#7. 9H7

[0560]

92
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[0561]

<400> 89
Gln Val Gln
1

Ser Leu Arg

Ala Met Ser
35
Ser Ala Ile
50
Lys Gly Arg
65
Leu Gln Met

Ala Arg Gly

Phe Asp Val
115

<210>
211>
212>
213>

90
330
DNA

<220>
<223>

<400> 90

gatatcgtgc
ctgagctgca
ccaggtcaag
gcgegtttta
cctgaagact
cagggtacga

210> 91

211> 110
<212> PRT
213>

<2207
223>

<400> 91

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu

1

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

35

Leu
Leu
20

Trp
Asn
Phe
Asn
Lys

100
Trp

ATF3)

ALIF3

20

Val Glu
5
Ser Cys

Val Arg

Ala Ser

Thr Ile
70
Ser Leu
85
Gly Asn

Gly Gln

tgacccagag cccggcegace
gagcgagcca gagegtgage
caccgegtct attaatttat
geggetetgg atccggeacg
ttgcgactta ttattgeett
aagttgaaat taaacgtacg

5

Ser Gly Gly

Ala Ala Ser
25

Ala Pro

40

Thr Arg

Gln

Gly
55
Ser Arg Asp

Arg Ala Glu

Thr His Lys

105
Thr Leu
120

Gly

&MY VL MS-Roche#7. 9H7

A RKIEY) VL MS-Roche#7. 9H7

25

40

Gly

10

Gly
Gly
Thr
Asn
Asp
90

Pro

Val

10

Leu
Phe
Lys
Tyr
Ser
75

Thr

Tyr

Thr

ctgageectgt
agcagctatc
ggcgegagea
gattttaccc
cagatttata

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val

50

55

93

Val Gln Pro Gly
15
Thr Phe Ser Ser
30
Gly Leu Glu
45
Tyr Ala
60

Lys Asn

Trp

Asp Ser

Thr Leu

Ala Val Tyr Tyr
95
Arg

Gly Tyr Val

110
Val Ser Ser

125

ctcegggega acgtgegace
tggegtggta ccagcagaaa
gcecgtgecaac tggggteceeg
tgaccattag cagcctggaa
atatgcctat tacctttgge

Ser Leu Ser Pro
15
Ser Val Ser Ser
30
Ala Pro Arg Leu
45

Pro Ala Arg Phe
60

Gly
Tyr
Val
Val
Tyr
80

Cys

Tyr

Gly
Ser
Leu

Ser

60
120
180
240
300
330
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[0562]

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu

65 70 75 80
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Ile Tyr Asn Met Pro
85 90 95
Ile Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105 110
<210> 92
211> 51
<212> DNA

213> ATLFF

<220>
<223> & REHMIEY); BCDR3 MS-Roche#7. 9HT7

<400> 92
ggtaagggta atactcataa gccttatggt tatgttcgtt attttgatgt t

<210> 93
211> 17

<212> PRT
213> A3

<220>
223> & RitIEY); HCDR3 MS-Roche#7. 9H7

<400> 93

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 94
211> 24
<212> DNA
213> AILF5

<220>
223> & RiMIEY); LCDR3 MS-Roche#7. 9H7

<400> 94
cttcagattt ataatatgcc tatt

<210> 95

211> 8

<212> PRT
213> AILF5

<220>
<223> & RAIEY; LCDR3 MS-Rochett7. 9H7

94

51

24
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<400> 95
Leu Gln Ile Tyr Asn Met Pro Ile
1 5

92/204 1T

<210> 96

211> 12

<212> PRT
213> ANTLFF

<220>
<223> ERIEY; MS-Roche#3HILCDR1

<400> 96
Arg Ala Ser Gln Ser Val Ser Ser Ser Tyr Leu Ala
1 5 10

<210> 97

Q11> 7

<212> PRT
213> ALF%

<220>
223> AMAIEY); MS-Roche#3HLCDR2

<400> 97
Gly Ala Ser Ser Arg Ala Thr
1 5

<210> 98

211> 8

<212> PRT
213> ANLFFY

<220>
223> SRAIEY; MS—Roche#3HJLCDR3

<400> 98
Gln Gln Val Tyr Asn Pro Pro Val
1 5

<210> 99

<211> 10

<212> PRT
213> ATLFF

<220>
<223> AFMIEY: MS-Roche#3JHCDR1

<400> 99
Gly Phe Thr Phe Ser Ser Tyr Ala Met Ser
1 5 10

[0563]

95
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[0564]

<210>
211>
212>
<213>

<220>
<223>

<400>

Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys

1

Gly
210>
211>
212>

<213>

<220>
<223>

<400>

Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val

1

<210>
<2115
<212>
<213>

<220>
<223>

<400>

100

17

PRT

ANIRFF)

& EHIEEY) ;. MS-Roche#3f¥JHCDR2
100

5 10

101
13
PRT
ALF7
&R MIEEYS: MS-Roche#3ffJHCDR3
101
5 10
102
8
PRT
ANILFF)
& R MS—Roche#3. 1HILCDR3

102

Gln Gln Val Tyr Ser Val Pro Pro

1

<2105
211>
212>
213>

220>
223>

<400>

5

103

8

PRT

ATLF5)

& RAEY; MS-Roche#3. 2#ILCDR3

103

Gln Gln Ile Tyr Ser Tyr Pro Pro

1

5

96
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[0565]

<210>
211>
212>
<2135

<220>
223>

<400>

104

8

PRT
ATIF5

& kI Y): MS-Roche#3. 3fILCDR3

104

His Gln Met Ser Ser Tyr Pro Pro

1

<210>
211>
212>
213>

220>
223>

<400>

5

105

8

PRT

ANTLTF%)

L RHIEY); MS-Roche#3. 4HJLCDR3

105

Gln Gln Thr Tyr Asp Tyr Pro Pro

1

<210>
<2115
<212>
<213>

<220>
<223>

<400>

5

106

8

PRT

ANTIF5

A RAEY); MS-Roche#3. 5HILCDR3

106

Gln Gln Ile Tyr Asp Tyr Pro Pro

1

<210>
211
<212>
<213>

<2207
223>

<400>

1

<210>

5

107

8

PRT
ANTIFF5)

&R FIE YD MS-Roche#3. 6fJLCDR3

107
Gln Gln Thr Tyr Asn Tyr Pro Pro
5
108
17

211>

97
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[0566]

<212> PRT
213> ANIFF|

<220>
<223> S RUKIEY); MS-Roche#3. 2H1HJHCDR2

<400> 108

Ala Ile Ser Glu His Gly Leu Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 109
211> 17
<212> PRT
213> ANTF3I

<220>
<223> &RRKIEY); MS-Roche#3. 2H2HTHCDR2

<400> 109

Ala Ile Ser Gln Arg Gly Gln Phe Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 110
Q21 17

<212> PRT
213> AIF%Y

<220>
<223> S EMIEY); MS-Roche#3. 3H1AJHCDR2

<400> 110
Val Ile Ser Glu Lys Ser Arg Phe Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 111
211> 17

<212> PRT
213> AIF3

<220>
<223> & RMIEY): MS-Roche#3. 3H2RJHLCDR2

<400> 111
Val Ile Ser Gln Glu Ser Gln Tyr Lys Tyr Tyr Ala Asp Ser Val Lys

98
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[0567]

1 5 10 15

Gly

210> 112
211> 17
<212> PRT
213> ANIFF5

<220>
<223> SRMAIEY; MS—Roche#3. 3H3ATHCDR2

<400> 112

Ala Ile Ser Gln Asn Gly Phe His Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 113
211> 17

<212> PRT
213> ATLF3

<220
<223> AMMIEY); MS-Roche#t3. 4H1KJHCDR2

<400> 113
Ala Ile Ser Glu Thr Ser Ile Arg Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 114
211> 16

212> PRT
213> AIFF3)

<220>
<223> AWMMEY: MS-Roche#3. 4H2HJHCDR2

<400> 114
Val Ile Asp Met Val Gly His Thr Tyr Tyr Ala Asp Ser Val Lys Gly
1 5 10 15

<210> 115
Q11> 17

<212> PRT
213> ALFF

99
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[0568]

<220
<223> A RAEY; MS-Roche#3. 4H3[JHCDR2

<400> 115
Val Ile Ser Gln Thr Gly Arg Lys Ile Ty Va
1 5 10 15

Gly

210> 116
211> 17

<212> PRT
213> ALF5

<220>
<223> B MAIEY; MS-Roche#t3. 4H4HJHCDR2

<400> 116
Ala Ile Ser Glu Thr Gly Met His Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 117
211> 17

<212> PRT
213> ANILF%

<220>
€223> L RAIEY); MS-Roche#3. 4H5HJHCDR2

400> 117
Val Ile Ser Gln Val Gly Ala His Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 118
211> 17

<212> PRT
213> ANTIF3

<220>
€223> SRRMIEY; MS-Roche#3. 4H6RJHCDR2

<400> 118

Ala Ile Ser Glu Ser Gly Trp Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

100
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[0569]

Gly

<210> 119
211> 17
<212> PRT
213> ATLFF|

<220>
<223> S RAIEY: MS-Roche#3. 4H7HJHCDR2

<400> 119
Val Ile Ser Glu Thr Gly Lys Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 120
211> 17

<212> PRT
213> ATF%Y

<220>
<223> S RMIEY); MS—Roche#3. 4H8RJHCDR2

<400> 120
Ala Ile Ser Glu His Gly Arg Phe Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210>. 121
Q11> 17

<212> PRT
213> ANIFF!

<220>
<223> & ENMIEY); MS-Rochett3. 4H9AJHCDR2

<400> 121

Ala Ile Ser Glu Ser Ser Lys Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 122

211> 17
<212> PRT

101
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[0570]

213> AIFF|

<220>
223> AEMIEY; MS-Roche#3. 4H10HJHCDR2

<400> 122
Ala Ile Ser Glu Ser Gly Arg Gly Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 123
Q211> 17

<212> PRT
213> ATLFEF

<220>
223> EHMMEY; MS-Roche#3. 4H11AJHCDR2

<400> 123
Ala Ile Ser Glu Phe Gly Lys Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 124
Q11> 17

<212> PRT
213> AIF%

<220
223> ERHIEY); MS-Roche#3. 4H12AJHCDR2

<400> 124

Val Ile Ser Gln Thr Gly Gln Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 125

211> 17

<212> PRT

213> ANTF7

<220>
<223> S HMAEY; MS-Roche#3. 4H13HHCDR2

<400> 125

102
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100/204 7T

[0571]

Ala Ile Ser Glu Gln Gly Arg Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 126
Q11> 17

<212> PRT
213> AIFF)

<220>
223> A RMIEY); MS-Roche#3. 4H14HIHCDR2

<400> 126
Ala Ile Ser Glu Ser Gly Gln Tyr Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 127
211> 17

<212> PRT
213> ANIF5

<220>
223> ERHIEEY); MS-Roche#3. 4H16HHCDR2

<400> 127

Ala Ile Ser Glu Ser Gly Val Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 128
Q211> 17

<212> PRT
213> ANIF?)

<220>
<223> S RUMIEY); MS-Roche#3. 4H17#7HCDR2

<400> 128

Ala Ile Ser Glu Phe Gly Gln Phe Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 129
211> 17

103



CN 101781368 B OB B 101/204 T

<212> PRT
213> ANIF%)

<220>
223> BHAEY: MS-Roche#3. 4H18fTHCDR2

<400> 129

Ala Ile Ser Gln Gln Ser Asn Phe Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 130
211> 12

<212> PRT
213> AIFE5

<220>
<223> A RIIEY; MS-Roche#3. 4L7HILCDR1

<400> 130
Arg Ala Ser Gln Arg Leu Gly Arg Leu Tyr Leu Ala
1 5 10

<210> 131
Q11> 12
<212> PRT
213> AIFF5

220>
<223> A RMIEY); MS-Roche#3. 4L8HILCDRI

<400> 131
Arg Ala Ser Gln Trp Ile Thr Lys Ser Tyr Leu Ala
1 5 10

210> 132
Q211> 12

<212> PRT
213> ANIFFFI

220>
<223> BRRAIEY); MS-Roche#3. 4LIRILCDRI

<400> 132
Arg Ala Ser Arg Arg Ile His Val Tyr Tyr Leu Ala
1 5 10

<210> 133
211> 12
<212> PRT

[0572]

104
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[0573]

213> AILFF%)

<220>
<223> A HIEY; MS-Roche#3. 4L11HJLCDR1

<400> 133
Arg Ala Ser Gln Leu Val Gly Arg Ala Tyr Leu Ala
1 5 10

<210> 134
Q11> 17

<212> PRT
213> ANTFKFI

<220>
<223> A HMMIEY; MS-Roche#3. 6H1AJHCDR2

<400> 134

Val Ile Ser Glu Ser Gly Gln Tyr Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 135
211> 17

<212> PRT
213> AILFFF

<220>
<223> A RRAIEY); MS-Roche#3. 6H2JHCDR2

<400> 135

Val Ile Ser Glu Arg Gly Ile Asn Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 136
211> 17

<212> PRT
213> AIFF5

<220>
223> ERHIEY); MS-Roche#3, 6H3HJHCDR2

<400> 136

Val Ile Ser Glu Thr Gly Lys Phe Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly
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[0574]

<210> 137
211> 17
<212> PRT
213> AILF%

<220>
<223> ARHMIEY); MS-Roche#3. 6HAHIHCDR2

<400> 137

Ala Ile Ser Glu Arg Gly Arg His Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 138
211> 17

<212> PRT
213> NI

<220>
223> A MRMIEY): MS-Roche#3. 6H5AIHCDR2

<400> 138

Ala Ile Ser Glu Ser Gly Lys Thr Lys Tyr Tyr Ala Asp Ser Val'Lys
1 5 10 15

Gly

<210> 139
211> 17
<212> PRT
213> ANILF5

<220>
<9223> & RAEY; MS-Roche#3. 6H6AIHCDR2

<400> 139

Ala Ile Ser Glu His Gly Thr Asn Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 140
211> 17

<212> PRT
213> AILFF%)

<220>
<223> A RMIEY: MS-Roche#t3. 6H8HJHCDR2

<400> 140
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[0575]

Ala Ile Ser Glu Tyr Ser Lys Phe Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 141
211> 12
212> PRT
213> AIF3I

€220>
€223> A RHIEY); MS-Roche#3. 6L1HJLCDR1

<400> 141
Arg Ala Ser Gln Phe Ile Gln Arg Phe Tyr Leu Ala
1 5 10

210> 142
211> 12
(212> PRT
213> AIFF

220>
<223> ARMIEY); MS-Roche#3. 6L2AILCDRI

<400> 142
Arg Ala Ser Gln Phe Leu Ser Arg Tyr Tyr Leu Ala
1 5 10

<210> 143
211> 12

<212> PRT
213> ATRFF|

<220>
<223> GRMIEY; MS-Roche#THILCDR1

<400> 143
Arg Ala Ser Gln Ser Val Ser Ser Ser Tyr Leu Ala
1 5 10

210> 144
211> 7

<212> PRT
213> ANTFF

<220>
<223> ARMEY . MS-Roche#7#ILCDR2

<400> 144
Gly Ala Ser Ser Arg Ala Thr
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[0576]

1

<210>
211>
<212>
213>

<220>
<223>

<400>

it BA
5
145
8
PRT
ANTIFF3)

& R . MS-Roche#7 HILCDR3

145

Phe Gln Leu Tyr Ser Asp Pro Phe

1

<210>
211>
212>
213>

<2205
<223>

<400>

Gly Phe Thr Phe Ser Ser Tyr Ala Met Ser
10

1

<210>
211>
<212>
<213>

<220>
223>

<400>

Ala Tle Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys
10

1
Gly

<210>
211>
<212>
<213>

<220>
<223>

<400>

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

1

5
146

10

PRT

ATLFF

&R Y; MS-Roche#7AJHCDR1
146

5

147

17

PRT

ANIFF%

AR Y): MS—Roche#7KJHCDR2

147

5

148

17

PRT

ANTFE5)]

&R MS-Roche#7HJHCDR3
148

5
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[0577]

Val

<210>
211>
212>
<213>

<220>
<2235

<400>

149
8

PRT
AP35

A YD MS-Roche#7. 1LCDR3

149

His Gln Leu Tyr Ser Ser Pro Tyr

1

<210>
<21
212>
<2135

<220>
<2235

<400>

5
150

8

PRT

ANLIFF]

S RAEY): MS-Roche#7. 2HILCDR3

150

Gln Gln Ile Tyr Ser Phe Pro His

1

<210>
<2115
<212>
213>

<220>
<223>

<400>

5
151

8

PRT

ANIF7

&MY MS-Roche#7. 3ALCDR3

151

His Gln Val Tyr Ser His Pro Phe

1

<210>
<2115
212>
213>

<220>
<223>

<400>

5
152

8

PRT

ATF3)

ERAEY); MS-Roche#7. 4f{ILCDR3

152

Gln Gln Ile Tyr Asn Phe Pro His

1

5
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[0578]

<210>
211>
212>
<213>

<2205
<223>

<400>

153

8

PRT
AR5

&MY MS-Roche#7. 5HILCDR3

153

His Gln Val Tyr Ser Ser Pro Phe

1

<210>
211>
212>
213>

220>
223>

<400>

5
154

8
PRT

A3

S EAEEY); MS-Roche#7. 6HILCDR3

154

His Gln Leu Tyr Ser Pro Pro Tyr

1

<210>
211>
<212>
<213>

<220>
223>

<400>

5
165

8
PRT

ANIF3

A KIS MS-Roche#7. THJLCDR3

155

His Gln Val Tyr Ser Ala Pro Phe

1

<210>
211>
<2125
213>

220>
223>

<400>

1

210>
211>

5

156

8

PRT
ANIF3

& RAEY): MS-Roche#7. 8fILCDR3

156
His Gln Val Tyr Ser Phe Pro Ile
5
157
8
PRT

212>
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[0579]

<213>

<220>
223>

<400>

Leu Gln Ile Tyr Asn Met Pro Ile

1

<210>
211>
<212>
213>

<2200
<223>

<400>

Gln Gln Val Tyr Asn Pro Pro His

1

<210>
<2115
212>
213>

<2205
223>

<400>

Gln Gln Val Tyr Ser Pro Pro His

1

<210>
<2115
<212>
<213>

220>
<2235

<400>

Arg Ala Ser Gln Tyr Val Ser Ser Pro Tyr Leu Ala

1

<210>
211>
212>
<213>

<220>

A3

BRI Y): MS-Roche#t?. 9BJLCDR3

157

158

8

PRT
ANLFF5)

A I EY) . MS-Roche#t7. 10#JLCDR3

158

159

8

PRT
ANIF3)

A RRMEY); MS-Roche#7. 11#JLCDR3

159

160

12

PRT
AT

&MY : MS-Roche#7. 12AILCDRI

160

161

7

PRT
AIRFF
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[0580]

223> SRRAIEY; MS-Roche#7. 12HJLCDR2

<400> 161
Gly Ser Ser Asn Arg Ala Thr
1 5

<210> 162
<211> 8

<212> PRT
213> AILFF

<220
<223> BRAEY); MS-Rochett7. 12HJLCDR3

<400> 162
Leu Gln Leu Tyr Asn Ile Pro Asn
1 5

<210> 163
<211> 10

<212> PRT
213> ATF5

<220>
<223> ERHIEY; MS-Roche#t7. 12RJHCDR1

<400> 163
Gly Phe Thr Phe Ser Ser Tyr Gly Met Ser
1 5 10

<210> 164
211> 17

<212> PRT
213> ALFF

<220>
<223> ARNHIEY . MS-Roche#7. 12HJHCDR2

<400> 164

Asn Ile Ser Gly Ser Gly Ser Ser Thr Tyr Tyr Ala Asp Ser Val Lys

1 5 10
Gly

<210> 165
211> 17

<212> PRT
213> ATFF

<220>
<223> A RMEY: MS-Roche#7. 12AJHCDR3
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[0581]

<400>

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

1
Val

<210>
211>
212>
213>

<220>
<223>

<400>

165

166

8

PRT
ATLF3

& RIEY): MS-Roche#7. 13JLCDR3

166

10

His Gln Val Tyr Ser Pro Pro Phe

1

210>
211>
<212>
<213>

<220>
<223>

<400>

Ala Ile Asn Ala Asn Gly Leu Lys Lys Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210>
211>
212>
213>

<2205
<223>

<400>

Ala Ile Asn Gly Thr Gly Met Lys Lys Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<2105
<211>
212>
213>

167

17

PRT
AIF3

S RKIEY: MS-Roche#7. 2H1BJHCDR2

167

168

17

PRT
ANTF3)

& HIEY) ;. MS-Roche#7. 2H2YHCDR2

168

169
17

PRT
ANILFFF)

10

10

113



CN 101781368 B w R B

111/204 5T

[0582]

<220>
<223> G WHIEY; MS-Roche#7. 2H3AJHCDR2

<400> 169

Ala Ile Asn Ala Asn Gly Tyr Lys Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 170
211> 17
<212> PRT
213> AIRF%)

<220>
<223> ERFHEY); MS-Roche#t7. 2H4RJHCDR2

<400> 170

Ala Ile Asn Ser Lys Gly Ser Arg Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 171
211> 17
<212> PRT
213> AIFF)

<220>
<223> L HMIEY: MS-Roche#7. 2H5JHCDR2

<400> 171

Ala Ile Asn Ala Thr Gly Arg Ser Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 172
211> 17

<212> PRT
<213> AIL%)

<220>
<223> ERAIEY); MS-Roche#7. 2H6KJHCDR2

<400> 172

Ala Ile Asn Ala Arg Gly Asn Arg Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly
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[0583]

<210>
211>
212>
213>

<220>
223>

<400>

Ala Ile Asn Ser Arg Gly Ser Asp Thr His Tyr Ala Asp Ser Val Lys

1
Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ala Ile Asn Ala Ser Gly His Lys Thr Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210>
<211>
212>
<213>

<220>
223>

<400>

Arg Ala Ser Gln Tyr Val Asp Arg Thr Tyr Leu Ala

1

<210>
<2115
212>
213>

<220>
<223>

<400>

Arg Ala Ser Gln Tyr Ile Ser Phe Arg Tyr Leu Ala

173

17

PRT
AIF3)

A RKIEY): MS-Roche#7. 2H7 fJHCDR2

173

174

17

PRT
A3

& RMIEY) . MS-Roche#7. 2H8f{JHCDR2

174

175
12

PRT
ANIF3I

A REIEY) . MS-Roche#7. 2L1HJLCDR1

175

176
12
PRT
Nz 27

A RAEY; MS-Roche#7. 2L2HJLCDR1

176
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1 5 10

210> 177
211> 12
<212> PRT
213> AIFF3

<220>
223> EHAGEY): MS-Roche#7. 2L4HJLCDR]

<400> 177
Arg Ala Ser Gln Phe Ile Arg Arg Ser Tyr Leu Ala
1 5 10

<210> 178
211> 8

212> PRT
213> ATIF%)

<220>
<223> & RMIEY); MS-Roche#7. 3H1AJLCDR3

<400> 178
His Gln Val Tyr Ser His Pro Phe
1 5

<210> 179
211> 17

<212> PRT
213> AIF%

<220>
<223> S RMIEEY); MS—Roche#7. 3H1FJHCDR2

<400> 179

Ala Ile Ser Ala Ile Ser Asn Lys Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 180
211> 12

<212> PRT
213> AIF3

<220>
<223> EHMIEY; MS-Roche#7. 3L1#JLCDRI

<400> 180
Arg Ala Ser Gln Tyr Leu His Tyr Gly Tyr Leu Ala
1 5 10

[0584]
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[0585]

<210> 181
211> 17
<212> PRT
213> AL

<220>
<223> ERIEY); MS-Roche#7. 4H1#JHCDR2

<400> 181

Ala Ile Asn Ala Thr Gly Tyr Arg Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 182
211> 17
<212> PRT
213> ATIF%)

<220>
<223> BRMIEY); MS-Roche#7. 4H2#JHCDR2

<400> 182

Ala Ile Asn Tyr Asn Gly Ala Arg Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 183
<211> 8

<212> PRT
213> AIF3

<220>
<223> A RHIEY); MS-Roche#t7. 9H1AILCDR3

<400> 183
Leu Gln Ile Tyr Asn Met Pro Ile
1 5

<210> 184
Q211> 17
<212> PRT
213> NI

<220>
<223> A RHIEY . MS—Roche#7. 9H1HJHCDR2

<400> 184
Ala Ile Asn Ala Asn Gly Gln Arg Lys Phe Tyr Ala Asp Ser Val Lys
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[0586]

1 5 10 15
Gly

<210> 185
211> 17
<212> PRT
213> ANTILF5

<220>
<223> ARMAIEY); MS-Roche#t7. 9H2HJHCDR2

<400> 185

Ala Ile Asn Ala Asp Gly Asn Arg Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 186
Q11> 17

<212> PRT
213> ANIF5|

<220>
<223> ARAIEY: MS-Roche#7. 9H3HIHCDR2

<400> 186

Ala Ile Asn Tyr Gln Gly Asn Arg Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 187
211> 17

<212> PRT
213> ANILF%)

<220> .
<223> A HKIEY); MS-Roche#7. 9H4KJHCDR2

<400> 187

Ala Ile Asn Ala Val Gly Met Lys Lys Phe Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 188
211> 17

<212> PRT
213> ATLRF?|
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[0587]

<220>

<223> &G RHHEEY); MS-Roche#7. 9H5RJHCDR2

<400>

Ala Ile Asn His Ala Gly Asn Lys Lys Tyr Tyr Ala Asp Ser Val Lys

1
Gly

210>
211>
<2125
<213>

<220>
223>

<400>

Arg Ala Ser Gln Arg Leu Ser Pro Arg Tyr Leu Ala

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

Arg Ala Ser Gln Tyr Leu His Lys Arg Tyr Leu Ala

1

210>
<2115
212>
<213>

<220>
<223>

<400>

Ala Ile Asn Ala Ser Gly Arg Leu Thr Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210>
211>
212>
<213>

188

189

12

PRT
ATF5

& R MS-Roche#7. 9L1AILCDR1

189

190

12

PRT
ATF3)

A RRMIEY): MS-Roche#t7. 9L2HILCDR1

190

191

17

PRT
A3

& RHIEY); MS—Roche#7. 9H6HIHCDR2

191

192

17

PRT
ATIF3)

10

10

10

10
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<220>
<223> EREAEY); MS-Roche#t7. 9H7F{JHCDR2

<400> 192

Ala Ile Asn Ala Ser Gly Thr Arg Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 193
211> 17

<212> PRT
213> A7)

<220>
<223> AR MS-Roche#7. 9HSAIHCDR2

<400> 193

Ala Ile Asn Ala Ser Gly Ser Lys Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 194
211> 17
<212> PRT
213> A%

<220>
<223> ERAIEY): MS-Roche#t7. 9HOHIHCDR2

<400> 194

Ala Ile Asn Gly Lys Gly Asn Lys Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 195
Q11> 17
<212> PRT
213> ATIFEF

<220>
223> ERFIEY): MS-Roche#t?. 11H1FJHCDR2

<400> 195

Gly Ile Asn Ala Ala Gly Phe Arg Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly
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<210> 196
211> 17

<212> PRT
213> ATF7

220>
223> ARMIEY; MS-Roche#7. 11H2FIHCDR2

<400> 196

Ala 1le Asn Ala Asn Gly Tyr Lys Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 197
211y 17

<212> PRT
213> ATIRFF

<220>
223> A RAGEY; MS-Roche#t7. 11H3JHCDR2

<400> 197

Gly Ile Asn Ala Asn Gly Asn Arg Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 198
<Z11> 17

<212> PRT
213> AL

<220>
223> ERIEY); MS-Roche#7. 11H4AJHCDR2

<400> 198

Ala Ile Asn Ala Asn Gly Tyr Lys Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 199
211> 17
<212> PRT
213> ATFE%)

<220>
223> L HUHEY; MS-Roche#7. 11H5HIHCDR2

[0589]
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[0590]

<400>

Ala Ile Asn Ala His Gly Gln Arg Thr Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210>
211>
212>
<213>

<220>
<223>

<400>

Arg Ala Ser Gln Arg Ile Leu Arg Ile Tyr Leu Ala

1

<2105
<211>
212>
213>

<220>
<223>

<400>

Arg Ala Ser Gln Tyr Val Phe Arg Arg Tyr Leu Ala

1

210>
AN
<212>
213>

<220>
223>

<400>

Leu Gln Leu Tyr Asn Ile Pro Asn

1

<210>
211>
212>
213>

<220>
223>

<400>

199

200

12

PRT

AT F3)

& RUNIEEY); MS-Roche#7. 11L1AJLCDRI

200

201

12

PRT
ATF3

A RMIEEY): MS—Roche#t7. 12H1AYLCDRI

201

202

8

PRT
ANTFF5I

SRR Y); MS-Roche#7. 12H1#JLCDR3

202

203

10

PRT
ANIFF

A RAIEY): MS-Roche#t7. 12H1 FJHCDR1

203
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Gly Phe Thr Phe Ser Ser Tyr Gly Met Ser

1

<210>
<2115
212>
213>

<220>
<223>

<400>

Asn Ile Asn Gly Asn Gly Asn Arg Lys Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210>
<2115
212>
213>

<220>
<223>

<400>

Asn Ile Ser Gly Ser Gly Ser Ser Thr Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210>
211>
212>
<213>

<220>
<223>

<400>

Arg Ala Ser Gln Arg Phe Phe Tyr Lys Tyr Leu Ala

1

210>
211>
212>
213>

<2207
<223

5 10
204
17
PRT
ANIFF)
&I MS-Roche#7. 12H1 HJHCDR2

204

5 10

205

17

PRT

A5

A RAEY) ;. MS-Roche#7. 1211 JHCDR2
205

5 10

206

12

PRT

AL

& RAIEY: MS-Roche#7. 12L2HJLCDRI
206

5 10

207

12

PRT
ATLF3)

S RAEY): MS-Roche#7. 12L3HJLCDRI
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[0592]

<400> 207
Arg Ala Ser Gln Phe Val Arg Arg Gly Phe Leu Ala
1 5 10

<210> 208
Q11> 12

<212> PRT
213> ANIFF%

{220>
223> B RMIEY; MS-Roche#7. 12L4AJLCDR1

<400> 208
Arg Ala Ser Gln Arg Leu Lys Arg Ser Tyr Leu Ala
1 5 10

<210> 209
Q11> 12
<212> PRT
213> ANILFF3I

<220>
223> AR FIEY): MS-Roche#t7. 12L6AJLCDRI

<400> 209
Arg Ala Ser Gln Tyr Leu Trp Tyr Arg Tyr Leu Ala
1 5 10

<210> 210
211> 12

<212> PRT
213> ANIFF

<220>
<223> L& RRAEY) . MS-Roche#7. 12L7HILCDR1

<400> 210
Arg Ala Ser Gln Trp Ile Arg Lys Thr Tyr Leu Ala
1 5 10

<210> 211
Q211> 12

<212> PRT
213> AIRF5Y

<220>
<223> & RKEY); MS-Roche#8HILCDR1

400> 211
Arg Ala Ser Gln Ser Val Ser Ser Ser Tyr Leu Ala
1 5 10
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[0593]

<210>
<2115
212>
213>

<220>
<223>

<400>

it AA
212
7
PRT
ANTFF5

AR MS-Roche#8fLCDR2

212

Gly Ala Ser Ser Arg Ala Thr

1

<210>
211>
<212>
<213>

<220>
223>

<400>

5
213

8

PRT

AIF%

A RAIEY) . MS-Roche#8RJLCDR3

213

Gln Gln Leu Ser Ser Phe Pro Pro

1

<210>
211>
<212>
<213>

<220>
223>

<400>

Gly Phe Thr Phe Ser Ser Tyr Ala Met Ser

1

<210>
<2115
212>
<213>

<2207
<223>

<400>

Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys

1
Gly

5
214
10
PRT
ANTLF%)
EHAEY; MS-Roche#8fJHCDR1
214
5
215
17
PRT
ANIF5)
A RIEY) . MS-Roche#8H{JHCDR2

215

5

125

10

10



CN 101781368 B

w B P

123/204 71

[0594]

<210>
211>
212>
213>

<220>
223>

<400>

Leu Leu Ser Arg Gly Tyr Asn Gly Tyr Tyr His Lys Phe Asp Val

1

<210>
211>
<212>
<213>

<220>
<2235

<400>

216
15
PRT
NI
& ERAEY) . MS-Roche#8HIHCDR3
216
5 10
217
8
PRT
AL
L RUHIEY); MS—Roche#8. 1#ILCDR3

217

Gln Gln Leu Ser Asn Tyr Pro Pro

1

<210>
<2115
212>
<213>

<220>
<223>

<400>

5

218

8

PRT

NI %

S RMIEY; MS-Roche#8. 2fJLCDR3

218

Gln Gln Leu Ser Ser Tyr Pro Pro

1

<210>
211>
212>
213>

<220>
<223>

<400>

Ala Ile Ser Arg Ser Gly Ser Asn Ile Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<2105

5

219

17

PRT

ANIFF)

& RiRIEY) ;. MS-Roche#8. 1H1FIHCDR2

219

5 10

220
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211> 8
<212> PRT
213> AIF3|

<220>
<223> A RHIEY; MS-Roche#8. 2HIAJLCDR3

<400> 220
Gln Gln Leu Ser Ser Tyr Pro Pro
1 5

210> 221
211> 17

<212> PRT
213> AILFF%)

<220>
<223> HHMMEY; MS-Roche#8. 2H1[KJHCDR2

<400> 221

Ala Ile Ser Ile Thr Gly Arg Arg Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 222
211> 17
<212> PRT
213> ANTLF3

<220>
<223> ERAIEY); MS-Roche#8. 2H2fJHCDR2

<400> 222

Ala Ile Ser Arg Thr Gly Ser Lys Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 223
<211> 16

<212> PRT
213> ANIFF5

<220>
<223> & RHIEY): MS-Roche#8. 2H4RJHCDR2

<400> 223
Ala Thr Ser Val Lys Gly Lys Thr Tyr Tyr Ala Asp Ser Val Lys Gly
1 5 10 15
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[0596]

<210>
211>
<212>
213>

<220>
223>

<400>

224

12

PRT
ANTF3

A RRHIZEY); HILCDRIMS-Roche#s. 2L1

224

Arg Ala Ser Gln Arg Val Ser Gly Arg Tyr Leu Ala

1

<210>
211>
212>
213>

<220>
<223>
<220>
221>
<222>
<223>

<220>
221>
<222>
<223>

<220>
221
<222>
<223>

<220>
221>
222>
223>

<220>
221>
<2225
<223>

<220>
<221>
<222>
<2235

5 10

225
109
PRT
ANLF3

EREY; VL i

MISC_FEATURE

(96).. (96)

Xaa = Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro,
Gln, Arg, Ser, Thr, Val, TrpERTyriB&¥+ M EMEER

MISC_FEATURE
(93).. (93)
Xaa = Ala, Asp, Gly, His, Leu, AsnEiSeriB&¥+ HEMEER

MISC_FEATURE
(92).. (92) .
Xaa = Asp, Gly, Asn, SerBRTyriB&4+MEMEER

MISC _FEATURE

91).. (91)

Xaa = Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met,
Asn, Gln, Arg, Ser, Thr, Val, TrpERTyrB&W+FHEMEER

MISC_FEATURE
(89).. (89)
Xaa = Phe, His, Ile, Leu, MetEGInBE&WP T MEER

MISC_FEATURE
(85).. (85)
Xaa = AJLARThraval

128
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[0597]

<220>
<221>
<222>
<223>

<220>
221>
<222>
223>

<400>

MISC_FEATURE

(94).. (94

Xaa = Ala, Asp, Glu, Phe, Gly, His , Ile, Lys, Leu, Met, Asn, Pro,
Gln, Arg, Ser, Thr, Val, Trp&TyriB&WrhHLARER

MISC_FEATURE
(95).. (95)
Xaa = Leu, ProESer!B& ¥ MiE{dEEE

225

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Tyr

20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

35 40 45

Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly

50

55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

65

70 75 80

Glu Asp Phe Ala Xaa Tyr Tyr Cys Xaa Gln Xaa Xaa Xaa Xaa Xaa Xaa

85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

210>
211>
212>
<213>

<220>
223>

<220>
221>
222>
223>

<220>
221>
<222>
223>

<220>
<221>
222>
223>

100 105

226
114
PRT
A5

EREY); VL «2

misc_feature
(101).. (101)
Xaa = Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn,
Pro, Gln, Arg, Ser, Thr, Val, TrpETyriB&Y+P I FNEER

misc_feature
(94).. (99
Xaa = Phe, His, Ile, Leu, MetERGIniBAYWFHMTAEER

misc_feature

(96).. (96)

Xaa = Ala, Asp, Glu, Phe, Gly, His, Ile, Lys, Leu, Met, Asn,
Gln, Arg, Ser, Thr, Val, TrpETyriB&#+ T AEAER
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[0598]

<220>

221>
222>
<223>

misc_feature
on..On
Xaa = Asp, Gly, A

<220>

221>
<2225
223>

misc_feature
(98).. (98)
Xaa = Ala,

<2205

221>
222>
<223>

misc_feature
99).. (99
Xaa = Ala,

Pro,

Asp, G

<2205

<221>
<222>
223>

<400>

Asp
1
Glu
Asn
Pro
Asp
65
Ser

Xaa

Arg

<210>
<211>
212>
<213>

misc_feature
(100).. (100)

226
Ile Val Met Thr Gln
5
Pro Ala Ser Ile Ser
20
Gly Tyr Asn Tyr Leu
35
Gln Leu Leu Ile Tyr
50
Arg Phe Ser Gly Ser
70
Arg Val Glu Ala Glu
85
Xaa Xaa Xaa Xaa Thr
100
Thr

227
110
PRT
ANIFFY

220>

<223>

BAIEY; VL «3

<2205

221>
<222>
<223>

misc_feature
97).. @7

sn,

Asp, Gly,

1u,

Gln, Arg,

Ser
Cys
Asp
Leu
55

Gly

Asp

Phe

SerEXTyriB &)+ KT EER

His, Leu, AsnEiSeriB&#¥) 7+ MTA=ER

Phe,

Pro Leu

Arg Ser
25

Trp Tyr

40

Gly Ser

Ser Gly
Val Gly

Gly Gln
105

Gly, His,
Ser, Thr, Val, TrpETyriB &¥WFHEAIER

Ser
10

Ser
Leu
Asn
Thr
Val

90
Gly

Xaa = Ala, Asp, Glu, Phe, Gly, His,

130

Xaa = Leu, ProEiSeriB&¥FHIEMEIZER

Leu Pro
Gln Ser
Gln Lys

Arg Ala
60

Asp Phe

75

Tyr Tyr

Thr Lys

Ile, Lys,

Val
Leu
Pro
45

Ser
Thr

Cys

Val

Leu, Mety Asn!

Thr Pro Gly

15
Leu His Ser
30
Gly

Gln Ser

Gly Val Pro
Ile
80

Xaa

Leu Lys

Xaa Gln
95

Glu Ile

110

Lys

Ile, Lys, Leu, Met, Asn, Pro,
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Gln, Arg, Ser, Thr, Val, TrpERTyriB&¥+HREMEEER

220>
221> misc_feature
<222>  (90).. (90)

<223> Xaa = Phe, His, Ile, Leu, MetEGIniE &P HIEARER

220>
221> misc_feature
<222> (86).. (86)

<223> Xaa = ThraVal

220>
<221> misc_feature
<222> (92)..(92)

<223> Xaa = Ala, Asp, Glu,
Gln, Arg, Ser,

<2202
221> misc_feature
<222> (93)..(93)

<{223> Xaa = Asp, Gly, Asn,

220>
<221> misc_feature
222> (94).. (94)

<223> Xaa = Ala, Asp, Gly,

220>
221> misc_feature
<222> (95)..(95)

<223> Xaa = Ala, Asp, Glu,
Arg, Ser, Thr,

<2200
<221> misc_feature
<222> (96).. (96)

Phe, Gly, His,
Thr, Val, TrpERTyriB &+ HEAEER

<223> Xaa = Leu, ProEiSerB&¥H HMEFAEER

<400> 227

Asp Ile Val Leu Thr

1 5

Glu Arg Ala Thr Leu

20

Tyr Leu Ala Trp Tyr
35

Ile Tyr Gly Ala Ser

50

Gly Ser Gly Ser Gly

65

Pro Glu Asp Phe Ala

Gln

Ser

Gln

Ser

Thr

70
Xaa

Ser Pro Ala

Cys Arg Ala
25
Gln Lys Pro
40
Arg Ala Thr
55
Asp Phe Thr

Tyr Tyr Cys

Thr Leu Ser
10
Ser Gln Ser

Gly Gln Ala

Gly Val Pro
60
Leu Thr Ile
75
Xaa Gln Xaa

131

Ile, Lys,

Leu
Val
Pro
45

Ala

Ser

Xaa

Leu, Met, Asn,

Ser RTyriB &P KR MEAER

Ser
Ser
30

Arg
Arg

Ser

Xaa

His, Leu, AsnEiSeriB &Y MIMERIEEER

Pro Gly
15
Ser Ser

Leu Leu
Phe Ser
Leu Glu

80
Xaa Xaa

Phe, Gly, His, Ile, Lys, Leu, Met, Asn, Pro, Gln,
Val, TrpETyriB&#H MERIEER
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[0600]

85

90

95

Xaa Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

210>
211>
212>
213>

<220>
<223>

<220>
<221>
222>
<2235

<220>
<221>
222>
<223>

<2205
221>
222>
223>

<220>
221>
222>
<223>

<220>
221>
<222>
223>

<2200
<221>
222>
<223>

<220>
<2215
<222>
<223>

<400>

100

228
115
PRT
ALF3)

EREEY; VL x4

MISC_FEATURE

(102).. (102)

Xaa = Ala, Asp,
Arg, Ser

MISC _FEATURE
(95).. (95)
Xaa = Phe, His,

MISC_FEATURE
(97).. (97)
Xaa = Ala,

Arg,

Asp,
Ser,

MISC_FEATURE
(98).. (98)

Xaa = Asp, Gly,

MISC_FEATURE
(99).. (99)

Xaa = Ala, Asp,

MISC_FEATURE

(100).. (100)

Xaa = Ala, Asp,
Gln, Arg,

MISC_FEATURE
(101).. (101)

Gluy,
Thr,

Ile,

Glu,
Thr,

Asn,

Gly,

Glu,
Ser,

Phe,
Val,

Leu,

Phe,
Val,

105

Gly, His

Ile, Lys,
TrpE Tyr B &Y P HEF R ER

110

Leu, Met, Asn,

MetEGIniB & WP AT ER

Gly, His,

Ile,

Lys,

Leu, Met, Asn,

TrpETyriR & KA B ER

Ser WTyriB &Y+ MAFEER

His, Leu, AsnEiSerB&¥+ R RER

Phe,

Gly, His

Ile, Lys,
Thr, Val, TrpETyriB &+ HMERAEER

Xaa = Leu, ProESeriB &+ M EAEER

228

132

Leu, Met, Asn,

Pro, Gln,

Gln,

Pro,
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[0601]

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5 10 15

Glu Arg Ala Thr Ile Asn Cys Arg Ser Ser Gln Ser Val Leu Tyr Ser

20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val

50

55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65

70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Xaa Gln

85 90 95

Xaa Xaa Xaa Xaa Xaa Xaa Thr Phe Gly Gln Gly Thr Lys Val Glu Ile

100 105 110

Lys Arg Thr

<210>
211>
212>
<213>

<220>
<223>

<220>
221>
222>
<223>

<2205
221>
<222>
<223>

<220>
221>
<222>
<223>

<220>
221>
<222>
223>

<400>

115

229
111
PRT
ATLFF3)

ARRMEY; VL Al

MISC_FEATURE
(99).. (99)
Xaa = FTEER

MISC_FEATURE
(97) .. (98)
Xaa = BRCysHIEAEEMEHL K

MISC_FEATURE
(94).. (96)
Xaa = BCysH{EREER

MISC_FEATURE
(92).. (92)
Xaa = Cys, Phe, His, Arg, TrpERTyrPEAMEER

229

Asp Ile Val Leu Thr Gln Pro Pro Ser Val Ser Gly Ala Pro Gly Gln

1

5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn

20 25 30

Tyr Val Ser Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu

133
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[0602]

35

40

Ile Tyr Asp Asn Asn Gln Arg Pro Ser

50

55

Gly Ser Lys Ser Gly Thr Ser Ala Ser

65

70

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

85

Xaa Xaa Xaa Val Phe Gly Gly Gly Thr

100

<210> 230
211> 112
<212> PRT
213> AILFF)

<2205

<223> EWRMEY; VL A2

<2207

<221> MISC_FEATURE
<222> (100).. (100)
<223> Xaa = FHATEER

<220>

<221> MISC_FEATURE
<222> (93)..(93)
<223> Xaa = Cys, Phe, His, Arg, TrpETyrf{EfIRER

<220>

<221> MISC_FEATURE
<222> (95).. (97)
<223> Xaa = BRCysHIMTAERER

<2205

<221> MISC_FEATURE
<222> (98)..(99)

<223> Xaa = BRCysHMEAIEEEEBR Gk

<400> 230

Asp Ile Ala Leu

1

Ser Ile Thr Ile

20

Asn Tyr Val Ser
35

Met Ile Tyr Asp

50

Ser Gly Ser Lys

65

Gln Ala Glu Asp

Thr

Ser

Trp

Val

Ser

Glu
85

Gln Pro

Cys Thr

Tyr Gln

Ser Asn
55

Gly Asn

70

Ala Asp

106

Ala Ser
Gly Thr

25
Gln His

40
Arg Pro

Thr Ala

Tyr Tyr

134

45

Gly Val Pro Asp Arg Phe Ser

60

Leu Ala Ile Thr Gly Leu Gln

75

80

Gln Ser Xaa Asp Xaa Xaa Xaa

90

95

Lys Leu Thr Val Leu Gly

Val
10

Ser
Pro
Ser

Ser

Cys
90

Ser
Ser
Gly
Gly
Leu

75
Gln

110

Gly Ser Pro

Asp Val Gly
30
Lys Ala Pro
45
Val Ser Asn
60
Thr Ile Ser

Ser Xaa Asp

Gly Gln
15
Gly Tyr

Lys Leu
Arg Phe
Gly Leu

80

Xaa Xaa
95



CN 101781368 B

in P

132/204 71

[0603]

Xaa Xaa Xaa Xaa Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

100

<210> 231
211> 109
<212> PRT
213> ALF7

<220>
<223>

<220>
221>
<222>
<223>

<220>
221>
222>
{2235

<220>
221>
222>
223>

<220>
221>
222>
<223>

400> 231

Asp Ile Glu Leu

1

Thr Ala Arg Ile

20

Ser Trp Tyr Gln
35

Asp Asp Ser Asp

50

Asn Ser Gly Asn

65

Asp Glu Ala Asp

Xaa Val Phe Gly
100

<210> 232
211> 127
<212> PRT
<213> ATIFF3I

ERED; VL A3

MISC_FEATURE
97)..(97)
Xaa = fEAIEER

MISC_FEATURE
(90). . (90)
Xaa = Cys, Phe, His, Arg, TrpETyrFI{EZER

MISC_FEATURE
(92).. (94
Xaa = BCysHEAEER

MISC_FEATURE
(95). . (96)
Xaa = BRCysHIEMRAEREHK

Thr Gln
5
Ser Cys

Gln Lys
Arg Pro

Thr Ala
70

Tyr Tyr

85

Gly Gly

105

Pro Pro Ser Val
10
Ser Gly Asp Ala
25
Pro Gly Gln Ala
40

Ser Gly Ile Pro
55

Thr Leu Thr Ile

Cys Gln Ser Xaa
90
Thr Lys Leu Thr
105

135

Ser Val Ala

Leu Gly Asp

Pro Val Leu
45
Glu Arg Phe
60
Ser Gly Thr
75
Asp Xaa Xaa

Val Leu Gly

110

Pro Gly Gln
15

Lys Tyr Ala

30

Val Ile Tyr

Ser Gly Ser

Gln Ala Glu
80
Xaa Xaa Xaa
95
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<220>
223>

<220>
221>
222>
<223>

<220>
221>
<222>
223>

<2205

AR EY); VHIA

MISC_FEATURE

(99).

. (112)

Xaa = {R{AEEREE K

MISC_FEATURE

(116).. (116)
Xaa = Phe, His, Ile, Leu, Asn,Pro, Ser, Val, TrpETyriB &5t SEMEAER

<221> MISC_FEATURE
(114).. (114)

222>
<2235

220>

Xaa = Ala, Asp, Glu, Phe, Gly,Ile, Leu, Met, Pro, Gln, Ser,

Thr, Val&TyriE&¥5MIERIEER

<221> MISC_FEATURE
(113).. (113)
<223> Xaa = EARER

222>

<400>
GIn Val
1

Ser Val

Ala Tle

Gly Gly
50

Gln Gly

65

Met Glu

Ala Arg
Xaa Xaa
<2100
Q211>
212>

213>

<2205
<223>

232
Gln

Lys
Ser
35

Ile
Arg
Leu

Xaa

Asp
115

233
127
PRT

Leu Val
5

Val Ser

20

Trp Val

Ile Pro

Val Thr

Ser Ser
85

Xaa Xaa

100

Xaa Trp

ANIFF%)

Gln Ser
Cys Lys
Arg Gln
Ile Phe
55

Ile Thr
70

Leu Arg

Xaa Xaa

Gly Gln

ERAEY); VHIB

Gly Ala

Ala Ser
25

Ala Pro

40

Gly Thr

Ala Asp
Ser Glu
Xaa Xaa

105

Gly Thr
120

Glu Val

10

Gly Gly

Gly Gln

Ala Asn

Glu Ser

75

Asp Thr

90

Xaa Xaa

Leu Val

136

Lys Lys
Thr Phe

Gly Leu
45

Tyr Ala

60

Thr Ser

Ala Val

Xaa Xaa

Thr Val
125

Pro Gly Ser
15

Ser Ser Tyr

30

Glu Trp Met

Gln Lys Phe

Thr Ala Tyr
80
Tyr Tyr Cys
95
Xaa Xaa Xaa
110
Ser Ser
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<220>
221>
<222>
<223>

220>
221>
222>
223>

<220>
221>
<2225
223>

220>

MISC_FEATURE
(99).. (112)

Xaa = {RA[EFERREG K

MISC_FEATURE
(113).. (113)
Xaa = {H{IEEER

MISC_FEATURE

(114).. (114)

Xaa = Ala, Asp, Glu,
Gln, Ser, Thr,

<221> MISC_FEATURE

222>
<223>

<400>
Gln Val
1

Ser Val

Tyr Met

Gly Trp
50

Gln Gly

65

Met Glu

Ala Arg

Xaa Xaa

<210>
211>
212>
<213

<220>
223>

<220>
221>
<222>
223>

(116).. (116)
Xaa = Phe, His, Ile,

233
Gln Leu Val Gln Ser
5
Lys Val Ser Cys Lys
20
His Trp Val Arg Gln
35
Ile Asn Pro Asn Ser
55
Arg Val Thr Met Thr
70
Leu Ser Ser Leu Arg
85
Xaa Xaa Xaa Xaa Xaa
100
Asp Xaa Trp Gly Gln
115

234
128
PRT
ANIFF

AR HEY); VH2

MISC_FEATURE
(100). . (113)

Phe, Gly, Ile,

Leu, Met, Pro,

Val B TyriB & WM A B R

Leu, Asn, Pro, Ser, Val, TrpETyriB&¥sHEARAER

Gly Ala

Ala Ser
25

Ala Pro

40

Gly Gly

Arg Asp
Ser Glu

Xaa Xaa

105
Gly Thr
120

Xaa = EFAEEBRIERK

Glu Val Lys
10
Gly Tyr Thr

Gly Gln Gly

Thr Asn Tyr
60
Thr Ser Ile
75
Asp Thr Ala
90
Xaa Xaa Xaa

Leu Val Thr

137

Lys
Phe
Leu
45

Ala
Ser
Val

Xaa

Val
125

Pro
Thr
30

Glu
Gln
Thr
Tyr
Xaa

110
Ser

Gly Ala
15
Ser Tyr

Trp Met
Lys Phe
Ala Tyr

80
Tyr Cys
95

Xaa Xaa

Ser
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<220>
<2215
222>
223>

220>
221>
222>
223>

220>
221>
222>
223>

<400>

MISC_FEATURE
(114).. (114)
YXaa = [HAIERER

MISC_FEATURE
117).. (117

Xaa = Phe, His, Ile, Leu, Asn,Pro, Ser, Val, TrpETyriB &4/ HITMEER

MISC_FEATURE
(115).. (115)

Xaa = Ala, Asp, Glu, Phe, Gly,Ile, Leu, Met, Pro, Gln,
Ser, Thr, ValE{TyriB &5 R EER

234

Gln Val Gln Leu Lys Glu Ser Gly Pro Ala Leu Val Lys

1

Thr Leu
Gly Val
Trp Leu

50
Leu Lys

65

Val Leu

5
Thr Leu Thr Cys Thr Phe
20
Gly Val Gly Trp Ile Arg
35 40

10
Ser Gly Phe Ser Leu
25
Gln Pro Pro Gly Lys
45

Ala Leu Ile Asp Trp Asp Asp Asp Lys Tyr Tyr

55
Thr Arg Leu Thr Ile Ser
70
Thr Met Thr Asn Met Asp
85

60
Lys Asp Thr Ser Lys
75 .
Pro Val Asp Thr Ala
90

Cys Ala Arg Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xea

100

Xaa Xaa Xaa Asp Xaa Trp Gly Gln

210>
211
<2125
213>

<220>
223>

<220>
221>
<222>
223>

<220>
221>
222>

[0606]

115 120

235
127
PRT
ANIF3

&R MEY); VH3

MISC_FEATURE
(99).. (112)
Xaa = {EfMEEBRHK

MISC_FEATURE
(113).. (113)

105
Gly Thr Leu Val Thr
125

138

Pro Thr Gln
15

Ser Thr Ser

30

Ala Leu Glu

Ser Thr Ser

Asn Gln Val
80
Thr Tyr Tyr
95
Xaa Xaa Xaa
110
Val Ser Ser



CN 101781368 B

i

AA

et

136/204 71

[0607]

<223> Xaa = {HAEREER

<220>
221>
<222>
223>

(118)
Xaa =

<220>
Q221>
222>
223>

(114)
Xaa =

<400> 235
GIn Val Gln
1

Ser Leu Arg

Ala Met Ser
35
Ser Ala Ile
50
Lys Gly Arg
65
Leu Gln Met

Ala Arg Xaa

Xaa Xaa Asp
115

<210>
21>
212>
<213>

236
126
PRT

220>
<223>

<220>
221>
222>
223>

(98).

220>
221>
<222>
223>

(112)

<220>
221>

MISC_FEATURE

.. (116)

Phe, His, Ile, Leu, Asn,Pro, Ser, Val, TrpETyriB& W5 TS EEEE

MISC_FEATURE

.. (114)

Ala, Asp, Glu, Phe, Gly,Ile, Leu, Met, Pro,
Gln, Ser, Thr, Val&TyriB &¥W4s TR TR

Leu Val Glu Ser

5
Leu Ser
20
Trp Val

Ser Gly
Phe Thr

Asn Ser
85

Xaa Xaa

100

Xaa Trp

ANTFF3)

MISC_FEATURE

L (11D

MISC_FEATURE

.o (112)

MISC_FEATURE

Cys
Arg
Ser
Ile
70

Leu

Xaa

Gly

ERMIEY); VH4

Xaa = {FAEER

Ala
Gln
Gly
55

Ser
Arg

Xaa

GIn

Gly Gly

Ala Ser
25

Ala Pro

40

Gly Ser

Arg Asp
Ala Glu
Xaa Xaa

105

Gly Thr
120

Xaa = {FAEREB SR

Gly Leu
10
Gly Phe

Gly Lys
Thr Tyr
Asn Ser

75
Asp Thr
90

Xaa Xaa

Leu Val

139

Val Gln

Thr Phe

Gly Leu
45
Tyr Ala
60
Lys Asn

Ala Val

Xaa Xaa

Thr Val

125

Pro
Ser
30

Glu
Asp
Thr
Tyr
Xaa

110
Ser

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Xaa

Ser

Gly
Tyr
Val
Val
Tyr
80

Cys

Xaa
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<222>
<223>

<220>
<2215
<222>
<223>

<400>

Gln
Thr
Tyr
Gly
Ser
65

Lys

Arg

Xaa

Val
Leu
Trp
Tyr
50

Arg
Leu

Xaa

Asp

<210>
<2115
<212>
213>

<220>
<223>

<220>
221>
<222>
<223>

<220>
<221>
222>
223>

<220>
<221>
<222>
<223>

<220>

[0608]

(113).. (113)

Xaa = Ala, Asp, Glu, Phe, Gly,Ile, Leu, Met, Pro,
Val K TyriB & ¥/ TR R

MISC_FEATURE

Gln, Ser, Thr,

(115).. (115)
Xaa = Phe, His, Ile, Leu, Asn, Pro, Ser, Val, TrpEkTyriB&45haiE{a & iR

236
Gln

Ser
Ser
35

Ile
Val
Ser

Xaa

Xaa
115

237
127
PRT

AIFF]

Leu Gln

Leu Thr
20
Trp Ile

Tyr Tyr

Thr Ile

Ser Val
85

Xaa Xaa

100

Trp Gly

Glu
Cys
Arg
Ser
Ser
70

Thr

Xaa

Gln

BRMIEY); VHS

MISC_FEATURE

(99).

Xaa

MISC_FEATURE

. (112)

(113).. (113)

Xaa = [EfAIEER

MISC_FEATURE

(116).. (116)
Xaa = Phe, His, Ile, Leu, Asn, Pro, Ser, Val, TrpElTyriB &SN EER

Ser
Thr
Gln
Gly
55

Val
Ala

Xaa

Gly

Gly
Val
Pro
40

Ser
Asp
Ala

Xaa

Thr
120

(ERCE-R-J LIRSS

Pro
Ser
25

Pro
Thr
Thr
Asp
Xaa

105
Leu

Gly Leu
10
Gly Gly

Gly Lys
Asn Tyr
Ser Lys

75
Thr Ala
90

Xaa Xaa

Val Thr

140

Val Lys
Ser Ile
Gly Leu
45
Asn Pro
60
Asn Gln
Val Tyr

Xaa Xaa

Val Ser
125

Pro
Ser
30

Glu
Ser
Phe
Tyr
Xaa

110
Ser

Ser
15

Ser
Trp
Leu
Ser
Cys

95
Xaa

Glu
Tyr
Ile
Lys
Leu
80

Ala

Xaa
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[0609]

221>
222>

MISC_FEATURE
(114).. (114)

<223> Xaa = Ala, Asp, Glu, Phe, Gly,Ile, Leu, Met, Pro, Gln,
Ser, Thr, ValBTyriB&YIMIERNRER

<400>

Gln Val Gln

1

Ser Leu
Trp Ile
Gly Ile

50
Gln Gly

65

Leu Gln

Ala Arg

237

5
Lys Ile Ser Cys Lys
20
Gly Trp Val Arg Gln
35
Ile Tyr Pro Gly Asp
55
Gln Val Thr Ile Ser
70
Trp Ser Ser Leu Lys
85
Xaa Xaa Xaa Xaa Xaa
100

Xaa Xaa Asp Xaa Trp Gly Gln

<210>
211
212>
213>

<2207
223>

<220>
221>
222>
223>

220>
221>
222>
<223>

<2205
221>
222>
<223>

220>
221>
<222>
<223>

115

238
130
PRT
A3

AR Y); VHE

MISC_FEATURE
(102).. (115)

Gly Ser
25

Met Pro

40

Ser Asp

Ala Asp
Ala Ser

Xaa Xaa

105
Gly Thr
120

Xaa = {FJEERE %

MISC_FEATURE
(116).. (116)
Xaa = fHURER

MISC_FEATURE
(119).. (119)

10
Gly Tyr

Gly Lys
Thr Arg
Lys Ser

75
Asp Thr
90

Xaa Xaa

Leu Val

Leu Val Gln Ser Gly Ala Glu Val Lys

Ser
Gly
Tyr
60

Ile
Ala

Xaa

Thr

Lys
Phe
Leu
45

Ser
Ser
Met

Xaa

Val
125

Pro Gly
15

Thr Ser

30

Glu Trp

Pro Ser
Thr Ala

Tyr Tyr
95

Xaa Xaa

110

Ser Ser

Glu
Tyr
Met
Phe
Tyr
80

Cys

Xaa

Xaa = Phe, His, Ile, Leu, Asn,Pro, Ser, Val, TrpETyriB &S T EER

MISC_FEATURE
(117).. (117)

Xaa = Ala, Asp, Glu, Phe, Gly,Ile, Leu, Met, Pro, Gln, Ser,

Thr, ValETyriB&WSPRMEMAER

141
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<400> 238

Gln Val Gln Leu Gln Gln Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Ala Ile Ser Gly Asp Ser Val Ser Ser Asn

20 25 30

Ser Ala Ala Trp Asn Trp Ile Arg Gln Ser Pro Gly Arg Gly Leu Glu
35 40 45

Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Tyr Asn Asp Tyr Ala

50 55 60

Val Ser Val Lys Ser Arg Ile Thr Ile Asn Pro Asp Thr Ser Lys Asn

65 70 75 80

Gln Phe Ser Leu Gln Leu Asn Ser Val Thr Pro Glu Asp Thr Ala Val

85 90 95
Tyr Tyr Cys Ala Arg Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
100 105 110

Xaa Xaa Xaa Xaa Xaa Asp Xaa Trp Gly Gln Gly Thr Leu Val Thr Val
115 120 125

Ser Ser

130

<210> 239

211> 327

<212> DNA

213> ANTLF3

<220>

223> ERMEY; VL «l

220>

<221> misc_feature

<222> (286).. (288)

<223> nnn = GCT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,
CAG, CGT, TCT, ACT, GTT, TGGELTAT

220>

<221> misc_feature

222> (271).. (273)

<223> nnn = GCT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CAG,
CGT, TCT, ACT, GTT, TGGELTAT

220>

<221> misc_feature

<222> (265).. (267)

<223> nnn = TTT, CAT, CTT, ATGEXCAG

2200

<221> misc_feature

<222> (253).. (256)

<223> nnn = B]LLRACTELGTT

[0610]

142
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[0611]

<220>
221>
<222>
223>

220>
221>
<222>
<223>

<220>
221>
<222>
223>

<220>
<221>
222>
223>

<400>

misc_feature
(283).. (285)
nnn = CTT, CCT

misc_feature
(280). . (282)
nnn = GCT, GAT
CAG, CGT, TCT

misc_feature
277).. (279)
nnn = GCT, GAT

misc_feature

(274).. (276)
nnn = GAT, GGT
239

gatatccaga tgacccagag
attacctgca gagcgagcca
ggtaaagcac cgaaactatt
cgttttagecg gctctggate
gaagactttg cgnnntatta
ggtacgaaag ttgaaattaa

<210>
211>
212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

<220>
221>
222>
<223>

<220>
221>
<222>

240
328
DNA
ANIF5I

BRAEY; VL

misc_feature
(289).. (289)
n = GCT, GAT,
AG, CGT, TCT,

misc_feature
(280). . (280)
n = TIT, CAT,

misc_feature
(284).. (284)

,TCT

, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
, ACT, GTT, TGGEKTAT

, GGT, CAT, CTT, AATERTCT

, AAT, TCTE{TAT

cccgtctage ctgagecgega gegtgggtga tcgtgtgace
gggcattage agctatctgg cgtggtacca gcagaaacca
aatttatgca gccagcagct tgcaaagegg ggtccecgtee
cggcactgat tttaccctga ccattagcag cctgcaacct
ttgennncag nnnnnnnnnn nnnnnnnnac ctttggccag
acgtacg

GAG, TTT, GGT, CAT, ATT, AAG, CIT, ATG, AAT, CCT, C

ACT, GTT, TGGEYTAT

CTT, ATGEKCAG

143

CCT,

60
120
180
240
300
327
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[0612]

<223>

n =

GT,

220>
221>
222>
223> n =
220>
<2215
222>
223> n =
<220>
221>
222>
<223> n =

AG,

220>
221>
222>
<223>

<400> 240
gatatcgtga
attagctgca
taccttcaaa
agtggggtcc
agcecgtgtgg
gggtacgaaa

<210>
211>
212>
<213>

241
330
DNA

<2207
223>

<220>
<2217
222>
<223>

GCT, GAT,
TCT, ACT,

misc_feature

(285).. (285)

GAT, GGT,

misc_feature
(286).. (289)

GCT, GAT,

misc_feature
(287).. (287)

GCT, GAT,
CGT, TCT,

misc_feature
(288).. (288)
n = CTT, CCTELTCT

tgacccagag
gaagcagcca
aaccaggtca
cggatcgttt
aagctgaaga
gttgaaatta

AIF3)

BRMIED; VL

misc_feature
(289).. (291)
nnn = GCT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,

GAG,
GTT,

AAT,

GGT,

GAG,
ACT,

cccactgage
aagcctgetg
aagcccgeag
tagcggetet
cgtgggegty
aacgtacg

K3

TCTELTAT

CAT, CTT, AATE{TCT

ctgccagtga ctccgggega gectgegage
catagcaacg gctataacta tctggattgg
ctattaattt atctgggcag caaccgtgcce
ggatccggea ccgattttac cctgaaaatt
tattattgen cagnnnnnna cctttggcca

CAG, CGT, TCT, ACT, GTT, TGGEXTAT

<220>
<2215
<222>
<223>

misc_feature
(256). . (258)
nnn = 7] BLRACTELGTT

144

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CAG, C
TGGELTAT

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT, C
GTT, TGGEYTAT

60
120
180
240
300
328
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[0613]

<220>
221>
<222>
<223>

<2205
221>
222>
223>

220>
221>
222>
<223>

<220>
Q221>
<222>
<223>

<220>
<221>
<222>
<223>

<2205
221>
<222>
<223>

<400>

misc_feature
(265).. (276)
nnn = TTT, CAT,

misc_feature
(274).. (276)

nnn = GCT, GAT,
CGT, TCT, ACT,

misc_feature
(277).. (279)
nnn = GAT, GGT,

misc_feature
(280). . (282)
nnn = GCT, GAT,

misc_feature
(283).. (285)
nnn = GCT, GAT,
CAG, CGT, TCT,

misc_feature
(286).. (288)

CTT, ATGEKCAG

GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CAG,

GTT, TGGELTAT

AAT, TCTELTAT

GGT, CAT, CTT, AATELTCT

GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,

ACT, GTT, TGGELTAT

nnn = CTT, CCTBKTCT

241

gatatcgtgc tgacccagag
ctgagctgca gagcgagceca
ccaggtcaag caccgcgtct
gcgegtttta geggetetgg
cctgaagact ttgcgnnnta
cagggtacga aagttgaaat

<210>
211>
<212>
<213>

220>
223>

<220>
<221>
<222>

242
345
DNA
ATF5

EHAEY; VL

misc_feature
(304) .. (306)

cceggegace ctgagectgt cteccgggega acgtgegace
gagcgtgage agcagctatc tggegtggta ccagcagaaa
attaatttat ggcgcgagca geegtgecaac tggggteeceg
atccggcacg gattttaccc tgaccattag cagcctggaa
ttattgennn cagnnnnnnn nnnnnnnnnn nacctttgge
taaacgtacg

k4

145

60
120
180
240
300
330
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[0614]

GAG,

ACT, GTT,

CTT,

GAG,
GTT,

AAT,

GGT,

GAG,
ACT,

cccggatage
gagcgtgetg
tcagccgeceg
ttttagcggc
agacgtggeg
tacgaaagtt

<223> nnn = GCT, GAT,
CAG, CGT, TCT,

220>

<221> misc_feature

<222> (283).. (285)

<223> nnn = TTT, CAT,

220>

<221> misc_feature

<222> (289).. (291)

<223> nnn = GCT, GAT,
CGT, TCT, ACT,

2200

<221> misc_feature

<222> (292).. (294)

<223> nnn = GAT, GGT,

<220>

<221> misc_feature

<222> (295)..(297)

<223> nnn = GCT, GAT,

220>

<221> misc_feature

<222> (298).. (300)

<223> nnn = GCT, GAT,
CAG, CGT, TCT,

<2200

221> misc_feature

<222> (301).. (303)

<223> nnn = CTT, CCTELTCT

<400> 242

gatatcgtga tgacccagag

attaactgca gaagcagcca

tggtaccagc agaaaccagg

gaaagcgggg tcccggateg

atttcgtccc tgcaagctga

nnnnnnacct ttggccaggg

<210> 243

211> 322

<212> DNA

213> AIF3!

220>

223> ERMEEY: VL

Al

TGGELTAT

ATGELCAG

TCTELTAT

ctggeggtga
tatagcagca
aaactattaa
tctggatccg
gtgtattatt
gaaattaaac

146

CAT, CTT, AATEKTCT

gcctgggega
acaacaaaaa
tttattgggc
gcactgattt
gennncagnn
gtacg

acgtgcgacc
ctatctggeg
atccacccgt
taccctgacc
nnnnnnnnnn

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CAG,
TGGERTAT

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,
GTT, TGGELTAT

60
120
180
240
300
345
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220>
221>
222>
223>

<220>
<2215
<222>
<223>

<220>
221>
<222>
<223>

<220>
221>
<222>
223>

<400>

misc_feature
(274).. (274)
n = TGT, TTT,

misc_feature
(278).. (280)
n = GCT, GAT,
AG, CGT, TCT,

misc_feature
(281).. (282)
n = GCT, GAT,
AG, CGT, TCT,

misc_feature
(283).. (283)
n = GCT, TGT,
CT, CAG, CGT,

243

gatatcgtge tgacccagcc
tcgtgtagecg gcagcagcag
cccgggacgg cgecgaaact
gatcgtttta gcggatccaa
agcgaagacg aagcggatta
gaagttaacc gticttggcece

<210>
211>
212>
<213>

<220>
223>

<220>
221>
222>
<223>

<220>
<221>
<222>
<223>

<220>
[0615]

244
336
DNA
A5

ERMED; VL

misc_feature
(274). . (276)

CAT,

GAG,
ACT,

GAG,
ACT,

GAT,
TCT,

CGT,

TTT,
GTT,

TTT,
GTT,

GAG,
ACT,

gccttcagtg
caacattggc
gctgatttat
aagcggcace
ttattgccag

ag

A2

TGGEYTAT

GGT, CAT, ATT, AAG, CTT,
TGGELTAT

GGT, CAT, ATT, AAG, CTT,
TGGEE TATE 5k 2

TTT, GGT, CAT, ATT, AAG,
GTT, TGGELTAT

agtggcgcecac
agcaactatg
gataacaacc
agcgcgagcc
tctngatnnn

caggtcagecg tgtgaccatc
tgagctggta ccagcagttg
agcgtccctc aggegtgeceg
ttgcgattac gggectgcaa
nnngtgtttg gcggeggeac

nnn = TGT, TTT, CAT, CGT, TGGEYTAT

misc_feature
(290).. (295)

ATG, AAT, CCT, C

ATG, AAT, CCT, C

CTT, ATG, AAT, C

60
120
180
240
300
322

nnn = GCT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTIT, ATG, AAT, CCT,
CAG, CGT, TCT, ACT, GTT, TGGEKTATERHRK

147



CN 101781368 B

i

R B

145/204 71

221>
<222>
<223>

220>
221>
222>
223>

<400>

misc_feature
(296). . (298)

nnn = GCT, TGT,
CCT, CAG, CGT,

misc_feature
(280) .. (289)

nnn = GCT, GAT,
CAG, CGT, TCT,
244

gatatcgcac tgacccagcc
tcgtgtacgg gtactagcag
catcccggga aggcecgecgaa
agcaaccgtt ttagcggatc
caagcggaag acgaagcgga
tttggcggeg gcacgaagtt

<210>
211>
212>
<213>

<220>
223>

<2207
221>
<222>
223>

<220>
<221>
<222>
223>

<220>
221>
222>
<223>

<220>
<221>
222>
223>

<400>
[0616]

245
327
DNA
AR

ARMEEY; VL

misc_feature
(265). . (267)
nnn = TGT, TTT,

misc_feature
(286) .. (288)

nnn = GCT, TGT,
CCT, CAG, CGT,

misc_feature
(280). . (285)
nnn = GCT, GAT,
CAG, CGT, TCT,

misc_feature
(271).. (279)

nnn = GCT, GAT,
CAG, CGT, TCT,
245

GAT,
TCT,

GAG,
ACT,

GAG,
ACT,

TTT,
GTT,

agcttcagtg
cgatgtggsgc
actgatgatt
caaaagcggc
ttattattgce
aaccgttctt

A3

CAT,

GAT,
TCT,

GAG,
ACT,

GAG,
ACT,

CGT,

GAG,
ACT,

TTT,
GTT,

TTT,
GTT,

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,

GTT, TGGERTAT

GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,

TGGE(TAT

agcggctcac caggtcagag cattaccatc
ggctataact atgtgagectg gtaccagcag
tatgatgtga gcaaccgtcc ctcaggegtg
aacaccgcga gcctgaccat tagceggectg
cagnnngatn nnnnnnnnnn nnnnnnngtg

ggccag

TGGELTAT

60
120
180
240
300
336

TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,

GTT, TGGEXTAT

GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,

TGGERTATER Sk 5k

GGT, CAT, ATT, AAG, CTT, ATG, AAT, CCT,

TGGELTAT

148
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gatatcgaac tgacccagcc gecttcagtg agegttgeac caggtcagac cgegegtate 60
tcgtgtageg gegatgeget gggcgataaa tacgegaget ggtaccagca gaaaccCggg 120
caggcgecag ttctggtgat ttatgatgat tctgaccgtc cctcaggecat cccggaacge 180
tttagcggat ccaacagcegg caacaccgeg accctgacca ttageggcac tcaggeggaa 240
gacgaagcgg attattattg ccagnnngat nnnnnnnnnn nnnnnnnngt gtttggegse 300
ggcacgaagt taaccgttct tggccag 327
<210> 246
<211> 382
<212> DNA
213> AL
220>
<223> EMEY; VHIA
220>
<221> misc_feature
<222> (345).. (347)
<223> nnn = TTT, CAT, ATT, CTT, AAT, CCT, TCT, GTT, TGGELTAT
<220>
<221> misc_feature
<222> (339).. (341)
<223> nnn = GCT, GAT, GAG, TTT, GGT, ATT, CTT, ATG, CCT, CAG, TCT, ACT,
GTTEYTAT

<220>

<221> misc_feature

<222> (336).. (338)

<223> nnn = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
CCT, CAG, CGT, TCT, ACT, GTT, TGGERTAT

220>

<221> misc_feature

<222> (295).. (335)

<223> nnn = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
CCT, CAG, CGT, TCT, ACT, GTT, TGGERTATEE i 5k

<400> 246

caggtgcaat tggttcagtc tggcgeggaa gtgaaaaaac cgggcageag cgtgaaagtg 60

agctgcaaag cctccggagg cacttttage agctatgega ttagctgggt gcgccaagcece 120

cctgggeagg gtctcgagtg gatgggegge attattccga tttttggecac ggcgaactac 180

gcgcagaagt ttcagggecg ggtgaccatt accgcggatg aaagcaccag caccgcgtat 240

atggaactga gcagcctgeg tagcgaagat acggecgtgt attattgege gegtnnnnnn 300

NNANNNNNNND NNONODONANND NNONNNNNNN nnnnnnnnnn ngatnnntgg ggccaaggca 360

ccctggtgac ggttagetca gc 382

<210> 247

<211> 383

<212> DNA

213> AILF5|

[0617]

149
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220>

<223> ERLNIEY); VHIB

220>

<221> misc_feature

<222> (346).. (348)

<223> nnn = TTT, CAT, ATT, CTT, AAT, CCT, TCT, GTT, TGGELTAT

220>

<221> misc_feature

<222> (295).. (336)

<223> nnn = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
CCT, CAG, CGT, TCT, ACT, GTT, TGGERTATEL SR 2%

220>

<221> misc_feature

<222> (337).. (339)

<223> nnn = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
CCT, CAG, CGT, TCT, ACT, GTT, TGGELTAT

220>

<221> misc_feature

<222> (340).. (342)

<223> nnn = GCT, GAT, GAG, TTT, GGT, ATT, CTT, ATG, CCT, CAG, TCT, ACT,
GTTEYTAT

<400> 247

caggtgcaat tggttcagag cggcgcggaa gtgaaaaaac CgggCcgcgag cgtgaaagtg 60

agctgcaaag cctcecggata tacctttace agctattata tgcactgggt ccgccaagec 120

cctgggeagg gtctcgagtg gatggectgg attaaccecga atagcggecgg cacgaactac 180

gcgecagaagt ttcagggecg ggtgaccatg acccgtgata ccagecattag caccgegtat 240

atggaactga gcagcctgeg tagcgaagat acggeegtgt attattgege gegtnnnnnn 300

ANNNNNNANA NDNNNNNNAN NNONNNDNNN DNhnnnnnnn nngatnnntg gggccaagge 360

accctggtga cggttagctc age 383

<210> 248

<211> 386

<212> DNA

213> ATLFEF

220>

<223> ERNIEY); VH2

220>

<{221> misc_feature

<222> (349).. (351)

<223> nnn = TTT, CAT, ATT, CTT, AAT, CCT, TCT, GTT, TGGELTAT

220>

<221> misc_feature

[0618]

150
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222>
<223>

220>
221>
222>
<223>

(298).. (339)
nnn = GCT, TGT,
CCT, CAG, CGT,

misc_feature
(340). . (342)
nnn = GCT, TGT,
CCT, CAG, CGT,

220>
221>
<2225
223>

misc_feature
(343).. (345)
nnn = GCT, GAT,

GTTELTAT

<400> 248
caggtgcaat
acctgtacct
cagccgecetg
tatagcacca
gtgctgacta
nnnnnnnnnn
ggcaccctgsg

tgaaagaaag
tttccggatt
ggaaagccct
gcctgaaaac
tgaccaacat
nnnnnnnnnn
tgacggttag

<210>
211>
212>
213>

<220>
<223>

220>
<2215
222>
223>

<220>
<2215
222>
223>

<220>
<2215
222>
<223>

<220>

249
349
DNA
ANIF5I

EFAIEY); VH3

misc_feature
(314).. (314
n = TTT, CAT,

misc_feature
(295).. (308)
n = GCT, TGT,
CT, CAG, CGT,

misc_feature
(309). . (309)
n = GCT, TGT,
CT, CAG, CGT,

ATT,

GAT,
TCT,

GAT,
TCT,

GAT,
TCT,

GAG,
ACT,

GAT,
TCT,

GAG,
ACT,

GAG, TTT,

Ccggccceggcee
tagcctgtec
cgagtggctg
gegtctgace
ggacccggtg
nnnnnnnnnn
ctcagc

CTT,

GAG,
ACT,

GAG,
ACT,

AAT,

TTT,
GTT,

TTT,
GTT,

TTT,
GTT,

TTT,
GTT,

GGT,

ctggtgaaac
acgtctggeg
gctctgattg
attagcaaag
gatacggcca
nnnnnnnnnn

151

cgacccaaac
ttggegtegs
attgggatga
atacttcgaa
cctattattg
nnnnngatnn

cctgaccctg
ctggattcgce
tgataagtat
aaatcaggtg
cgecgegtnnn
ntggggccaa

CCT, TCT, GTT, TGGELTAT

GGT, CAT, ATT, AAG, CTT, ATG, AAT,
TGGEY TATER Sk 5=

GGT, CAT, ATT, AAG, CTT, ATG, AAT,
TGGELTAT

ATT, CTT, ATG, CCT, CAG, TCT, ACT,

60
120
180
240
300
360
386

GGT, CAT, ATT, AAG, CTT, ATG, AAT, C
TGGEX TATEY 5k 5

GGT, CAT, ATT, AAG, CTT, ATG, AAT, C
TGGEKTAT
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60
120
180
240
300
349

CTT, ATG, AAT, C

CTT, ATG, AAT, C

CAG, TCT, ACT, G

60
120
180
240
300

<221> misc_feature
<222> (310).. (310)
223> n = GCT, GAT, GAG, TTT, GGT, ATT, CTT, ATG, CCT, CAG, TCT, ACT, G
TTELTAT
<400> 249
caggtgcaat tggtggaaag cggcggegge ctggtgcaac cgggeggeag cctgegtetg
agctgegegg cctceggatt tacctttage agctatgega tgagectgggt gegecaagec
cctgggaagg gtctcgagtg ggtgagegeg attageggta geggeggeag cacctattat
gcggatageg tgaaaggecg ttttaccatt tcacgtgata attcgaaaaa caccctgtat
ctgcaaatga acagcctgeg tgcggaagat acggecgtgt attattgege gegtnnnnnn
nnnnnnnnnn gatntggggc caaggcaccc tggtgacggt tagctcage
<210> 250
211> 346
<212> DNA
213> AIFFI
220>
223> ERUIEEY); VH4
<2202
<221> misc_feature
<222> (311).. (311)
<223> n = TTT, CAT, ATT, CTT, AAT, CCT, TCT, GTT, TGGE(TAT
220>
<221> misc_feature
<222> (292).. (305)
<223> n = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG,
CT, CAG, CGT, TCT, ACT, GTT, TGGERTATERHR%
220>
<221> misc_feature
<222> (306).. (306)
<223> n = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG,
CT, CAG, CGT, TCT, ACT, GTT, TGGEYTAT
220>
<221> misc_feature
<222> (307).. (307)
<223> n = GCT, GAT, GAG, TTT, GGT, ATT, CTT, ATG, CCT,
TTELTAT
<400> 250
caggtgcaat tgcaagaaag tggtccggge ctggtgaaac cgagcgaaac cctgageetg
acctgcaccg tttccggagg cagcattage agctattatt ggagctggat tcgccagceceg
cctgggaagg gtctcgagtg gattggetat atttattata geggecageac caactataat
ccgagcctga aaagecgggt gaccattage gttgatactt cgaaaaacca gtttagectg
aaactgagca gcgtgacggc ggcggatacg gecgtgtatt attgecgegeg tnnnnnnnnn
nnnnnnngat ntggggccaa ggeaccctgg tgacggttag ctecage

152

346
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210>
211>
212>
213>

251
349
DNA

220>
<223>

<220>
<2215
222>
223>

<220>
2215
222>
223>

<220>
221>
222>
223>

<2207
<2215
<222>
<223>

ANTLFFF

ERAEEY); VHS

misc_feature
(314).. (314)
n = TTT, CAT,

misc_feature
(295).. (304)
n = GCT, TGT,
CT, CAG, CGT,

misc_feature
(305). . (307)
n = GCT, TGT,
CT, CAG, CGT,

misc_feature
(308).. (310)
n = GCT, GAT,

TTEXTAT

<400> 251
caggtgcaat
agctgcaaag
cctgggaagg
tctccgaget
cttcaatgga
nnnannnnnn

<210>
<211
212>
<213>

252
392
DNA

<220>
223>
<220>
<2215
222>
<223>

tggttcagag
gttccggata
gtctcgagtg
ttcagggcca
gcagcctgaa
gatntgggge

ANIFFFI

misc_feature
(355).. (357)
nnn = TTT, CAT, ATT, CTT, AAT, CCT, TCT, GTT, TGGELTAT

ATT,

GAT,
TCT,

GAT,
TCT,

GAG,

CTT,

GAG,
ACT,

GAG,
ACT,

TTT,

cggegegegaa
ttcctttacg
gatgggcatt
ggtgaccatt
agcgagcecgat
caaggcaccc

ERMEY: V6

AAT,

TTT,
GTT,

TTT,
GTT,

GGT,

gtgaaaaaac
agctattgga
atttatccgg
agcgcggata
acggccatgt
tggtgacggt

1563

GGT, CAT, ATT, AAG,
TGGEK TATER Sk &

GGT, CAT, ATT, AAG,
TGGEKTAT

ATT, CTT, ATG, CCT,

cgggcgaaag
ttggctggst
gcgatagega
aaagcattag
attattgcegce
tagctcagce

CCT, TCT, GTT, TGGEYTAT

CTT, ATG, AAT, C

CTT, ATG, AAT, C

CAG, TCT, ACT, G

cctgaaaatt
gcgecagatg
tacccgttat
caccgcgtat
gcgtnnnnnn

60
120
180
240
300
349
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220>

<221> misc_feature

<222> (304).. (345)

<223> nnn = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
CCT, CAG, CGT, TCT, ACT, GTT, TGGEYTATELH::

220>

221> misc_feature

<222> (346).. (348)

<223> nnn = GCT, TGT, GAT, GAG, TTT, GGT, CAT, ATT, AAG, CTT, ATG, AAT,
CCT, CAG, CGT, TCT, ACT, GTT, TGGEKTAT

<2200

221> misc_feature

<222> (349).. (351)

<223> nnn = GCT, GAT, GAG, TTT, GGT, ATT, CTT, ATG, CCT, CAG, TCT, ACT,
GTTELTAT

<400> 252

caggtgcaat tgcaacagtc tggtccggge ctggtgaaac cgagccaaac cctgagectg 60

acctgtgecga tttccggaga tagcgtgagce agcaacagcg cggegtggaa ctggattege 120

cagtctcctg ggegtggect cgagtggetyg ggccgtacct attatcgtag caaatggtat 180

aacgattatg cggtgagcgt gaaaagccgg attaccatca acccggatac ttcgaaaaac 240

cagtttagcc tgcaactgaa cagcgtgacc ccggaagata cggecgtgta ttattgegeg 300

cgtnnnnnnn nnnnnnnnnn NNONGRNNNND hnnnnnnnnn nnnnnnnnnn ngatnnntgg 360

ggccaaggca ccctggtgac ggttagetca ge 392

<210> 253

<211> 4151

<212> DNA

213> ATLF3)

<220>

<223> ERMIEY); pMORPH 18 Fab_5’

<400> 253

tctagataac gagggcaaaa aatgaaaaag acagctatcg cgattgcagt ggcactggcet 60

ggtttcgeta ccgtagegea ggecgatate gtgetgacce agagecccgge gaccctgage 120

ctgtctccgg gecgaacgtge gaccctgage tgcagagega gccagagcegt gagcagcagce 180

tatctggegt ggtaccagca gaaaccaggt caagcaccge gtctattaat ttatggegeg 240

agcagccgtg caactggggt cccggegegt tttagecgget ctggatccgg cacggatttt 300

accctgacca ttagcagcct ggaacctgaa gactttgegg tgtattattg ccagcagcat 360

tataccaccc cgcecgacctt tggccagggt acgaaagttg aaattaaacg tacggtggct 420

gctccgageg tgtttatttt tccgecgage gatgaacaac tgaaaagcegg cacggcgage 480

gtgetgtgee tgetgaacaa cttttatccg cgtgaagega aagttcagtg gaaagtagac 540

aacgcgctge aaagecggcaa cagccaggaa agcgtgaccg aacaggatag caaagatage 600

acctattctc tgagcagcac cctgaccctg agcaaagcgg attatgaaaa acataaagtg 660

tatgcgtgeg aagtgaccca tcaaggtctg agcagcccgg tgactaaatc ttttaatcgt 720

gegcgaggect gataagcatg cgtaggagaa aataaaatga aacaaagcac tattgcactg 780

gcactcttac cgttgectctt cacccctgtt accaaagccg aagtgcaatt ggtggaaagc 840

[0622]

154
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[0623]

ggeggeggcee
acctttagca
gtgagcgega
tttaccattt
gcggaagata
gattattggg
gtgtttccge
ctggttaaag
agcggegtsgce
gttgtgaccg
aaaccgagca
agcgggagceg
gaaaatgccg
actgattacg
aatggtgcta
gataattcac
gaatgtcgcc
aaaataaact
gtattttcta
aagtgaaaaa
aacgttaata
caataggccg
agtgttgtte
gggcgaaaaa
tttttggggt
agagcttgac
gcgggegeta
gcgcttaatg
ccaggaaccg
agcatcacaa
accaggegtt
ccggatacct
gtaggtatct
ccgttcagtc
gacacgactt
taggecggtec
tatttggtat
gatccggcaa
cgcgecagaaa
agtggaacga
caccaataac
aattcattaa
gccagceggea
gcgaagaagt
ttggctgaga
ccgtaacacg
tcactccaga
acactatccce
ttcatcaggc
acggtcttta
actgactgaa

tggtgcaacc
gctatgecgat
ttagcggtag
cacgtgataa
cggeegtgta
gccaaggeac
tggctccgag
attatttcce
atacctttcc
tgccgagceag
acaccaaagt
gtgattttga
atgaaaacgc
gtgetgetat
ctggtgattt
ctttaatgaa
cttttgtett
tattccgtgsg
cgtttgctaa
tgecgcagat
ttttgttaaa
aaatcggcaa
cagtttggaa
ccgtctatca
cgaggtgecg
ggggaaagcce
gggcgetgac
cgcecgetaca
taaaaaggcc
aaatcgacgc
tceceectgga
gtcegecttt
cagttcggtg
cgaccgctge
atcgccactg
tacagagttc
ctgegetetg
acaaaccacc
aaaaggatct
aaactcacgt
tgccttaaaa
gcattctgdc
tcagcacctt
tgtccatatt
cgaaaaacat
ccacatcttg
gcgatgaaaa
atatcaccag
gggcaagaat
aaaaggccgt
atgcctcaaa

gggeggeagce
gagetgggtleg
cggceggeage
ttcgaaaaac
ttattgegeg
cctggtgacg
cagcaaaagc
ggaaccagtc
ggcggtaetg
cagcttaggce
ggataaaaaa
ttatgaaaag
gctacagtct
cgatggtttc
tgetggetet
taatttccgt
tggegetggt
tgtctttgeg
catactgcgt
tgtgcgacat
attcgegtta
aatcccttat
caagagtcca
gggcgatgsece
taaagcacta
ggcgaacgtg
aagtgtagcecg
gggegegtge
gegttgetgg
tcaagtcaga
agctcecteg
ctceettegg
taggtcgttc
gccttateceg
gcagcagcca
ttgaagtggt
ctgtagccag
gctggtagesg
caagaagatc
taagggattt
aaattacgcc
gacatggaag
gtcgeettge
ggctacgttt
attctcaata
cgaatatatg
cgtttcagtt
ctcaccgtct
gtgaataaag
aatatccagc
atgttcttta

ctgegtctga
cgccaagcecce
acctattatg
accectgtatce
cgttgggecg
gttagctcag
accagcggce
accgtgagct
caaagcagcg
actcagacct
gtggaaccga
atggcaaacg
gacgctaaag
attggtgacg
aattcccaaa
caatatttac
aaaccatatg
tttcttttat
aataaggagt
tttttttgte
aatttttgtt
aaatcaaaag
ctattaaaga
ccactacgag
aatcggaacc
gcgagaaageg
gtcacgctgce
tagccatgtg
cgtttttcca
ggtggcgaaa
tgecgetctee
gaagcgtggc
gctccaagcet
gtaactatcg
ctggtaacag
ggcctaacta
ttaccttcge
gtggtttttt
ctttgatctt
tggtcagatc
ccgeectgece
ccatcacaaa
gtataatatt
aaatcaaaac
aaccctttag
tgtagaaact
tgctcatgga
ttcattgcca
gceggataaa
tgaacggtct
cgatgccatt

155

gctgegegge
ctgggaages
cggatagegt
tgcaaatgaa
gcgatggett
cgtcgaccaa
gcacggetge
ggaacagcgg
gcctgtatag
atatttgcaa
aaagcgaatt
ctaataaggg
gcaaacttga
tttceggect
tgegctcaagt
cttecectecce
aatttictat
atgttgccac
cttgataagc
tgcegtttaa
aaatcagctc
aatagaccga
acgtggactc
aaccatcacc
ctaaagggag
aagggaagaa
gcgtaaccac
agcaaaaggc
taggctccge
cccgacagga
tgttccgacc
gctttcteat
gggctgtgtg
tcttgagtce
gattagcaga
cggctacact
aaaaagagtt
tgtttgcaag
ttctacgggg
tagcaccagg
actcatcgca
cggcatgatg
tgcccatagt
tggtgaaact
ggaaataggc
gccggaaatce
aaacggtgta
tacggaactc
acttgtgett
ggttataggt
gggatatatc

ctccggattt
tctcgagtgg
gaaaggccgt
cagcctgegt
ttatgcgatg
aggtccaagce
cctgggetge
ggcgetgacce
cctgagcage
cgtgaaccat
Cggegegages
ggctatgacc
ttctgteget
tgctaatggt
cggtgacggt
tcaatcggtt
tgattgtgac
ctttatgtat
ttgacctgtg
tgaaattgta
attttttaac
gatagggttg
caacgtcaaa
ctaatcaagt
ccceccgattt
agcgaaagga
cacacccgcece
cagcaaaagg
ccceetgacg
ctataaagat
ctgecgetta
agctcacgcet
cacgaacccce
aacccggtaa
gcgaggtatg
agaagaacag
ggtagctctt
cagcagatta
tctgacgete
cgtttaaggg
gtactgttgt
aacctgaatc
gaaaacgges
cacccaggga
caggttttca
gtcgtggtat
acaagggtga
cgggtgagca
atttttcttt
acattgagca
aacggtggta

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
3420
3480
3540
3600
3660
3720
3780
3840
3900
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tatccagtga
aaaaatacgc
tctaatgtga
cgtatgttgt
gattacgaat

<210>
<2115
212>
213>

<220>
223>

<400>
Met Lys Lys

1

254
638
PRT

AL

tttttttcte cattttaget tccttagctc ctgaaaatct cgataactca
ccggtagtga tcttatttca ttatggtgaa agttggaacc tcacccgacg
gttagctcac tcattaggca ccccaggett tacactttat gettccgget
gtggaattgt gagcggataa caatttcaca caggaaacag ctatgaccat

t

5

& kI3 pMORPH18_Fab protein

254

Thr Val Ala

Ser
Ser
Ala
65

Pro
Ile
His
Lys
Glu
145
Phe
Gln
Ser
Glu
Ser
225
Thr

Ala

Gly

Leu
Val
50

Pro
Ala
Ser
Tyr
Arg
130
Gln
Tyr
Ser
Thr
Lys
210
Pro
Ile
Gln

Ser

Ser
35

Ser
Arg
Arg
Ser
Thr
115
Thr
Leu
Pro
Gly
Tyr
195
His
Val
Ala

Val

Leu
275

Thr
Gln
20

Pro
Ser
Leu
Phe
Leu
100
Thr
Val
Lys
Arg
Asn
180
Ser
Lys
Thr
Leu
Gln

260
Arg

Ala
5
Ala
Gly
Ser
Leu
Ser
85
Glu
Pro
Ala
Ser
Glu
165
Ser
Leu
Val
Lys
Ala
245

Leu

Leu

Ile
Asp
Glu
Tyr
Ile
70

Gly
Pro
Pro
Ala
Gly
150
Ala
Gln
Ser
Tyr
Ser
230
Leu

Val

Ser

Ala TIle
Ile Val

Arg Ala
40

Leu Ala

55

Tyr Gly

Ser Gly
Glu Asp
Thr Phe
120
Pro Ser
135
Thr Ala
Lys Val
Glu Ser
Ser Thr
200
Ala Cys

215
Phe Asn

Leu Pro
Glu Ser

Cys Ala
280

Ala
Leu
25

Thr
Trp
Ala
Ser
Phe
105
Gly
Val
Ser
Gln
Val
185
Leu
Glu
Arg
Leu
Gly

265
Ala

Val
10

Thr
Leu
Tyr
Ser
Gly
90

Ala
Gln
Phe
Val
Trp
170
Thr
Thr
Val
Gly
Leu
250
Gly

Ser

156

Ala Leu

Gln
Ser
Gln
Ser
75

Thr
Val
Gly
Ile
Val
155
Lys
Glu
Leu
Thr
Glu
235
Phe

Gly

Gly

Ser
Cys
Gln
60

Arg
Asp
Tyr
Thr
Phe
140
Cys
Val
Gln
Ser
His
220
Ala
Thr

Leu

Phe

Ala Gly Phe

Pro
Arg
45

Lys
Ala
Phe
Tyr
Lys
125
Pro
Leu
Asp
Asp
Lys
205
Gln
Met
Pro

Val

Thr
285

Ala
30

Ala
Pro
Thr
Thr
Cys
110
Val
Pro
Leu
Asn
Ser
190
Ala
Gly
Lys
Val
Gln

270
Phe

15
Thr

Ser
Gly
Gly
Leu
95

Gln
Glu
Ser
Asn
Ala
175
Lys
Asp
Leu
Gln
Thr
255

Pro

Ser

Ala
Leu
Gln
Gln
Val
80

Thr
Gln
Ile
Asp
Asn
160
Leu
Asp
Tyr
Ser
Ser
240
Lys

Gly

Ser

3960
4020
4080
4140
4151
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Tyr
Val
305
Val
Tyr
Cys
Gln
Val
385
Ala
Ser
Val
Pro
Lys
465
Phe
Asn
Gln
Ala
Asn
545
Val
Leu
Ala

Phe

Val
625

Ala
290
Ser
Lys
Leu
Ala
Gly
370
Phe
Leu
Trp
Leu
Ser
450
Pro
Gly
Ala
Ser
Ala
530
Gly
Gly
Pro
Gly
Arg

610
Phe

<210>
211>
<212>
213>

<220>

Met
Ala
Gly
Gln
Arg
355
Thr
Pro
Gly
Asn
Gln
435
Ser
Ser
Gly
Asn
Asp
515
Ile
Ala
Asp
Ser
Lys
595
Gly
Ser
255

5020
DNA

Ser
Ile
Arg
Met
340
Trp
Leu
Leu
Cys
Ser
420
Ser
Ser
Asn
Gly
Lys
500
Ala
Asp
Thr
Gly
Leu
580
Pro

Val

Thr

AL

Trp
Ser
Phe
325
Asn
Gly
Val
Ala
Leu
405
Gly
Ser
Leu
Thr
Ser
485
Gly
Lys
Gly
Gly
Asp
565
Pro
Tyr

Phe

Phe

Val
Gly
310
Thr
Ser
Gly
Thr
Pro
390
Val
Ala
Gly
Gly
Lys
470
Gly
Ala
Gly
Phe
Asp
550
Asn
Gln
Glu

Ala

Ala
630

Arg Gln Ala

295
Ser

Ile
Leu
Asp
Val
375
Ser
Lys
Leu
Leu
Thr
455
Val
Ser
Met
Lys
Ile
535
Phe
Ser
Ser
Phe
Phe

615
Asn

Gly
Ser
Arg
Gly
360
Ser
Ser
Asp
Thr
Tyr
440
Gln
Asp
Gly
Thr
Leu
520
Gly
Ala
Pro
Val
Ser
600

Leu

Ile

Gly
Arg
Ala
345
Phe
Ser
Lys
Tyr
Ser
425
Ser
Thr
Lys
Asp
Glu
5056
Asp
Asp
Gly
Leu
Glu
585
Ile

Leu

Leu

157

Pro
Ser
Asp
330
Glu
Tyr
Ala
Ser
Phe
410
Gly
Leu
Tyr
Lys
Phe
490
Asn
Ser
Val
Ser
Met
570
Cys
Asp

Tyr

Arg

Gly
Thr
315
Asn
Asp
Ala
Ser
Thr
395
Pro
Val
Ser
Ile
Val
475
Asp
Ala
Val
Ser
Asn
555
Asn
Arg
Cys

Val

Asn
635

Lys
300
Tyr
Ser
Thr
Met
Thr
380
Ser
Glu
His
Ser
Cys
460
Glu
Tyr
Asp
Ala
Gly
540
Ser
Asn
Pro
Asp
Ala

620
Lys

Gly
Tyr
Lys
Ala
Asp
365
Lys
Gly
Pro
Thr
Val
445
Asn
Pro
Glu
Glu
Thr
525
Leu
Gln
Phe
Phe
Lys
605

Thr

Glu

Leu
Ala
Asn
Val
350
Tyr
Gly
Gly
Val
Phe
430
Val
Val
Lys
Lys
Asn
510
Asp
Ala
Met
Arg
Val
590
Ile

Phe

Ser

Glu
Asp
Thr
335
Tyr
Trp
Pro
Thr
Thr
415
Pro
Thr
Asn
Ser
Met
495
Ala
Tyr
Asn
Ala
Gln
575
Phe

Asn

Met

Trp
Ser
320
Leu
Tyr
Gly
Ser
Ala
400
Val
Ala
Val
His
Glu
480
Ala
Leu
Gly
Gly
Gln
560
Tyr
Gly

Leu

Tyr



CN 101781368 B 'ﬁf ﬂﬁ 4@ 155/204 1

<223> HFRAGEY); pMORPH x9

<400> 255

atcgtgctga cccagecgece ttcagtgagt ggegcaccag gtcagegtgt gaccatctceg 60
tgtagcggca gcagcagcaa cattggcage aactatgtga getggtacca gcagttgecce 120
gggacggege cgaaactget gatttatgat aacaaccage gtccctcagg cgtgecggat 180
cgttttageg gatccaaaag cggcaccage gegagecettg cgattacggg cctgcaaage 240
gaagacgaag cggattatta ttgccagage tatgacatgec ctcaggetgt gtttggegge 300
ggcacgaagt ttaaccgttc ttggccagec gaaagccgca ccgagtgtga cgetgtttee 360
gccgagecage gaagaattigc aggcgaacaa agcgaccctg gtgtgectga ttagegactt 420
ttatccggga geccgtgacag tggectggaa ggcagatage agccccgtca aggegggagt 480
ggagaccacc acaccctcca aacaaagcaa caacaagtac gcggccagea getatctgag 540
cctgacgect gagcagtgga agtcccacag aagctacage tgccaggtca cgcatgaggs 600
gagcaccgtg gaaaaaaccg ttgecgecgac tgaggectga taagcatgeg taggagaaaa 660
taaaatgaaa caaagcacta ttgcactgge actcttaccg ttgctcttca cccectgttac 720
caaagcccag gtgcaattga aagaaagcgg cccggecctg gtgaaaccga cccaaaccct 780
gaccctgacc tgtacctttt ccggatttag cctgtccacg tctggegttg gegtgggetg 840
gattcgccag ccgectggga aagecctcga gtggetgget ctgattgatt gggatgatga 900
taagtattat agcaccagcc tgaaaacgcg tctgaccatt agcaaagata cttcgaaaaa 960
tcaggtggtg ctgactatga ccaacatgga cccggtggat acggccacct attattgege 1020
gegttctect cgttatcgtg gtgettttga ttattgggege caaggcaccc tggtgacggt 1080
tagctcagcg tcgaccaaag gtccaagegt gtttccgetg getccgagea gcaaaagcac 1140
cagcggegge acggetgeee tgggetgect ggttaaagat tatttcccgg aaccagtcac 1200
cgtgagctgg aacagcgggg cgetgaccag cggegtgeat acctittcegg cggtgetgea 1260
aagcagcgge ctgtatagec tgagcagegt tgtgaccgtg ccgagcageca gettaggeac 1320
tcagacctat atttgcaacg tgaaccataa accgagcaac accaaagtgg ataaaaaagt 1380
ggaaccgaaa agcgaattcg actataaaga tgacgatgac aaaggcgcgc cgtggagcca 1440
cccgcagttt gaaaaatgat aagcttgacc tgtgaagtga aaaatggege agattgtgeg 1500
acattttttt tgtctgccgt ttaattaaag gggeggeggg geecggeectgg gggggeetet 1560
acatgaaatt gtaaacgtta atattttgtt aaaattcgcg ttaaattttt gttaaatcag 1620
ctcatttttt aaccaatagg ccgaaatcgg caaaatccct tataaatcaa aagaatagac 1680
cgagataggg ttgagtgttg ttccagtttg gaacaagagt ccactattaa agaacgtgga 1740
ctccaacgtc aaagggcgaa aaaccgtcta tcagggcgat ggcccactac gagaaccatc 1800
accctaatca agttttttgg ggtcgaggtg ccgtaaagca ctaaatcgga accctaaagg 1860
gagcceccga tttagagett gacggggaaa gecggegaac giggecgagaa aggaagggaa 1920
gaaagcgaaa ggagcgggeg ctagggeget ggcaagtgta geggtcacge tgegegtaac 1980
caccacaccc gccgegetta atgegecget acagggegeg tgectagacta gtgtttaaac 2040
cggaccgggg ggegecttaa gtgggetgea aaacaaaacg gectcectgtc aggaagecge 2100
ttttatcggg tagcctcact gecegettte cagtcgggaa acctgtcgtg ccagetgeat 2160
cagtgaatcg gccaacgcge ggggagagge ggtttgegta ttgggageca gggtggtttt 2220
tcttttcacc agtgagacgg gcaacagctg attgcccttc accgectgge cctgagagag 2280
ttgcagcaag cggtccacge tggtttgecc cagcaggega aaatcectgtt tgatggtgst 2340
cagcggeggg atataacatg agectgtcctc ggtatcgtcg tatcccacta ccgagatgte 2400
cgcaccaacg cgcagcccgg actcggtaat ggcacgcatt gecgeccageg ccatctgate 2460
gttggcaacc agcatcgcag tgggaacgat gccctcattc agcatttgea tggtttgttg 2520
aaaaccggac atggcactcc agtcgecttc ccgtteccget atcggetgaa tttgattgeg 2580
agtgagatat ttatgccage cagccagacg cagacgcgcc gagacagaac ttaatgggec 2640
agctaacagc gecgatttget ggtggeccaa tgegaccaga tgctccacge ccagtcgegt 2700
accgtcctca tgggagaaaa taatactgtt gatgggtgtc tggtcagaga catcaagaaa 2760
taacgccgga acattagtge aggcagettc cacagcaata gcatcctggt catccagegg 2820
atagttaata atcagcccac tgacacgttg cgcgagaaga ttgtgcaccg ccgetttaca 2880

[0626]

158
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[0627]

ggcttcgacg
gcgagattta
aacgccaatc
attcagctcce
ctggttcacc
taacgttact
cataccgcga
ggccaggaac
cgagcatcac
ataccaggcg
taccggatac
ctgtaggtat
cceegttcag
aagacacgac
tgtaggeggt
agtatttggt
ttgatccgge
tacgcgcaga
tcagtggaac
ggcaccaata
gtaattcatt
tcgeccagegg
gggcgaagaa
gattggctga
caccgtaaca
attcactcca
gaacactatc
cattcatcag
ttacggtctt
caactgactg
tatatccagt
caaaaaatac
cgtctaatgt
ctcgtatgtt
atgattacga
agtggcactg

<210> 256
211> 7

<212> PRT
213>

<2200
223>

<400> 256

ccgettegtt
atcgccgega
agcaacgact
gccategeeg
acgcgggaaa
ggtttcacat
aaggttttge
cgtaaaaagg
aaaaatcgac
tttcceecetg
ctgtcegecet
ctcagttcgg
ccecgacceget
ttatcgccac
gctacagagt
atctgcgcte
aaacaaacca
aaaaaaggat
gaaaactcac
actgccttaa
aagcattctg
catcagcacc
gttgtccata
gacgaaaaac
cgccacatct
gagcgatgaa
ccatatcacc
gcgggcaaga
taaaaaggcc
aaatgcctca
gatttttttc
gceeggtagt
gagttagctc
gtgtggaatt
atttctagat
gctggttteg

N3

B RMED

ctaccatcga
caatttgcga
gtttgeecge
cttccacttt
cggtctgata
tcaccaccct
gccattegat
ccgegtiget
gctcaagtca
gaagctccct
ttcteectte
tgtaggtcgt
gegeettate
tggcagcagce
tcttgaagtg
tgetgtagece
ccgetggtag
ctcaagaaga
gttaagggat
aaaaattacg
ccgacatgga
ttgtcgeett
ttggctacgt
atattctcaa
tgcgaatata
aacgtttcag
agctcaccgt
atgtgaataa
gtaatatcca
aaatgttctt
tccattttag
gatcttattt
actcattagg
gtgagcggat
aacgagggca
ctaccgtagce

Ala Glu Phe Arg His Asp Cys

1

<210> 257
Q211> 7

5

cacgaccacg
cggegegtge
cagttgttgt
ttccegegtt
agagacacceg
gaattgactc
gctagecatg
ggegttttte
gaggtggcga
cgtgegetect
gggaagegtg
tcgctccaag
cggtaactat
cactggtaac
gtggcctaac
agttaccttc
cggtggtttt
tectttgate
tttggtcaga
cceegeeetg
agccatcaca
gcgtataata
ttaaatcaaa
taaacccttt
tgtgtagaaa
tttgctcatg
ctttcattgc
aggccggata
gctgaacggt
tacgatgcca
cttccttage
cattatggtg
caccccagge
aacaatttca
aaaaatgaaa
gcaggccgat

159

ctggcaccca
agggccagac
gccacgeggt
ttcgcagaaa
gcatactctg
tettecggge
tgagcaaaag
cataggctcc
aacccgacag
cctgttcega
gcgetttete
ctggectgteg
cgtcttgagt
aggattagca
tacggctaca
ggaaaaagag
tttgtttgeca
ttttctacgg
tctagcacca
ccactcatcg
aacggcatga
tttgceccata
actggtgaaa
agggaaatag
ctgcecggaaa
gaaaacggtg
catacggaac
aaacttgtgc
ctggttatag
ttgggatata
tcctgaaaat
aaagttggaa
tttacacttt
cacaggaaac
aagacagcta

gttgatcgge
tggaggtgsce
taggaatgta
cgtggetgge
cgacatcgta
gctatcatge
gccagcaaaa
gcececectga
gactataaag
ccctgeeget
atagctcacg
tgcacgaacc
ccaacccggt
gagcgaggta
ctagaagaac
ttggtagcectce
agcagcagat
ggtctgacgc
ggcgtttaag
cagtactgtt
tgaacctgaa
gtgaaaacgg
ctcacccagg
gccaggtttt
tcgtcgtggt
taacaagggt
tccggegtgag
ttatttttct
gtacattgag
tcaacggtgg
ctcgataact
cctcacccga
atgcttccgg
agctatgacc
tcgcgattge

2940
3000
3060
3120
3180
3240
3300
3360
3420
3480
3540
3600
3660
3720
3780
3840
3900
3960
4020
4080
4140
4200
4260
4320
4380
4440
4500
4560
4620
4680
4740
4800
4860
4920
4980
5020
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[0628]

212>
213>

220>
223>

<400>

PRT
ANLIF3)

BRMAED

257

Glu Phe Arg His Asp Ser Cys

1

<210>
211>
<212>
213>

<2205
223>

<400>

5
258
7

PRT
ANTF5

B BAEY

258

Phe Arg His Asp Ser Gly Cys

1

210>
211>
212>
<2135

<2205
<223>

<400>

5
259
7

PRT
AIF5)

B RIAEY)

259

Arg His Asp Ser Gly Tyr Cys

1

<2105
2115
<212>
213>

220>
223>

<400>

5
260
7

PRT
ANIF5Y

B RIEY)

260

His Asp Ser Gly Tyr Glu Cys

1

<210>
<2115
212>
<213>

5

261

7

PRT
AILFF5I

160
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[0629]

<220>
223> GRAEY

<400> 261
Asp Ser Gly Tyr Glu Val Cys
1 5

210> 262
Q11> 7

<212> PRT
213> AT

<220>
223> EHHMEY

<400> 262
Ser Gly Tyr Glu Val His Cys
1 5

<210> 263
Q11> 7

<212> PRT
213> NI

220>
223> EMMEY

<400> 263
Tyr Glu Val His His Gln Cys
1 5

<210> 264
211> 7

<212> PRT
213> AILFE5

<220>
223> ERMED

<400> 264
Glu Val His His Gln Lys Cys
1 5

<210> 265
Q11> 7

<212> PRT
213> ATLF¥

<220>
223> ERMEY

161
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[0630]

<400> 265
Val His His Gln Lys Leu Cys
1 5

210> 266
Q11> 7

<212> PRT
213> ANTLFF5

<220>
<223> BREAIEY

<400> 266
His His Gln Lys Leu Val Cys
1 5

<210> 267
211> 7

<212> PRT
213> ANTLFF3

<220>
223> EWMEY

<400> 267
His Gln Lys Leu Val Phe Cys
1 5

<210> 268
211> 7

<212> PRT
213> ALF5)

<220>
223> EREY

<400> 268
Gln Lys Leu Val Phe Phe Cys
1 5

<210> 269
QL 7

<212> PRT
213> AILFH

<220>
<223> BRAEY)

<400> 269
Lys Leu Val Phe Phe Ala Cys
1 5

162
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[0631]

<210>
<2115
212>
213>

<220>
223>

<400>

270

7

PRT
ANTF5I

BB

270

Leu Val Phe Phe Ala Glu Cys

1

<210>
<2115
212>
213>

<220>
223>

<400>

5
271
7
PRT
AT
AR

271

Val Phe Phe Ala Glu Asp Cys

1

<210>
<2115
212>
<213>

<220>
<223>

<400>

5
272
7

PRT
AL

aRNEY

272

Phe Phe Ala Glu Asp Val Cys

1

<210>
<211>
212>
<213>

<2205
223>

<400>

5
273
7
PRT
Nuw: 271
& IR

273

Phe Ala Glu Asp Val Gly Cys

1

<210>
211>

5

274
7

163
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[0632]

<212>
213>

<2202
223>

<400>

PRT
ANTFF

B ALY

274

Ala Glu Asp Val Gly Ser Cys

1

<210>
<211>
212>
213>

<220>
<223>

<400>

5
275
7
PRT
AIFF
B RHIEY)

275

Glu Asp Val Gly Ser Asn Cys

1

<210>
211>
212>
213>

<220>
223>

<400>

5
276

7

PRT
NI
AR

276

Asp Val Gly Ser Asn Lys Cys

1

<210>
211>
<212>
213>

<220>
223>

<400>

5
2717

7

PRT
ANTIFF3)
AR Y)

277

Val Gly Ser Asn Lys Gly Cys

1

<210>
<211>
212>
<213>

5

278

7

PRT
ANIFF3)

164
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[0633]

<220>
223> BMMEY

<400> 278
Gly Ser Asn Lys Gly Ala Cys
1 5

<210> 279
211> 7

<212> PRT
213> ATLF3

<220>
223> ERMED

<400> 279
Cys Ser Asn Lys Gly Ala Ile
1 5

<210> 280
Q11> 7

<212> PRT
213> AIF%)

<220>
223> EWMEY

<400> 280
Cys Asn Lys Gly Ala Ile Ile
1 5

<210> 281
QI 7

<212> PRT
213> AR5

<220>
223> BHMEY

<400> 281
Cys Lys Gly Ala Ile Ile Gly
1 5

<210> 282
211> 7

<212> PRT
213> AR5

<220>
<223> BRHMEEY

165
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[0634]

<400> 282
Cys Gly Leu Met Val Gly Gly
1 5

<210> 283
Q11> 7

<212> PRT
213> ANTIFF3I

<220
223> BHMED

<400> 283
Cys Met Val Gly Gly Val Val
1 5

<210> 284
Q11> 7

<212> PRT
213> ANLIF5|

<220>
223> BRHMEY

<400> 284
Cys Gly Gly Val Val Ile Ala
1 5

<210> 285
211> 6

<212> PRT
213> AILFF

<220>
223> BRMIEY KL AB

<400> 285
Ala Glu Phe Arg His Asp
1 5

<210> 286
QI 7

<212> PRT
213> AIF%

<220>
223> EMAIEY K2 A B

<400> 286
Glu Phe Arg His Asp Ser Gly
1 5

166
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[0635]

<210>
Q1
212>
213>

220>
<2235

<400>

287
5
PRT

NTFED)

B ALY BR3 A B

287

Glu Phe Arg His Asp

1

<210>
211>
212>
213>

<2205
<2235

<400>

5
288
4

PRT
ALFF

BERHMEY) K4 A B

288

His Asp Ser Gly

1

<210>
211>
212>
<2135

<220>
<223>

<400>

289

5

PRT
ALF5

BRI RS A B

289

His His Gln Lys Leu

1

<210>
211>
212>
<213>

<2207
223>

<400>

1

<210>

5

290

6

PRT
ANTF5

EREY) BK6 A B

290
Leu Val Phe Phe Ala Glu
5
291
6

<211>

167
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212>
213>

220>
223>

<400>

PRT
ATFF5I

AR KT A B

291

Val Phe Phe Ala Glu Asp

1

<2105
<211>
212>
<213>

<220>
223>

<400>

5
292
4

PRT
A5

EAEY) K8 A B

292

Val Phe Phe Ala

1

<210>
211>
212>
<213>

220>
<2235

<400>

293

6

PRT
;27

B AR BR9 A B

293

Phe Phe Ala Glu Asp Val

1

<210>
211>
<212>
<213>

<2205
223>

<400>

caattggtgg aaagcggcegg cggeectggtg
gcggeetecg gatttacctt tagcagctat
aagggtctcg agtgggtgag cgttatttct
tctgttaagg gtcgttttac catttcacgt
atgaacagcc tgcgtgegga agatacggcee
gctecgttatt atcgttattt tgatgtttgsg

<210>
[0636]

5
294

360

DNA
AIFF
B RAIEY)

294

295

caaccgggcsg
gcgatgagcet
gagaagtctc
gataattcga
gtgtattatt
ggccaaggcea

168

gcagcctgeg tctgagetgce
gggtgcgeca agecectggg
gttttattta ttatgctgat
aaaacaccct gtatctgcaa
gcgegegtct tactcattat
ccctggtgac ggttagectca

60
120
180
240
300
360
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211> 120
<212> PRT
213> ANTF3
220>
223> HRED
<400> 295
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Val
35 40 45
Ile Ser Glu Lys Ser Arg Phe Ile Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val Trp Gly Gln
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 296
<211> 360
<212> DNA
213> ATLFF%)
220>
223> ERIEY
<400> 296
caattggtgg aaagcggecgg cggcctggtg caaccgggeg geagectgeg tctgagetge 60
gcggeetecg gatttaccett tagcagctat gegatgaget gggtgegeca ageccctggg 120
aagggtctcg agtgggtgag cgetatttct gagacttcta ttcgtaagta ttatgectgat 180
tctgttaagg gtegttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgegga agatacggee gtgtattatt gegegegtet tactcattat 300
gctcgttatt atcgttattt tgatgtttge ggccaaggea ccctggtgac ggttagetca 360
<210> 297
<211> 120
<212> PRT
<213> ANILF%)
220>
223> BRIMEY
400> 297

[0637]

Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu

169
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1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Ser Glu Thr Ser Ile Arg Lys Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val Trp Gly Gln
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 298
<211> 360
<212> DNA
213> A3
220>
223> ERED
<400> 298
caattggtgg aaagcggege cggectggtg caaccgggeg geagectgeg tctgagetge 60
gcggectecg gatttacctt tagcagetat gegatgaget gggtgcgeca ageccctggg 120
aagggtctcg agtgggtgag cgttatttct cagactggtc gtaagattta ttatgctgat 180
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgegga agatacggee gtgtattatt gegegegtct tactcattat 300
gctcgttatt atcgttattt tgatgtttgg ggccaaggea ccctggtgac ggttagetca 360
210> 299
211> 120
<212> PRT
213> ANILF3)
220>
223> ERMED
<400> 299

[0638]

Gln Leu Val Glu Ser Gly Gly Gly Leu

1

Arg Leu Ser Cys Ala Ala Ser Gly Phe

Ser Trp Val Arg Gln Ala Pro Gly Lys

35

Ile Ser Gln Thr Gly Arg Lys Ile Tyr

50

Arg Phe Thr Ile Ser Arg Asp Asn Ser

65

5

20

40

55

70

Val Gln
10

Thr Phe
25

Gly Leu

Tyr Ala

75

170

Pro Gly Gly Ser Leu

Ser Ser Tyr
30
Glu Trp Val
45
Asp Ser Val
60

15
Ala Met

Ser Val

Lys Gly

Lys Asn Thr Leu Tyr Leu Gln

80
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[0639]

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

85

90

95

Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val Trp Gly Gln

100

Gly Thr Leu Val Thr Val Ser Ser

115

210>
211>
<212>
<213>

300
360
DNA
AT

220>
223> AR
<400> 300
caattggtgg
gecggecteeg
aagggtctcg
tctgttaagg
atgaacagcc
gctcgttatt

<210>
<2115
212>
<2137

301
120
PRT
AT

<220>
223> &Rk

<400> 301

FF3

HEY)

aaagcgegces
gatttacctt
agtgggtgag
gtcgttttac
tgegtgegga
atcgttattt

FF31

k=X

120

cggeetgegtg
tagcagctat
cgttatttct
catttcacgt
agatacggcc
tgatgtttgg

Gln Leu Val Glu Ser Gly Gly Gly

1

Arg Leu Ser
Val
35
Gln

Ser Trp

Ile Ser
50

Arg Phe

65

Met Asn

Thr

Ser

Leu Thr His

Gly Thr Leu

115

<210> 302
<211> 360

5
Cys
20
Arg Gln

Thr Gly

Ile Ser
Arg
85

Ala

Leu

Tyr
100

Val Thr

Ala Ala Ser
Ala Pro
Arg Lys
Arg Asp
70

Ala Glu

Arg Tyr

Val Ser

Gly

Gly
40
Ile
55

Asn

Asp

Tyr

Ser
120

105

caaccggsgcg
gcgatgaget
cagactggtc
gataattcga
gtgtattatt
ggccaaggea

Val Gln
10
Thr Phe

Leu

Phe
25
Lys Gly Leu

Tyr Tyr Ala

Ser Lys Asn
75

Ala Val

90

Arg Tyr Phe

105

Thr

171

110

gcagectgeg
gggtgegeca
gtaagattta
aaaacaccct
gcgegegtet
ccctggtgac

Pro Gly Gly

Ser Ser Tyr

30

Glu Trp Val

45

Asp Ser Val

60

Thr Leu Tyr

Tyr Tyr Cys

Val Trp

110

Asp

tctgagetge
agcccetggsg
ttatgctgat
gtatctgcaa
tactcattat
ggttagctca

Ser Leu
15
Ala Met

Ser Val

Lys Gly

Leu Gln
80

Ala Arg

95

Gly Gln

60
120
180
240
300
360
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<212> DNA
213> ATF3
220>
223> BRAEY)
<400> 302
caattggtgg aaagcggegg cggectggtg caaccgggeg gecageetgeg tcectgagetge 60
gcggectecg gatttacctt tagcagetat gegatgaget gggtgegeca ageccctggg 120
aagggtctcg agtgggtgag cgttatttct gagactggta agaatattta ttatgctgat 180
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgegga agatacggec gtgtattatt gegegegtet tactcattat 300
gctegttatt atcgttattt tgatgtttgg ggccaaggeca ccctggtgac ggttagetca 360
<210> 303
211> 120
<212> PRT
213> AIFF
220>
223> ERMEY
<400> 303
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Val
35 40 45
Ile Ser Glu Thr Gly Lys Asn Ile Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val Trp Gly Gln
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
210> 304
<211> 360
<212> DNA
213> ANTIF3
220>
223> BB
<400> 304
caattggtgg aaagcggegg cggectggtg caaccgggeg geageetgeg tctgagetge 60
gcggeeteeg gatttacctt tagcagetat gegatgaget gggtgegeca agcccectggg 120

[0640]
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[0641]

aagggtctcg agtgggtgag cgttatttct gagactggta
tctgttaagg gtcgttttac catttcacgt gataattcga

atgaacagcc tgcgtgegga agatacggece gtgtattatt
gctegttatt atcgttattt tgatgtttgg ggccaaggcea
210> 305
211> 120
<212> PRT
213> ANTLFF%|
220>
223> ERMED
<400> 305
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln
1 5 10
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
20 25
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
35 40
Ile Ser Glu Thr Gly Lys Asn Ile Tyr Tyr Ala
50 55
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn
65 70 75
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
85 90
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe
100 105
Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 306
<211> 360
<212> DNA
213> ANILFF
220>
223> BRAEY)
<400> 306
caattggtgg aaagcggcgg cggectggtg caaccgggceg
gcggeeteeg gatttacctt tagcagcectat gegatgaget
aagggtctcg agtgggtgag cgctatttct gagtctggta
tctgttaagg gtcgttttac catttcacgt gataattcga
atgaacagcc tgcgtgcgga agatacggec gtgtattatt
gctcgttatt atcgttattt tgatgtttgg ggccaaggca
<210> 307
211> 120
<212> PRT
213> AILF3)

173

agaatattta
aaaacaccct
gcgegegtcet
ccectggtgac

Pro Gly Gly
Tyr
30

Val

Ser Ser

Glu Trp

45

Asp Ser Val

60

Thr Leu Tyr

Tyr Tyr Cys

Val Trp

110

Asp

gcagectgeg
gggtgcgeca
agactaagta
aaaacaccct
gegegegtet
ccectggtgac

ttatgctgat
gtatctgcaa
tactcattat
ggttagctca

Ser Leu
15
Ala Met

Ser Val

Lys Gly

Gln
80
Arg

Leu

Ala
95

Gly Gln

tctgagctge
agccectggsg
ttatgctgat
gtatctgcaa
tactcattat
ggttagctca

180
240
300
360

60
120
180
240
300
360
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220>
223> ERMEDY
<400> 307
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Ser Glu Ser Gly Lys Thr Lys Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val Trp Gly Gln
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 308
211> 372
<212> DNA
213> AILFF%
220>
223> ERMAIEY)
<400> 308
caattggtgg aaagcggecgg cggectggtg caaccgggeg gcagectgeg tctgagctge 60
geggectecg gatttacctt tageagetat gegatgaget gggtgegeca ageccctggg 120
aagggtctcg agtgggtgag cgetattaat ggtactggta tgaagaagta ttatgetgat 180
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgegga agatacggee gtgtattatt gegegegtge taagggtaat 300
actcataagc cttatggtta tgttcgttat tttgatgttt gggeccaagg caccctggtg 360
acggttagct ca 372
<210> 309
211> 124
<212> PRT
213> ANTLF3!
220>
223> BRNMED
<400> 309

[0642]

Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu

1

5

10

15

Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met

174
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[0643]

Val
35
Gly

Ser Trp

Ile Asn

50

Arg Phe Thr

65

Met Asn Ser

Gly Lys Gly

Val Gly

115

Trp

<210>
<211>
212>
213>

310
372
DNA
AT

220>
223> &R
<400> 310
caattggtgg
gcggecteeg
aagggtctceg
tctgttaagg
atgaacagcc
actcataagc
acggttagcect

<210>
211>
212>
213>

311
124
PRT
AT

<220>
223> &

<400> 311

20
Arg Gln Al

Thr Gly Me

Ile Ser Ar
70

Arg Al

85

Thr Hi

Leu

Asn
100

Gln Gly Th

FF3)

HEY

aaagcgeces
gatttacctt
agtgggtgag
gtcgttttac
tgegtgegga
cttatggtta
ca

FF3

EY)

Gly
40
Lys

a Pro
t Lys
g Asp Asn
a Glu Asp
s Lys Pro

Val
120

r Leu

cggeetgetg
tagcagctat
cgctattaat
catttcacgt
agatacggcc
tgttcgttat

Gln Leu Val Glu Ser Gly Gly Gly

1
Arg Leu Ser

Ser Trp Val
35
Ile Asn Tyr
50
Arg Phe Thr
65
Met Asn Ser

5
Cys Ala Al
20
Arg Gln Al

Asn Gly Al
Ile Ser Ar

70
Leu Arg Al

a Ser Gly

a Pro Gly

40

a Arg 1le
55

g Asp Asn

a Glu Asp

25
Lys Gly Leu

Tyr Tyr Ala

Ser Lys Asn
75
Thr Ala Val
90
Tyr Gly Tyr
105
Thr Val Ser

caaccgggcg
gcgatgagcet
tataatggtg
gataattcga
gtgtattatt
tttgatgttt

Val Gln
10
Thr Phe

Leu

Phe
25
Lys Gly Leu

Tyr Tyr Ala

Lys Asn
75

Ala Val

Ser

Thr

175

30

Glu Trp Val

45

Asp Ser Val

60

Thr Leu Tyr

Tyr Tyr Cys

Val Tyr

110

Arg

Ser

gcagectgeg
gggtgegeea
ctcgtattta
aaaacaccct
gegegegteg
ggggccaagg

Pro Gly Gly

Ser Ser Tyr
30
Glu Trp Val
45
Asp Ser Val
60
Thr Leu Tyr

Tyr Tyr Cys

Ser Ala

Lys Gly
Gln
80
Arg

Leu

Ala
95

Phe Asp

tctgagetge
agcccctggg
ttatgctgat
gtatctgcaa
taagggtaat
caccctggtg

Ser Leu
15
Ala Met

Ser Ala
Lys Gly
Leu Gln

80
Ala Arg

60
120
180
240
300
360
372
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85 90 95
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
210> 312
211> 372
<212> DNA
213> A7
220>
223> ERIEEY
<400> 312
caattggtgg aaagcggegg cggectggty caaccgggeg geagectgeg tctgagetge 60
gcggeecteeg gatttacctt tagcagectat gcgatgagct gggtgegeca ageccetggg 120
aagggtctcg agtgggtgag cgctattaat getgatggta atcgtaagta ttatgetgat 180
tctgttaagg gtegttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgegga agatacggee gtgtattatt gegegegtge taagggtaat 300
actcataagec cttatggtta tgttcgttat tttgatgttt ggggccaagg caccctggtg 360
acggttaget ca 372
<210> 313
211> 124
<212> PRT
213> ANTLF%)
220>
223> ARWEY
<400> 313
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Asn Ala Asp Gly Asn Arg Lys Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gin
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
210> 314
211> 372
[0644]

176
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<212> DNA
213> ANIF7)
<220>
223> GHRHBEY
<400> 314
caattggtgg aaagcggcegg cggectggtg caaccgggeg gecageetgeg tctgagetge 60
gcggectceg gatttacctt tagcagectat gegatgaget gggtgegeca agecccetggg 120
aagggtctcg agtgggtgag cgctattaat gectgatggta atcgtaagta ttatgectgat 180
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgegga agatacggec gigtattatt gcgegegtgg taagggtaat 300
actcataagc cttatggtta tgttcgttat tttgatgttt ggggccaagg caccctggte 360
acggttagct ca 372
<210> 315
211> 124
<212> PRT
213> AIF%Y
220>
223> ERMED
<400> 315
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Asn Ala Asp Gly Asn Arg Lys Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 316
<211> 372
<212> DNA
213> ATIF3
220>
223> EMMEY
<400> 316
caattggtgg aaagcggegg cggectggtg caaccgggeg gcagectgeg tctgagetge 60

[0645]
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[0646]

gcggeeteeg
aagggtctcg
tctgttaagg
atgaacagcc
actcataagc
acggttaget

<210>
211>
212>
213>

317
124
PRT
AL

<2200
223> B
<400> 317
GIn Leu Val
1
Arg Leu Ser
Trp Val
35
Asn Ala
50
Phe Thr

Ser
Ile

Arg
65
Met Asn Ser

Gly Lys Gly

Val Trp Gly
115

<210>
211>
212>
213>

318
372
DNA
AT

220>
223> ARk
<400> 318
caattggtge
gcggeeteceg
aagggtctcg
tctgttaagg
atgaacagcc
actcataagc
acggttagct

<210> 319

gatttacctt
agtgggtgag
gtcgttttac
tgcgtgegga
cttatggtta
ca

FF3

HEY)

Glu Ser

Cys Ala
20
Arg Gln

Asn Gly

Ile Ser
Arg
85
Thr

Leu
Asn

100

Gln Gly

3

HE?

aaagcggegg cggectggty

gatttacctt
agtgggtgag
gtcgttttac
tgegtgegga

Gly Gly
Ala Ser
Ala Pro
Tyr Lys
Arg Asp
70

Ala Glu

His Lys

Thr Leu

tagcagctat
cgctattaat
catttcacgt
agatacggcce
tgttegttat

Gly
Gly

Gly
40
Lys
55

Asn

Asp
Pro

Val
120

tagcagctat
cgctattaat
catttcacgt
agatacggcc

cttatggtta tgttcgttat

ca

gcgatgaget
gctaatggtt
gataattcga
gtgtattatt
tttgatgttt

Val
10
Thr

Leu Gln

Phe Phe
25
Lys

Gly Leu

Tyr Tyr Ala
Asn
75

Val

Ser Lys

Thr Ala
90

Tyr Gly Tyr
105
Thr

Val Ser

caaccgggcg
gcgatgaget
gctaatggtt
gataattcga
gtgtattatt
tttgatgttt

178

gggtgegeea
ataagaagta
aaaacaccct
gcgegegtesg
88gECCaagg

Pro Gly Gly
Tyr
30
Val

Ser Ser

Glu Trp

45

Asp Ser Val

60

Thr Leu Tyr

Tyr Tyr Cys

Val Tyr

110

Arg

Ser

gcageetgeg
gggtgegeea
ataagaagta
aaaacaccct
gcgegegteg
gggeccaagg

agccectggg
ttatgctgat
gtatctgcaa
taagggtaat
caccctggtg

Ser Leu
15
Ala Met

Ser Ala

Lys Gly
Gln
80
Arg

Leu

Ala
95

Phe Asp

tctgagetge
agcccctggsg
ttatgectgat
gtatctgcaa
taagggtaat
caccctggtg

120
180
240
300
360
372

60
120
180
240
300
360
372
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211> 124
212> PRT
213> NI
220>
223> BEWRMED
<400> 319
Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Asn Ala Asn Gly Tyr Lys Lys Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 320
211> 372
<212> DNA
213> ANIF3
<2200
223> ERAEY)
<400> 320
caattggtgg aaagcggcegg cggectggtg caaccgggeg gecagectgeg tctgagetge 60
geggeecteeg gatttacctt tagcagectat gegatgaget gggtgcgeca ageccetggg 120
aagggtctcg agtgggtgag cgctattaat gctaatggtt ataagaagta ttatgctgat 180
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgegtgegga agatacggec gtgtattatt gecgegegtgg taagggtaat 300
actcataagc cttatggtta tgttcgttat tttgatgttt ggggccaagg caccctggtg 360
acggttagct ca 372
<210> 321
211> 124
<212> PRT
213> ANIF3
220>
223> ERAED
<400> 321

[0647]
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Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met
20 2b 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Asn Ala Asn Gly Tyr Lys Lys Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
100 105 110
Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 322
<211> 366
<212> DNA
213> ATRF

<220>
223> EMMEY)

<400> 322

caattggtgg aaagcggegg cggectggtg caaccgggeg geageetgeg tctgagetge 60
gcggeecteecg gatttacctt tagcagectat gecgatgaget gggtgegeca agecectggg 120
aaggegtctcg agtgggtgag cgctatttct cgttctggtt ctaatattta ttatgetgat 180
tctgttaagg gtcgttttac catttcacgt gataattcga aaaacaccct gtatctgcaa 240
atgaacagcc tgcgtgecgga agatacggec gtgtattatt gegegegtet tetttetegt 300
ggttataatg gttattatca taagtttgat gtttggggec aaggcaccct ggtgacggtt 360
agctca 366

<210> 323
211> 122
<212> PRT
213> ANIFRFF]

<220>
223> BRMEEY

<400> 323

Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
1 5 10 15

Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala Met

20 25 30
Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Ala
35 40 45
Ile Ser Arg Ser Gly Ser Asn Ile Tyr Tyr Ala Asp Ser Val Lys Gly
50 55 60

[0648]
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[0649]

Arg Phe Thr Ile
65
Met Asn Ser Leu

Leu Leu Ser Arg

100

Gly Gln Gly Thr
115

<210>
211>
212>
213>

324
330
DNA
ATIF3Y

220>
<223>

<400> 324
gatatcgtge
ctgagctgeca
ccaggtcaag
gegegtttta
cctgaagact
cagggtacga

<210>
<2115
<212>
213>

325
110
PRT
ANTIF3)

<220>
<223>

<400> 325

Asp Ile Val Leu

1

Glu Arg Ala Thr

20

Leu Ala Trp
35

Tyr Gly Ala

50

Ser Gly Ser

Tyr
Ile

Gly
65
Pro Glu Asp Phe
Thr Phe Gly
100

Pro

<210> 326
211> 330

Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln

70

75

Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85

90

Gly Tyr Asn Gly Tyr Tyr His Lys Phe Asp

105

Leu Val Thr Val Ser Ser

EHAEY

ERAEY

Thr Gln
5
Leu Ser

Tyr Gln
Ser Ser

Gly Thr
70

Ala Thr

85

Gln Gly

Ser
Cys
Gln
Arg
55

Asp

Tyr

Thr

120

tgacccagag cccggcgacce
gagcgagecg gegtattcat
caccgcgtct attaatttat
gcggetectgg atccggeacg
ttgcgactta ttattgecag
aagttgaaat taaacgtacg

Pro
Arg
Lys
40

Ala
Phe

Tyr

Lys

ctgagectgt
gtttattatc
ggcgegagcea
gattttaccc
cagacttatg

Thr
10
Ser

Ala Leu

Ala
25
Pro

Arg

Gly Gln

Thr Gly Val

Thr Thr
75
Gln

Leu

Gln
90
Glu

Cys

Val
105

Ile

181

110

ctccgggega
tggegtggta
gcegtgeaac
tgaccattag
attatcctcc

Ser Leu Ser

Ile His
30
Arg

Arg
Ala Pro
45
Pro Ala Arg
60
Ile

Ser Ser

Thr Tyr Asp
Thr

110

Lys Arg

80
Ala Arg
95
Val Trp

acgtgcgacc
ccagcagaaa
tggggtcecg
cagcctggaa
tacctttggce

Pro Gly
15
Val Tyr

Leu Leu

Phe Ser

Glu
80
Pro

Leu

Tyr
95

60
120
180
240
300
330
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<212> DNA
213> ANTIJF%F)
220>
223> ERIEY)
<400> 326
gatatcgtge tgacccagag cccggegace ctgageetgt ctecgggega acgtgegacc 60
ctgagctgeca gagegageeg gegtattcat gtttattate tggcgtggta ccagcagaaa 120
ccaggtcaag caccgcgtct attaatttat ggcgcgagea gcegtgecaac tggggteceg 180
gcgegtttta geggetetgg atceggeacg gattttaccc tgaccattag cagcctggaa 240
cctgaagact ttgegactta ttattgeccag cagacttatg attatcctcc tacctttgge 300
cagggtacga aagttgaaat taaacgtacg 330
<210> 327
<211> 110
<212> PRT
213> AIFF
<2200
223> BERMED
<400> 327
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Arg Arg Ile His Val Tyr
20 25 30
Tyr Leu Ala Trp Tyr Gin Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val Pro Ala Arg Phe Ser
50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Thr Tyr Asp Tyr Pro
85 90 95
Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105 110
<210> 328
<211> 330
<212> DNA
213> AL
220>
223> BRIEY
<400> 328
gatatcgtgc tgacccagag cccggegacce ctgagcetgt ctecgggega acgigegace 60
ctgagctgea gagcgageca gegtettget cgtctttatc tggcgtggta ccagcagaaa 120
ccaggtcaag caccgegtet attaatttat ggcgcgagca gccgtgeaac tggggteeeg 180
gegegtttta geggetetgg atccggeacg gattttaccc tgaccattag cagcctggaa 240

[0650]
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cctgaagact ttgcgactta ttattgccag cagacttatg attatcctcc tacctttgge
cagggtacga aagttgaaat taaacgtacg

210> 329
211> 110
<212> PRT
213> NIFF|

220>

<223> EAIEY

<400> 329

Asp Ile Val Leu

1

Glu Arg Ala Thr

20

Tyr Leu Ala Trp
35

Ile Tyr Gly Ala

50

Gly Ser Gly Ser

65

Pro Glu Asp Phe

Pro Thr Phe Gly
100

<210> 330
<211> 330
<212> DNA
213> ANILFF%

<220>

Thr Gln Ser Pro Ala Thr Leu

5 10

Leu Ser Cys Arg Ala Ser Gln
25

Tyr Gln Gln Lys Pro Gly Gln

40
Ser Ser Arg Ala Thr Gly Val
55
Gly Thr Asp Phe Thr Leu Thr
70 75

Ala Thr Tyr Tyr Cys Gln Gln

85 90

Gln Gly Thr Lys Val Glu Ile
105

223> ERMED

<400> 330

gatatcgtgc tgacccagag cccggcgace ctgagcetgt
ctgagctgca gagcgagceceg gegtattcat gtttattate

ccaggtcaag caccgegtct

gcgegtttta gegectetigg atccggeacg gattttacce

cctgaagact ttgcgactta

cagggtacga aagttgaaat taaacgtacg

<210> 331
<211> 110
<212> PRT
213> AL

220>

223> BRHEY

183

Ser Leu Ser Pro Gly
15
Arg Leu Gly Arg Leu
30
Ala Pro Arg Leu Leu
45
Pro Ala Arg Phe Ser
60
Ile Ser Ser Leu Glu
80
Thr Tyr Asp Tyr Pro
95
Lys Arg Thr
110

ctcegggega acgtgegacce
tggcgtggta ccagcagaaa

attaatttat ggcgcgagca gccgtgeaac tggggteeeg

tgaccattag cagcctggaa

ttattgccag cagacttatg attatcctcce tacctttggc

300
330

60
120
180
240
300
330
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[0652]

<400> 331

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu

1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Arg
20 2h

Tyr Leu Ala Trp Tyr Gln Gin Lys Pro Gly Gln

35 40
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val
50 55

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75

Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln

85 90

Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile

100 105

<210> 332
<211> 330
<212> DNA
213> ATIFF3

<220>
223> ERMBEY

<400> 332

gatatcgtgc tgacccagag CCCBBCgacc ctgagectgt
ctgagctgca gagecgagecg gegtatteat gtttattatc
ccaggtcaag caccgegtct attaatttat ggcgcgagca
gegegtttta geggetctgg atccggeacg gattttaccc
cctgaagact ttgcgactta ttattgccag cagacttatg
cagggtacga aagttgaaat taaacgtacg

<210> 333
<211> 110
<212> PRT
213> ANLF%)

<220>
223> HRMAEY)

<400> 333
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu
1 5 10
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Arg
20 25
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val
50 55
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75

184

Ser Leu
Arg Tle
Ala Pro
45

Pro Ala
60

Ile Ser
Thr Tyr

Lys Arg

ctccgggega acgtgegacc
tggcgtggta ccagcagaaa
gccgtgcaac tggggteeceg
tgaccattag cagcctggaa
attatcctcc tacctttgge

Ser Leu Ser Pro Gly

Arg Ile His Val Tyr

Ala Pro Arg Leu Leu

45

Pro Ala Arg Phe Ser

60

Jle Ser Ser Leu Glu

Ser
His
30

Arg
Arg
Ser

Asp

Thr
110

30

Pro
15

Val
Leu
Phe

Leu

Tyr
95

15

Ser
Glu

80
Pro

80

60
120
180
240
300
330
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[0653]

Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Thr Tyr Asp Tyr Pro

85 90

95

Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

210>
211>
212>
213>

<220>
<223>

<400>

100 105
334
330

DNA
NI

B RAIEY)

334

gatatcgtgc tgacccagag cccggegacc ctgagectgt
ctgagctgeca gagcgageca gegtettggt cgtetttate
ccaggtcaag caccgcgtct attaatttat ggcgecgagca
gcgegtttta geggetectgg atccggeacg gattttacce
cctgaagact ttgcgactta ttattgccag cagacttatg
cagggtacga aagttgaaat taaacgtacg

<210>
<2115
212>
<213>

<220>
<223>

<400>

335
110
PRT
ANTIF3Y

BRAEY

335

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu

1

5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln

20 25

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

35 40

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val

50

65

<210>
211>
212>

55
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
70 75
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
85 90
Pro Thr Phe Gly Gln Gly Thr Lys Val Glu Ile
100 105

336

330

DNA

ANILF3)

<213>

<2205

185

110

ctccgggega acgtgegacce
tggcgtggta ccagcagaaa
gcegtgcaac tggggtceceg
tgaccattag cagcctggaa
attatcctcc tacctttgge

Ser Leu Ser Pro Gly
15
Arg Leu Gly Arg Leu
30
Ala Pro Arg Leu Leu
45
Pro Ala Arg Phe Ser
60
Ile Ser Ser Leu Glu
80
Thr Tyr Asp Tyr Pro
95
Lys Arg Thr
110

60
120
180
240
300
330
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[0654]

223> ERMEY)

<400> 336
gatatcgtge
ctgagctgea
ccaggtcaag
gecgegtttta
cctgaagact
cagggtacga

<210>
211>
212>
<213>

337
110
PRT

<220>

223>

<400> 337

Asp Ile Val Leu

1

Glu Arg Ala Thr

Tyr Leu Ala Trp

35

Ile Tyr Gly Ala

50

Gly Ser Gly Ser

65

Pro Glu Asp Phe

Pro Thr Phe Gly

<2105
211>
212>
213>

338
330
DNA

<2205

223>

<400> 338
gatatcgtgce

tgacccagag
gagcgageca
caccgegtet
geggetetgg
ttgecggttta
aagttgaaat

ATLF3

ERAED

Thr

Leu
20
Tyr

Ser

Gly

70
Ala Va
85
Gln Gl

100

AR5

EREEY)

tgacccagag

ctgagctgca gagcgagceca
ccaggtcaag caccgegtet
gcgegtttta geggetetge

cctgaagact

ttgcgactta

cagggtacga aagttgaaat

<210> 339

Gln

Ser

Gln

Ser

Thr

ceeggegace
gtttattcag
attaatttat
atccggcacg
ttattgccag
taaacgtacg

Ser Pro

Cys Arg

Ala

Ala

ctgageetgt
cgtttttate
ggcgegagca
gattttaccc
cagacttata

Thr
10
Ser

Leu

Gln

25

Gln Lys
40
Arg Ala
55

Asp Phe

1 Tyr Tyr

y Thr Lys

Pro

Thr

Thr

Cys

Val

Gly Gln

Gly Val
Thr
75
Gln

Leu

Gln
90

Glu Ile

105

ctecegggega
tggegtggta
gcecgtgeaac
tgaccattag
attatcctce

Ser Leu Ser

Phe Ile Gln
30

Pro Arg

45

Ala Arg

Ala

Pro
60
Ile Ser Ser

Thr Tyr Asn

Arg Thr
110

Lys

acgtgcgacc
ccagcagaaa
tggggteeeg
cagcctggaa
tacctttgge

Pro Gly
15
Arg Phe

Leu Leu

Phe Ser

Glu
80
Pro

Leu

Tyr
95

ccecggegace ctgagectgt ctecgggega acgtgcgacc

gtatgttgat cgtacttatc tggcgtggta ccagcagaaa

attaatttat ggcgegagca gccgtgecaac tggggtceeg

atccggecacg gattttacce tgaccattag cagcctggaa

ttattgccag cagatttatt cttttcctca tacctttggce

taaacgtacg

186

60
120
180
240
300
330

60
120
180
240
300
330
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[0655]

211>
212>
213>

110
PRT

920>

223>

<400> 339

Asp Ile Val Leu

1

Glu Arg Ala Thr

Tyr Leu Ala Trp

35

Ile Tyr Gly Ala

50

Gly Ser Gly Ser

65

Pro Glu Asp Phe

His Thr Phe Gly

<210>
211>
212>
213>

340
330
DNA

<2207
223>

<400> 340
gatatcgtgc
ctgagctgca
ccaggtcaag
gcgegtttta
cctgaagact
cagggtacga

<210>
211>
<212>
<213>

341
110
PRT

220>

223>

400> 341

ANTFF3

B EY)

5

20

85

100

ATIF3

AR

tgacccagag
gagcgagcca
caccgegtet
geggetetgg
ttgeggttita
aagttgaaat

ALF3Y

& RIED

Thr Gln

Ser Ser Arg Ala Thr Gly Val

Gly Thr Asp Phe Thr
70

Ala Thr Tyr Tyr Cys

Gln Gly Thr Lys Val

Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
10 15

Leu Ser Cys Arg Ala Ser Gln Tyr Val Asp Arg Thr

25 30

Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu

40 45

Pro Ala Arg Phe Ser

55 60

Leu Thr Ile Ser Ser Leu Glu
75 80

Gln Gln Ile Tyr Ser Phe Pro

90 95

Glu Ile Lys Arg Thr

105 110

cccggegace ctgageetgt ctecgggcga acgtgcgacc
gcgttttttt tataagtatc tggcgtggta ccagcagaaa
attaatttct ggttcttcta accgtgcaac tggggtcceg
atccggecacg gattttaccc tgaccattag cagcctggaa
ttattgectt cagetttata atattcctaa tacctttggc
taaacgtacg

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1

5

10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Arg Phe Phe Tyr Lys

187

60
120
180
240
300
330



185/204 1T

30

Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu

45
Pro Ala Arg Phe Ser
60
Ile Ser Ser Leu Glu
80
Leu Tyr Asn Ile Pro
95
Lys Arg Thr
110

ctcecgggega acgtgegace
tggcgtggta ccagcagaaa
gccgtgeaac tggegteeceg
tgaccattag cagcctiggaa
cttttcctca tacctttgge

CN 101781368 B w R B

20 25

Tyr Leu Ala Trp Tyr Gln

35 40
Ile Ser Gly Ser Ser Asn Arg Ala Thr Gly Val
50 55

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Leu Gln

85 90

Asn Thr Phe Gly Gln Gly Thr Lys Val Glu Ile
100 105

<210> 342

<211> 330

<212> DNA

213> ATF%)

220>

223> EREEY)

<400> 342

gatatcgtgec tgacccagag cccggcegacce ctgagectgt

ctgagctgeca gagcgageca gtatgttgat cgtacttatc

ccaggtcaag caccgcgtct attaatttat ggcgcgagca

gcgegtttta geggetetgg atccggcacg gattttaccc

cctgaagact ttgcgactta ttattgecag cagatttatt

cagggtacga aagttgaaat taaacgtacg

<210> 343

<211> 110

<212> PRT

213> AIFF3)

2200

223> BRIEY

400> 343

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu

1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln
20 25

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

1le Tyr
50
Gly Ser

65

Pro Glu

His Thr

[0656]

35
Gly Ala Ser Ser

Gly Ser Gly Thr
70
Asp Phe Ala Thr
85
Phe Gly Gln Gly
100

Arg
55

Asp
Tyr

Thr

40
Ala Thr Gly Val

Phe Thr Leu Thr
75
Tyr Cys Gln Gln
90
Lys Val Glu Ile
105

188

Ser Leu Ser

Tyr Val Asp
30
Ala Pro Arg
45
Pro Ala Arg
60
Ile Ser Ser

Ile Tyr Ser

Lys Arg Thr
110

Pro Gly
15
Arg Thr

Leu Leu

Phe Ser

Leu Glu
80

Phe Pro
95

60
120
180
240
300
330
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[0657]

<210>
<2115
<212>
213>

344
330
DNA
N T %)

€220
223> EWIEY

<400> 344

gatatcgtgce tgacccagag
ctgagctgca gagcgagcca
ccaggtcaag caccgcegtet
gcgegtttta geggetetgg
cctgaagact ttgcggttta
cagggtacga aagttgaaat

<210>
211>
212>
<213>

345
110
PRT
AIFF

220>

223> EHRMEY

<400> 345

Asp Ile Val Leu Thr

1 5

Glu Arg Ala Thr Leu
20

Tyr Leu Ala Trp Tyr

35
Ile Ser Gly Ser Ser
50

Gly Ser Gly Ser Gly

65

Pro Glu Asp Phe Ala

85

Asn Thr Phe Gly Gln

100

210>
211>
212>
213>

346
330
DNA
ATLFF5Y

<220>
223> BRMEY

<400> 346

Gln Ser

Ser Cys

Gl

Asn Arg

Th
70

Val Tyr

Gl

ccecggegace
gtatgttttt
attaatttct
atccggcacg
ttattgcctt
taaacgtacg

n Gln Lys
40
Ala
55

r Asp

y Thr

ctgagcctgt
cgtegttate
ggttcttcta
gattttaccc
cagctttata

Pro Ala Thr Leu

10

Arg Ala Ser Gln

25
Pro Gly Gln

Thr Gly Val

Phe Thr Leu Thr Ile

75

Tyr Cys Leu Gln Leu

90

Lys Val Glu Ile Lys

105

ctcecgggega acgtgegacc
tggegtggta ccagcagaaa
accgtgcaac tggggtceceg
tgaccattag cagcctggaa
atattcctaa tacctttgge

Pro
15
Arg

Ser Leu Ser Gly

Val Phe
30

Arg

Tyr Arg

Ala Pro Leu Leu

45

Pro Ala Phe Ser

60

Arg

Glu
80
Pro

Ser Ser Leu
Ile
95

Thr

110

Tyr Asn

Arg

gatatcgtgc tgacccagag cccggegacce ctgagectgt ctccgggega acgtgegacce

189

60
120
180
240
300
330

60
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[0658]

ctgagctgeca gagcgageca gtatgttgat cgtacttatce
ccaggtcaag caccgegtct attaatttat ggcgcgagca
gcgegtttta geggetetgg atccggeacg gattttaccce
cctgaagact ttgegactta ttattgecag cagatttatt
cagggtacga aagttgaaat taaacgtacg
<210> 347
211> 110
<212> PRT
213> ATF3Y
220>
223> ABHIEY
<400> 347
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu
1 5 10
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln
20 25
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val
50 55
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
85 90
His Thr Phe Gly Gln Gly Thr Lys Val Glu Ile
100 105
<210> 348
<211> 330
<212> DNA
213> ANIF%
220>
223> AMMHEY
<400> 348
gatatcgtgc tgacccagag cccggegacce ctgagectgt
ctgagctgca gagcgagcca gcgtctttet cctegttate
ccaggtcaag caccgegtet attaatttat ggcgegagcea
gcgegtttta geggetetgg atccggeacg gattttaccc
cctgaagact ttgcgactta ttattgcctt cagatttata
cagggtacga aagttgaaat taaacgtacg
<210> 349
<211> 110
<212> PRT
213> AIFFFI

190

tggegtggta ccagcagaaa
gcegtgecaac tggggteeeg
tgaccattag cagcctggaa
cttttectca tacctttgge

Pro
15
Arg

Ser Leu Ser Gly

Tyr Val Asp Thr
30
Ala Pro Arg
45
Pro Ala
60

Ile Ser

Leu Leu

Arg Phe Ser
Glu
80

Pro

Ser Leu

Ile Tyr Phe
95
Thr
110

Ser

Lys Arg

ctcegggega acgtgegacc
tggegtggta ccagcagaaa
gcegtgcaac tggggteeceg
tgaccattag cagcctggaa
atatgcctat tacctttgsgc

120
180
240
300
330

60
120
180
240
300
330
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400> 349
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 ) 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Arg Leu Ser Pro Arg
20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Val Pro Ala Arg Phe Ser
50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Ile Tyr Asn Met Pro
85 90 95
Ile Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105 110

<210> 350
<211> 330
<212> DNA
213> AILF5

<220>
<223> BRNED

<400> 350

gatatcgtgc tgacccagag cccggegace ctgagectgt ctccgggega acgtgegace 60
ctgagctgea gagegageca gtatgttttt cgtcgttatc tggegtggta ccagcagaaa 120
ccaggtcaag caccgegtet attaatttct ggttcttcta accgtgcaac tggggtccecesg 180
gegegtttta geggetetgg atccggeacs gattttaccc tgaccattag cagcctggaa 240
cctgaagact ttgeggttta ttattgectt cagctttata atattcctaa tacctttgge 300
cagggtacga aagttgaaat taaacgtacg 330

<210> 351
211> 110
<212> PRT
213> ANTIF5

<220
223> ERMED

<400> 351

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Tyr Val Phe Arg Arg

20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
Ile Ser Gly Ser Ser Asn Arg Ala Thr Gly Val Pro Ala Arg Phe Ser

[0659]

191
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[0660]

50 55

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70

75

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Leu Gln

85

90

Asn Thr Phe Gly Gln Gly Thr Lys Val Glu Ile

100

<210> 352
<211> 330
<212> DNA
213> ATF3!

<220>
223> ERHEY

<400> 352

gatatcgtgc tgacccagag cccggcegacc
ctgagctgca gagcgagcca gegtgtttet
ccaggtcaag caccgegtct attaatttat
gcgegtttta geggetetgg atccggeacyg
cctgaagact ttgcgactta ttattgccag
cagggtacga aagttgaaat taaacgtacg

<210> 353
<211> 110
<212> PRT
213> ANTIF3Y

<220>
223> ARRMED

<400> 353

Asp Ile Val Leu Thr Gln Ser

1 5

Glu Arg Ala Thr Leu Ser Cys
20

Tyr Leu Ala Trp Tyr Gln Gln

35
Tle Tyr Gly Ala Ser Ser Arg
50 55

Gly Ser Gly Ser Gly Thr Asp

65 70

Pro Glu Asp Phe Ala Thr Tyr

85

Pro Thr Phe Gly Gln Gly Thr

100

210> 354
211> 39
<212> DNA

Pro
Arg
Lys
40

Ala
Phe

Tyr

Lys

105

ctgagecctgt
ggtcgttatc
ggcgegagea
gattttaccc
cagctttett

Ala Thr Leu
10

Ala Ser Gln

25

Pro Gly Gln

Thr Gly Val

Thr Leu Thr
75
Cys Gln Gln
90
Val Glu Ile
105

192

60
Ile Ser Ser Leu Glu
80
Leu Tyr Asn Tle Pro
95
Lys Arg Thr
110

ctcecgggega acgtgegace
tggcgtggta ccagcagaaa
gcegtgecaac tggggteecg
tgaccattag cagcctggaa
cttatcctec tacctttggce

Ser Leu Ser Pro Gly
15
Arg Val Ser Gly Arg
30
Ala Pro Arg Leu Leu
45
Pro Ala Arg Phe Ser
60
Ile Ser Ser Leu Glu
80
Leu Ser Ser Tyr Pro
95
Lys Arg Thr
110

60
120
180
240
300
330
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213> ATFFI

220>
223> BB

400> 354
cttactcatt atgctcgtta ttatcgttat ttigatgtt

<210> 355
<211> 13

<212> PRT
213> AIF%

<220>
223> ERMED

<400> 355
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val
1 5 10

<210> 356
211> 39

<212> DNA
213> ATIF3)

<220>
223> EREED

<400> 356
cttactcatt atgctcgtta ttatcgttat tttgatgtt

210> 357
Q211> 13

<212> PRT
213> ANLF%)

<2207
223> BRMEEY

<400> 357
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val
1 5 10

<210> 358
211> 39

<212> DNA
213> ANTIF3|

<220>
223> ERHEY

[0661]

193

39

39
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[0662]

<400> 358
cttactcatt atgctcgtta ttatcgttat tttgatgtt 39

210> 359
211> 13
212> PRT
213> ATIFFY

220>
223> A RHIEY

<400> 359
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val
1 5 10

<210> 360
<211> 39

<212> DNA
213> ANIFF)

<220>
223> BHRMEY

<400> 360
cttactcatt atgctcgtta ttatcgttat tttgatgtt 39

<210> 361
211> 13

<212> PRT
213> ANIFF%

<220>
223> ERMED

<400> 361
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val
1 5 10

<210> 362
<211> 39

<212> DNA
213> ANIF3

<220>
223> ABRMEY

<400> 362
cttactcatt atgctcgtta ttatcgttat tttgatgtt 39

<210> 363
211> 13

194
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[0663]

212>
213>

2200
223>

<400>

Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val

1

210>
211>
212>
<213>

220>
223>

<400>

PRT

AT

&R EY

363

5 10

364

39

DNA

AL

A RAEY)

364

cttactcatt atgctcgtta ttatcgttat tttgatgtt

<210>
211>
212>
213>

<220>
223>

<400>

Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val

1

<210>
211>
<212>
213>

<220>
<2235

<400>

365

13

PRT
ANIFF3

B RAIEDY)
365
5 10

366

39

DNA

AR5

B RED)

366

cttactcatt atgctcgtta ttatcgttat tttgatgtt

<210>
2115
<212>
<213>

<220>
<223>

367

13

PRT
ANTIF5)

AR

195

39

39
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[0664]

<400> 367
Leu Thr His Tyr Ala Arg Tyr Tyr Arg Tyr Phe Asp Val
1 5 10

210> 368
211> 51

<212> DNA
213> ATIF3

<2205
223> BRMEY)

<400> 368
ggtaagggta atactcataa gccttatggt tatgttegtt attttgatgt t 51

<210> 369
211> 17

<212> PRT
213> AIFF!

<220>
223> ARMEY)

<400> 369
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 370
<211> 51

<212> DNA
213> AIF5)

<220
223> ERIIEY

<400> 370
ggtaagggta atactcataa gccttatggt tatgttegtt attttgatgt t 51

210> 371
211> 17

<212> PRT
213> AIFF!

<220>
223> ARHMED

<400> 371

196
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[0665]

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

1
Val

210>
211>
212>
213>

<220>
223>

<400>

5 10 156

372

51

DNA
ANTF3Y

& REED

372

ggtaagggta atactcataa gecttatggt tatgttcgtt attttgatgt t

<2105
<21
212>
213>

<220>
223>

<400>

373

17

PRT
ANIFF5)

HRAEYD

373

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

1
Val

<210>
211>
212>
<2135

<220>
<223>

<400>

5 10 15

374

51

DNA
AIFFI

ERAED

374

ggtaagggta atactcataa gccttatggt tatgttcgtt attttgatgt t

210>
211>
212>
<213>

220>
<223>

<400>

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp

375

17

PRT
ANIFF5I
AR Y)

375

197

51

51
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195/204 7T

[0666]

1 5 10 15
Val

210> 376
211> 51
<212> DNA
213> ANIFF%)

<220>
223> BRMED

<400> 376
ggtaagggta atactcataa gccttatggt tatgttegtt attttgatgt t 51

<210> 377
Q211> 17
<212> PRT
213> AIFF3)

<220>
223> ERMHMEY

<400> 377

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 378
<211> 51
<212> DNA
213> ALFF5

<220>
223> ERRAIED

<400> 378
ggtaagggta atactcataa gccttatggt tatgttcgtt attttgatgt t 51

<210> 379
Q211> 17
<212> PRT
213> ALF%

<220>
223> ERED

<400> 379
Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

198



CN 101781368 B w R B

196/204 7T

[0667]

Val

210> 380
211> 51

(212> DNA
213> ATF3

<220>
223> ARMED

<400> 380
ggtaagggta atactcataa geccttatggt tatgttcgtt attttgatgt t 51

<210> 381
211> 17

<212> PRT
213> A3

220>
223> ARMHEY

<400> 381

Gly Lys Gly Asn Thr His Lys Pro Tyr Gly Tyr Val Arg Tyr Phe Asp
1 5 10 15

Val

<210> 382
<211> 45
<212> DNA
213> ATIF5

220>
223> ERAEYD

<400> 382
cttetttetc gtggttataa tggttattat cataagtitg atgtt 45

<210> 383
<211> 15

<212> PRT
213> ANIF%

<220
223> BRMEBY

<400> 383
Leu Leu Ser Arg Gly Tyr Asn Gly Tyr Tyr His Lys Phe Asp Val
1 5 10 15

199
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i

AA

et

197/204 7T

210>
211>
212>

<213>

220>
223>

<400>

384

24

DNA

AT )

B BN D

384

cagcagactt atgattatcc tcct

<210>
<2115
212>
213>

<220>
223>

<400>

385

8

PRT
ANIFF3

BRI

385

Gln Gln Thr Tyr Asp Tyr Pro Pro

1

<210>
211>
212>
213>

<220>
223>

<400>

5
386

24

DNA
ANTFF3
B RAEY)

386

cagcagactt atgattatcc tcet

210>
211>
212>
213>

<2202
223>

<400>

387

8

PRT
ANIFFI

&R Y)

387

Gln Gln Thr Tyr Asp Tyr Pro Pro

1

210>
211>
212>
213>

[0668]

5

388

24

DNA
AL

200

24

24
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198/204 1T

[0669]

<220>
223> EHRIED

<400> 388

cageagactt atgattateo toct

210> 389
211> 8

<212> PRT
213> ATFF)

<220>
223> BRHMED

<400> 389
Gln Gln Thr Tyr Asp Tyr Pro Pro
1 5

<210> 390
211> 24

<212> DNA
213> ATF%Y

<220>
223> BRIEEY

<400> 390
cagcagactt atgattatcc tcct

<210> 391
211> 8

<212> PRT
213> AIFF5

<220>
223> BRMEEY

<400> 391
Gln Gln Thr Tyr Asp Tyr Pro Pro
1 5

<210> 392
211> 24

<212> DNA
213> AT

<220>
223> BARMEY

<400> 392
cagcagactt atgattatcc tcct

201

24

24
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it BA

et

199/204 7T

<210>
AR
212>
2135

2200
223>

<400>

393

8

PRT
AT

B Y)

393

Gln Gln Thr Tyr Asp Tyr Pro Pro

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5
394
24

DNA
ATF3I

B RAIRY)

394

cagcagactt atgattatcc tcct

<210>
211>
<212>
<213>

<220>
<223>

<400>

395
8

PRT
ANIF3

ERAED

395

Gln Gln Thr Tyr Asp Tyr Pro Pro

1

<210>
<2115
<212>
<213>

<220>
<223>

<400>

5
396

24

DNA
ATLFFF)
BRAEY

396

cagcagactt ataattatcc tcct

<210>
211>
<212>
213>

[0670]

397
8

PRT
AIF3

202

24

24
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et

200/204 7T

[0671]

<220>
223> EHAEY

400> 397

Gln Gin Thr Tyr 4sn Tyr Pro Pro
i 5

<210> 398

211> 24

<212> DNA

213> AIF%

<220>
223> BHMEEY

<400> 398
cagcagattt attcttttcc tcat

<210> 399
<211> 8

<212> PRT
213> ATLFF

<220>
223> EHMEY)

<400> 399
Gln Gln Ile Tyr Ser Phe Pro His
1 5

<210> 400
211> 24

<212> DNA
213> NI

<220>
223> AREEY

<400> 400
cttcagcttt ataatattcc taat

<210> 401
<211> 8

<212> PRT
213> AIRFF)

<220>
223> BRHEY

<400> 401

203

24

24
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et

201/204 71

[0672]

Leu Gln Leu Tyr Asn Ile Pro Asn
1 5

210> 402
VA I

©212>  DANA
213> AT

<220>
223> EHMEY

<400> 402
cagcagattt attcttttcc tcat

<210> 403
<211> 8

<212> PRT
213> AIRF5

<220>
223> BHHEY

<400> 403
Gln Gln Ile Tyr Ser Phe Pro His
1 5

<210> 404
211> 24
<212> DNA
213> ANTIF%

<220>
223> ARIHEY

<400> 404
cttcagcttt ataatattcc taat

<210> 405
211> 8

<212> PRT
213> NI

220>
223> BRMEY

<400> 405

Leu Gln Leu Tyr Asn Ile Pro Asn
1 5

<210> 406

<211> 24

204

24

24
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et

202/204 7T

[0673]

<212> DNA
Q213> ANTFF

3y Bk EY)

400> 406
cagcagattt attcttttec tcat

210> 407
211> 8

<212> PRT
213> A3

220>
223> ERMEED

<400> 407
Gln Gln Ile Tyr Ser Phe Pro His
1 5

<210> 408
211> 24

<212> DNA
213> ALFF

<220>
223> SRR

<400> 408
cagcagattt attcttttce tcat

<210> 409
211> 8

<212> PRT
213> A3

<220>
223> BB

<400> 409
Leu Gln Ile Tyr Asn Met Pro Ile
1 5

<210> 410
211> 24

<212> DNA
213> A3

<220>
223> BHNAEY

205

24

24
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203/204 7T

[0674]

<400> 410
cttcagecttt ataatattcc taat

210> 411
2il> 8

212> PRT
213> AT
220>

223> BRMEY

<400> 411
Leu Gln Leu Tyr Asn Ile Pro Asn
1 5

<210> 412
211> 24
<212> DNA
213> ANIF%

<220>
223> BRHED

<400> 412
cagcagcttt cttcttatce tecct

<210> 413
211> 8

<212> PRT
213> AILFF%

<220>
<223> BRMEY

<400> 413
Gln Gln Leu Ser Ser Tyr Pro Pro
1 5

210> 414
211> 52

<212> PRT
213> AILF%

<220>
223> BRMED

<400> 414
Ile Ser Glu Val Lys Met Asp Ala Glu Phe Arg His Asp Ser Gly Tyr
1 5 10 15

Glu Val His His Gln Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser

206

24

24



CN 101781368 B OB B 204/204 T

20 25 30
Asn Lys Gly Ala Ile Ile Gly Leu Met Val Gly Gly Val Val Ile Ala
35 40 45
Thr Val Ile Val

50

207
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lacZ’(21 bp)
SD
lacmRNA £4&
lac o R F Xbd (2)
-10 X1k
35 Xif ompA
CRP {ruﬁ EcoRV (88)
cat B#HF B~ Vk3
D "5“ Bbd (336)

CM(R)(657 bp) 5!.},, Mscl (384)

cat “4itF AN BsiWI (410)
B"'":;" DMorph18 Fab VH3k3 @3 \'\\ c:mlim)ms )
4151 bp ; l\

g '-" Sphi (741)
ColEl hoA :

RE Xapl (803)

4 / \ ffel (827)

WVH3
Nhel (2490) Pmil (1034)
flEm BssHII (1107)

T-5A Sty (1153)

Blpl (1177)
Sall (1183)
CH1(306 bp)

EcoRlI (1487)

CTglli(471 bp)
tz 314
Hind11I (1968)
pp #1LF
lacz” SD ompA
Xbal

- - oo o

M K K T A I A I A V.
1 TCTAGATAAC GAGGGCAAAA AATGAAAAAG ACAGCTATCG CGATTGCAGT

AGATCTATTG CTCCCGTTTT TTACTTTTTC TCTCGATAGC GCTAACGTCA
Vk3

B ot et 1t g 8 e e s b B o b g b Bt Bar p g e Wb B e n A B Pt Pt 2

oy -

A L A G FAT VAQ ADI VL T Q"
51 GGCACTGGCT GGTTTCGCTA CCGTAGCGCA GGCCGATATC GTGCTGACCC

K 2

213
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101

151

201

251

301

351

401

451

501

551

CCGTGACCGA CCAAAGCGAT GGCATCGCGT CCGGCTATAG CACGACTGGG
Vk3

- S PA TLS L S PG ERA A TTL S

AGAGCCCGGC GACCCTGAGC CTGTCTCCGG GCGAACGTGC GACCCTGAGC

TCTCGGGCCG CTGGGACTCG GACAGAGGCC CGCTTGCACG CTGGGACTCG
Vk3

CRAS Q SV 888 YL AW Y Q@

TGCAGAGCGA GCCAGAGCGT GAGCAGCAGC TATCTGGCG™ GGTACCAGCA

ACGTCTCGCT CGGTCTCGCA CTCGTCGTCG ATAGACCGCA CCATGGTCGT
Vk3

- s et b P s ot Pt ot Pt 0 7 a0

- K P @ Q A P R L L I Y G A S §S R A

GAAACCAGGT CAAGCACCGC GTCTATTAAT TTATGGCGCG AGCAGCCGTG

CTTTGGTCCA GTTCGTGGCG CAGATAATTA AATACCGCGC TCGTCGGCAC
Vk3

- T GV P A R F 8 G s G S G T D F

CAACTGGGGT CCCGGCGCGT TTTAGCGGCT CTGGATCCGG CACGGATTTT

GTTGACCCCA GGGCCGCGCA AAATCGCCGA GACCTAGGCC GTGCCTAAAA
Vk3

ot et s > e ot s e Gt o e e s God G e ot b s g et e ot ot Mk ot ot Pt ot b P s s o o P8 P8 b Pt B g o o B P o

- v - > o -

T L T I S § L E P E D F A V Y Y C
ACCCTGACCA TTAGCAGCCT GGAACCTGAA GACTTTGCGG TGTATTATTG
TGGGACTGGT AATCGTCGGA CCTTGGACTT CTGAAACGCC ACATAATAAC

Vk3

cQ Q H Y T T P P T F G Q G T K vV E

CCAGCAGCAT TATACCACCC CGCCGACCTT TGGCCAGGGT ACGAAAGTTG
GGTCGTCGTA ATATGGTGGG GCGGCTGGAA ACCGGTCCCA TGCTTTCAAC
CL x

« I K R T V A A P S V F I F P P S
AAATTAAACG TACGGTGGCT GCTCCGAGCG TGTTTATTTT TCCGCCGAGC
TTTAATTTGC ATGCCACCGA CGAGGCTCGC ACAAATAAAAR AGGCGGCTCG
CL K
D E Q L K 8§ G T A S vV Vv ¢ L L N N
GATGAACAAC TGAAAAGCGG CACGGCGAGC GTGGTGTGCC TGCTGAACAA
CTACTTGTTG ACTTTTCGCC GTGCCGCTCG CACCACACGG ACGACTTGTT
CL K

B 0t 20 s B e 0 g g Bp 0 0 o 0 g e Pt ot By g 0 B2 P P B b o0 NP PP P g P b o s ot Pt ) ot o s ey b s e e s s mn 2

- F. Y P R.E A K vV Q W K v D N A L Q

CTTTTATCCG CGTGAAGCGA AAGTTCAGTG GAAAGTAGAC AACGCGCTGC

GAAAATAGGC GCACTTCGCT TTCAAGTCAC CTTTCATCTG TTGCGCGACG
CL K

8§ G N S Q E s VvV T E Q D S K D s

ARAGCGGCAA CAGCCAGGAA AGCGTGACCG AACAGGATAG CAAAGATAGC

TTTCGCCGTT GTCGGTCCTT TCGCACTGGC TTGTCCTATC GTTTCTATCG
CL K
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601

651

701

751

801

851

901

951

1001

1051

T Y S L S § T L T L
ACCTATTCTC TGAGCAGCAC CCTGACCCTG
TGGATAAGAG ACTCGTCGTG GGACTGGGAC

CL Kk

-H K V Y A C E vV T H

ACATAAAGTG TATGCGTGCG_AAGTGACCCA

TGTATTTCAC ATACGCACGC TTCACTGGGT
CL g

- T K S8 F N R G E A
TGACTARATC TTTTAATCGT GGCGAGGCCT
ACTGATTTAG AAAATTAGCA CCGCTCCGGA

S K A D Y E K
AGCAAAGCGG ATTATGARAA
TCGTTTCGCC TAATACTTTT

Q G L
TCAAGGTCTG AGCAGCCCGG
AGTTCCAGAC TCGTCGGGCC

> g o

GATARGCATG CGTAGGAGAA
CTATTCGTAC GCATCCTCTT

s 8 P V-

phoA

M K Q 8§ T I A L A L L P L L F
AATAAAATGA AACABRAGCAC TATTGCACTG GCACTCTTAC CGTTGCTCIT
TTATTTTACT TTCTTTCGTG ATAACGTGAC CGTGAGAATG GCAACGAGAA

- VH3

- e -t b o ot o o s et ot e g = P 0 g e P Pt P P St B Pt P8 o 0 o P

-T PV T K A Q vV Q L v E § G 6 G L

CACCCCTGTT ACCAARGCCG AAGTGCAATT GGTGGARAGC GGCGGCGGCC

GTGGGGACAA TGGTTTCGGC TTCACGTTAA CCACCTTTCG CCGCCGCCGG
VH3

-V Q P G G § L R L 8 C A A s G F

TGGTGCAACC GGGCGGCAGC CTGCGTCTGA GCTGCGCGGC CTCCGGATTT

ACCACGTTGG CCCGCCGTCG GACGCAGACT CGACGCGCCG GAGGCCTAAA
VH3

T F S S Y A M S W V R Q A P G K G

ACCTTTAGCA GCTATGCGAT GAGCTGGGTG CGCCAAGCCC CTGGGAAGGG

TGGABATCGT CGATACGCTA CTCGACCCAC GCGGTTCGGG GACCCTTCCC
VH3 :

L E W vV s A I S G s G G S

TCTCGAGTGG GTGAGCGCGA TTAGCGGTAG CGGCGGCAGC ACCTATTATG

AGAGCTCACC CACTCGCGCT AATCGCCATC GCCGCCGTCG TGGATAATAC
VH3

- -~

D 8 V K G R F T I S R D N S K N
CGGATAGCGT GARAGGCCGT TTTACCATTT CACGTGATAA TTCGAAAAAC
GCCTATCGCA CTTTCCGGCA AAATGGTAAAR GTGCACTATT AAGCTTITTG

VH3

~~~~~~~~~~~ ", o g s 0, 0 oy g 8 g P 0 T4 A o e 0 0 3y 0 B p Y NP N T O St g g Fw 0 @ of o

T L YL Q M N S LR AETDT AV Y
ACCCTGTATC TGCAAATGAA CAGCCTGCGT GCGGAAGATA CGGCCGTGTA
TGGGACATAG ACGTTTACTT GTCGGACGCA CGCCTTCTAT GCCGGCACAT

VH3

- -~ g~ Bt P - Pt = gt g PP 8 D G P Pt g et s P Pl it s 8 D g g Pt 8 g e N Ot b P 0 o Mt ot B Bt

BgsHII

T Y Y A -



CN 101781368 B W BB B M 9/41 ¥

.Y CA RWOGG DGPF Y AM DY W G-
1101 TTATTGCGCG CGTTGGGGCG GCGATGGCTT TTATGCGATG GATTATTGGG
AATAACGCGC GCAACCCCGC CGCTACCGAA AATACGCTAC CTAATAACCC
CH1

VH3

- Q 6 T L VvV T vV 8 8§ A 5§ T K G P S
1151 GCCAAGGCAC CCTGGTGACG GTTAGCTCAG CGTCGACCAA AGGTCCAAGC
CGGTTCCGTG GGACCACTGC CAATCGAGTC GCAGCTGGTT TCCAGGTICG
CH1
vV F P L A P -8 S K s T 8 G G T A A
1201 GTGTTTCCGC TGGCTCCGAG CAGCAAAAGC ACCAGCGGCGE GCACGGCTGC
CACAAAGGCG ACCGAGGCTC GTCGTTTTCG TGGTCGCCGC CGTGCCGACG
CH1
-+ L G C L VvV K D Y F P.E P V T VvV 8 W -
1251 CCTGGGCTGC CTGGTTARAG ATTATTTCCC GGAACCAGTC ACCGTGAGCT
GGACCCGACG GACCAATTTC TAATAAAGGG CCTTGGTCAG TGGCACTCGA
CH1 :
-+ N § G A L T S G'V H T F P A V L
1301 GGAACAGCGG GGCGCTGACC AGCGGCGTGC ATACCTTTCC GGCGGTGCTG
CCTTGTCGCC CCGCGACTGG TCGCCGCACG TATGGAARGG CCGCCACGAC
CH1
Q 8§ S G L Y s L 8 § vV v T V P § s -
1351 CAAAGCAGCG GCCTGTATAG CCTGAGCAGC GTTGTGACCG TGCCGAGCAG
GTTTCGTCGC CGGACATATC GGACTCGTCG CAACACTGGC ACGGCTCGTC
CH1
8 L G T Q T Y I ¢CN V N H K P 8§ N -
1401 CAGCTTAGGC ACTCAGACCT ATATTTGCAA CGTGAACCAT AAACCGAGCA
GTCGAATCCG TGAGTCTGGA TATAAACGTT GCACTTGGTA TTTGGCTCGT
CH1 CTgIII

> > o s B U Tt ot P S B S P T s b Sk g D P o Bt ot g NS o Ot i gy B PR

o~ o o

T X V D K X V E P K 8 EF G G G
1451 ACACCAAAGT GGATAARAAAA GTGGAACCGA AAAGCGAATT CGGGGGAGGG
TGTGGTTTCA CCTATTTTTT CACCTTGGCT TTTCGCTTAA GCCCCCTCCC

CTgIIll

S§ G § G D F D Y E K M A NA N K G-
1501 AGCGGGAGCG GTGATTTTGA TTATGAAAAG ATGGCAAACG CTAATAAGGG
TCGCCCTCGC CACTAARACT AATACTTTTC TACCGTTTGC GATTATTCCC
CTgIII
.:.A M. T..B..N.,A,..D.. B _N. A..L Q.8..P.A X _G.
1551 GGCTATGACC GAAAATGCCG ATGAAAACGC GCTACAGTCT GACGCTAAAG
CCGATACTGG CTTTTACGGC TACTTTTGCG CGATGTCAGA CTGCGATTTC
CTgIIl

-+ K L D S V A T D Y G A A I D G F
1601 GCAAACTTGA TTCTGTCGCT ACTGATTACG GTGCTGCTAT CGATGGTTTC

Kl 2 &

216
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1651

1701

1751

1801

1851

1901

1951

2001

2051

2101

2151

2201

CGTTTGAACT AAGACAGCGA TGACTAATGC CACGACGATA GCTACCAAAG
- CTgIII

I 6 DV $S 6L A NG NGAT G DF

ATTGGTGACG TTTCCGGCCT TGCTAATGGT AATGGTGCTA CTGGTGATTT

TAACCACTGC AAAGGCCGGA ACGATTACCA TTACCACGAT GACCACTAAA
. CTgIII

«A G S8 N S QM A Q V G D G D N s P

TGCTGGCTCT AATTCCCAAA TGGCTCAAGT CGGTGACGGT GATAATTCAC

ACGACCGAGA TTAAGGGTTT ACCGAGTTCA GCCACTGCCA CTATTAAGTG

CTgIII :

. L M N NFR QYLP SOL P QS V

CTTTAATGAA TAATTTCCGT CAATATTTAC CTTCCCTCCC TCAATCGGTT

GARATTACTT ATTAAAGGCA GTTATAAATG GAAGGGAGGG AGTTAGCCAA
CTGIII

E CR?P F VF 6 A G K PYE P 8 I
GAATGTCGCC CTTTTGTCTT TGGCGCTGGT AAACCATATG AATTTTCTAT
CTTACAGCGG GAAAACAGAA ACCGCGACCA TTTGGTATAC TTAAAAGATA

: CTgIII -

.D ¢ D K I NL FRG VFA FF L L Y
TGATTGTCAC AAAATAAACT TATTCCGTGG TGTCTTTGCG TTTCTTTITAT
ACTAACACTG TTTTATTTGA ATAAGGCACC ACAGAAACGC AAAGAAAATA

CTgITI

. vaAaT FMY VF ST F AN I LR
ATGTTGCCAC CTTTATGTAT GTATTTTCTA CGTTTGCTAA CATACTGCGT
TACAACGGTG GAAATACATA CATAAAAGAT GCAAACGATT GTATGACGCA

CTgIII

[~ 4 1pp 21

HindIII

s - -

"N K E S
AATAAGGAGT CTTGATAAGC TTGACCTGTG AAGTGAAAAA TGGCGCAGAT

TTATTCCTCA GAACTATTCG AACTGGACAC TTCACTTTTT ACCGCGTCTA
lpp terminator

s o o 0 0 g o g 0

TGTGCGACAT TTTTTTTGTC TGCCGTTTAA TGAAATTGTA AACGTTAATA
ACACGCTGTA AAAAMAACAG ACGGCAAATT ACTTTAACAT TTGCAATTAT

f1ig 5
TTTTGTTAAA ATTCGCGTTA AATTTTTGTT AAATCAGCTC ATTTTTTAAC
AAAACAATTT TAAGCGCAAT TTAAAAACAAR TTTAGTCGAG TAAAABRATTG

CAATAGGCCG ARATCGGCAA AATCCCTTAT AAATCAAAARG AATAGACCGA
GTTATCCGGC TTTAGCCGTT TTAGGGAATA TTTAGTTTTC TTATCTIGGCT

v e S o p 0 . S T 0 P i P Bt Pk b M Nt b ot o ol Ak 3 o 2k Bk s e et ok o U Pl ok Ml O Pt T Ok Pt b 0 P g 8 g

£1 ¥ _
GATAGGGTTG -AGTGTTGTTC CAGTTTGGAA CAAGAGTCCA CTATTAAAGA
CTATCCCAAC TCACAACAAG GTCAAACCTT GTTCTCAGGT GATAATTICT

ACGTGGACTC CAACGTCAAA GGGCGAAARAA CCGTCTATCA GGGCGATGGC
TGCACCTGAG GTTGCAGTTT CCCGCTTTTT GGCAGATAGT CCCGCTACCG

s b e o e e e e g B et ot T o0 P o0 d ot M e et P8 b Pt 0
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2251

2301

2351

2401

2451

2501

2551

2601

2651

2701

2751

2801

£1 28
T->A
CCACTACGAG AACCATCACC CTAATCAAGT TTTTTGGGGT CGAGGTGCCG
GGTGATGCTC TTGGTAGTGG GATTAGTTCA AAAAACCCCA GCTCCACGGC

£f1 25 )
TAAAGCACTA AATCGGAACC CTAAAGGGAG CCCCCGATTT AGAGCTTGAC
ATTTCGTGAT TTAGCCTTGG GATTTCCCTC GGGGGCTARA TCTCGAACTG
, £1 ¥TeS
GGGGAAAGCC GGCGAACGTG GCGAGAAAGG AAGGGAAGAA AGCGAAAGGA
CCCCTTTCGG CCGCTTGCAC CGCTCTTTCC TTCCCTTCTT TCGCTTTCCT

£f1 R
GCGGGCGCTA GGGCGCTGGC AAGTGTAGCG GTCACGCTGC GCGTAACCAC
CGCCCGCGAT CCCGCGACCG TTCACATCGC CAGTGCGACG CGCATTGGTG

-t et s o et et et ok B Bt e T B g et B Mt et B ot B B et et o ot B Al Boh b S Pt e P Sk ol B B e ek i 0 M ot P Mt 0

£1 f2

e

CACACCCGCC GCGCTTAATG CGCCGCTACA GGGCGCGTGC TAGCCATGTG
GTGTGGGCGG CGCGAATTAC GCGGCGATGT CCCGCGCACG ATCGGTACAC

Bt o e P ot ot Pt e A B B Bt s s s e s o g et o S B Pt g et o o Bt o P ot ot Bt o s et ~—

f1 &R ColEI
AGCAAAAGGC CAGCAAAAGG CCAGGAACCG TAAAAAGGCC GCGTTGCTGG
TCGTTTTCCG GTCGTTTTCC GGTCCTTGGC ATTTTTCCGG CGCAACGACC

ORI

-~

CGTTTTTCCA TAGGCTCCGC CCCCCTGACG AGCATCACAA AAATCGACGC

GCAAAAAGGT ATCCGAGGCG GGGGGACTGC TCGTAGTGTT TTTAGCTGCG
ColEI

TCAAGTCAGA GGTGGCGAAA CCCGACAGGA CTATAAAGAT ACCAGGCGTT

AGTTCAGTCT CCACCGCTTT GGGCTGTCCT GATATTTCTA TGGTCCGCAA

ColEI
TCCCCCTGGA AGCTCCCTCG TGCGCTCTCC TGTTCCGACC CTGCCGCTTA

-AGGGGGACCT TCGAGGGAGC ACGCGAGAGG ACAAGGCTGG GACGGCGAAT

CCGGATACCT GTCCGCCTTT CTCCCTTCGG GAAGCGTGGC GCTTTCTCAT
GGCCTATGGA CAGGCGGAAA GAGGGAAGCC CTTCGCACCG CGAAAGAGTA

e 0 o oy et o P P e B et ot ot g S ot ot Wt g ot 0 P B b o0 s et By My s g B 8 Pt D Pt o2 St g g ot s ot D nd P8 g

[
L

AGCTCACGCT GTAGGTATCT CAGTTCGGTG TAGGTCGTTC GCTCCAAGCT
TCGAGTGCGA CATCCATAGA GTCAAGCCAC ATCCAGCAAG CGAGGTITCGA

GGGCTGTGTG CACGAACCCC CCGTTCAGTC CGACCGCTGC GCCTTATCCG
CCCGACACAC GTGCTTGGGG GGCAAGTCAG GCTGGCGACG CGGAATAGGC

- ot o Oy e g o 2 s Tt o P2 0 P b Pt ot ottt ot ot et Bt 0 et ot P S B d P 0 2 b Sk P 0 St gt et g e Pt i ot o8t 8 PG 0t
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2851

2901

2951

3001

3051

3101

3151

3201

3251

3301

3351

3401

3451

GTAACTATCG TCTTGAGTCC AACCCGGTAA GACACGACTT ATCGCCACTG
CATTGATAGC AGAACTCAGG TTGGGCCATT CTGTGCTGAA TAGCGGTGAC

ColEI
GCAGCAGCCA CTGGTAACAG GATTAGCAGA GCGAGGTATG TAGGCGGTGC
CGTCGTCGGT GACCATTGTC CTAATCGTCT CGCTCCATAC ATCCGCCACG

- o B St g oy 0 B b st e P S P Bt P 0 ot Pl P PP B ot B e B Bl P B e Al Pt T O T e Gl St S T Bt d P B 2 Pt e g et P 0

ColEI .
XK=

TACAGAGTTC TTGAAGTGGT GGCCTAACTA CGGCTACACT AGAAGAACAG

ATGTCTCAAG AACTTCACCA CCGGATTGAT GCCGATGTGA TCTTCTTIGTC

TATTTGGTAT CTGCGCTCTG CTGTAGCCAG TTACCTTCGG AAAAAGAGTT

ATAAACCATA GACGCGAGAC GACATCGGTC AATGGAAGCC TTTTTCTCAA
ColEI

GGTAGCTCTT GATCCGGCAA ACAMACCACC GCTGGTAGCG GTGGTTTTTT

CCATCGAGAA CTAGGCCGTT TGTTTGGTGG CGACCATCGC CACCAAAAAA
‘ ColEI

TGTTTGCAAG CAGCAGATTA CGCGCAGAAA AAAARGGATCT CAAGAAGATC

ACAAACGTTC GTCGTCTAAT GCGCGTCTTT TTTTCCTAGA GTTCTTCTAG
ColEI

CTTTGATCTT TTCTACGGGGE TCTGACGCTC AGTGGAACGA ARACTCACGT

GAAACTAGAA AAGATGCCCC AGACTGCGAG TCACCTTGCT TTTGAGTGCA

TAAGGGATTT TGGTCAGATC TAGCACCAGG CGTTTAAGGG CACCAATAAC
ATTCCCTAAA ACCAGTCTAG ATCGTGGTCC GCAAATTCCC GTGGTTATTG
ColEI

cat #FF

P R

TGCCTTAAAA AAATTACGCC CCGCCCTGCC ACTCATCGCA GTACTGTTGT

ACGGAATTTT TTTAATGCGG GGCGGGACGG TGAGTAGCGT CATGACAACA
CM(R)

AATTCATTAA GCATTCTGCC GACATGGARG CCATCACAAA CGGCATGATG

TTAAGTAATT CGTAAGACGG CTGTACCTTC GGTAGTGTTT GCCGTACTAC

o o o o 0 e P S g a0 s et P B Bop Pt 2 b et g P B o AP N B Pt B P P Pt Pl B B Bd B P PP D PP N N B P2 Pt st D S P

CM(R)
AACCTGAATC GCCAGCGGCA TCAGCACCTT GTCGCCTTGC GTATRATATT
TTGGACTTAG CGGTCGCCGT AGTCGTGGAA CAGCGGAACG CATATTATAA
CM(R)
TGCCCATAGT GAAAACGGGEG. GCGAAGAAGT TGTCCATATT GGCTACGTTT
ACGGGTATCA CTTTTGCCCC CGCTTCTTCA ACAGGTATAA CCGATGCAAA
CM(R)
AAATCAAAAC TGGTGAAACT CACCCAGGGA TTGGCTGAGA CGAAAAACAT
TTTAGTTTTG ACCACTTTGA GTGGGTCCCT AACCGACTCT GCTTTTTIGTA
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3501

3551

3601

3651

3701

3751

- 3801

3851

3901

3951

4001

4051

.-4101

CM(R)

ATTCTCAATA AACCCTTTAG GGAAATAGGC CAGGTTTTCA CCGTAACACG
TAAGAGTTAT TTGGGAAATC CCTTTATCCG GTCCAAAAGT GGCATTGTGC

B L L N Y e dededediad el il et edaddeteiadedadededetiaiadadutnded

CM(R)

CCACATCTTG CGAATATATG TGTAGAAACT GCCGGAAATC GTCGTGGTAT
‘GGTGTAGAAC GCTTATATAC ACATCTTTGA CGGCCTTTAG CAGCACCATA

. 0 A e A e 2 B B P B e g P Pt Ot B e B B s Py B e g g A ) R e S B e Py P P s ot B s A B 0 B o

TCACTCCAGA
AGTGAGGTCT

GCGATGAAAA
CGCTACTTTT

CM(R)
CGTTTCAGTT
GCAAAGTCAA

TGCTCATGGA
ACGAGTACCT

AAACGGTGTA
TTTGCCACAT

- o~ A - > P 2 " B s oy S s g Ot P Sk ot 4 8 ek Ol g Ty g Pl o s e S O B G P P Pt O et S ot P8 By g 0 b P

ACAAGGGTGA
TGTTCCCACT

ACACTATCCC
TGTGATAGGG

CM(R)
ATATCACCAG
TATAGTGGTC

CTCACCGTCT
GAGTGGCAGA

TTCATTGCCA
AAGTAACGGT

S R R S L e e e LT T S

TACGGAACTC
ATGCCTTGAG

CGGGTGAGCA
GCCCACTCGT

CM (R)
TTCATCAGGC
AAGTAGTCCG

GGGCAAGAAT
CCCGTTCTTA

GTGAATARAG
CACTTATTTC

e o s g e 2t e A ot et o o Pk o g i P P Pt Pt P PP o o kBt o i g S o ok My e o e e Bt ot st By Pt e e g et D

GCCGGATARA
CGGCCTATTT

ACTTGTGCTT
TGAACACGAA

CM(R)
ATTTTTCTTT
TAAAAAGAAA

ACGGTCTTTA
TGCCAGAAAT

AARAGGCCGT
TTTTCCGGCA

b s s ot e g T 0t b T P M Sk ot P o B o Ak M e Bt s e s e el o ot S b Pt e et Mk P S P Pt

AATATCCAGC
TTATAGGTCG

TGAACGGTCT
ACTTGCCAGA

CM(R)
GGTTATAGGT
CCAATATCCA

ACATTGAGCA
TGTRACTCGT

ACTGACTGAA
TGACTGACTT

- o ot et o St P B e B e ottt B P P ek ot ot et B g e Bh P s 1o ot Pt P ek S A O B Pk o Wb b 8 g, B

ATGCCTCAAA
TACGGAGTTT

ATGTTCTTTA
TACAAGAAAT

CM(R)
CGATGCCATT
GCTACGGTAA

GGGATATATC
CCCTATATAG

AACGGTGGTA
TTGCCACCAT

o~ > e . ot T Pt e P O P P P o 8 ey g T Pt o P b ot o e a8 Py ol T P o P O o Bk B o g o D o o o o s 8 S g e e

TATCCAGTGA
ATAGGTCACT

TTTTTTTCTC
AAAAMAANGAG

CGATAACTCA AAAAATACGC

GCTATTGAGT

TTTTTATGCG

CM(R)
CATTTTAGCT
GTARAATCGA

CCGGTAGTGA
GGCCATCACT

TCCTTAGCTC
AGGAATCGAG

~ -

TCTTATTTCA
AGAATAAAGT

CTGAAAATCT
GACTTTTAGA

TTATGGTGAA
AATACCACTT

s e b S St g P Bt P B P a8 P 0 o a0 ot Pt S et ot B B S Py 0 AP PP D P 0 Bt ek M B D Bt Y Pt > T 8 P 0 8 T g

cat @m#HF

w0t g ot Pt oot g o0

AGTTGGAACC TCACCCGACG TCTAATGTGA GTTAGCTCAC
TCAACCTTGG AGTGGGCTGC AGATTACACT CAATCGAGTG

CCCCAGGCTT TACACTTTAT GCTTCCGGCT CGTATGTTGT GTGGAATTGT
GGGGTCCGAA ATGTGAAATA CGAAGGCCGA GCATACAACA CACCTTAACA

lac BUF

P e L L

GAGCGGATAA CAATTTCACA CAGGAAACAG CTATGACCAT GATTACGAAT

~ s

SD

~ -~

Kl 2 &

220

-10 Xi#

0 s 2t a2

TCATTAGGCA
AGTAATCCGT

lac mRNA

- o -

lacz”

- - s oy oy 20 s 2y 28 0 T2 0 0 0
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CTCGCCTATT GTTAAAGTGT GTCCTTTGTC GATACTGGTA CTAATGCTTA
lacz”

-

4151 T
A

[l 2 &

221
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Seq i
Xbal (4835) |
M13 B354 ‘ EcoRV (1)
(100.0%) SD SexAl (37)
- MRNA LAC SEQ | Acc5| (105)
RINF i '
LacH#F | "1 (109)
/_ 'mal (119)

/[ JjAval (119)
//[meaI (121)

Bsu36l (166)
! Banti | (191)
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cat ; ——BpuAl (249)
-35 ‘Bsu36} (282)
10" “Msc| (325)
RNAI ™ .. Dra Ill (345)
-10 \-\.- \CL
. .38 1 A
B PMORPH®x9_Fab
T->A
ColElExtz2 ~

5020 bp
)
i I

Apall (3591) .--

"HES
-35
lag}
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Apalll (2864)
. lacl
K 3

222

. Stul (636)
\".. Sphl (648)

- SD
\\ PRB 2

BspEl (801)
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‘ val (867)
3. ‘ ‘IX{spV (954)
Vi kST (954)
.... , \ ‘ ‘l“ '\‘ \\ 58I (954)
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L e
R 1i11Cart (1085)
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o et
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51

101

151

201

251

301

351

401

451

501

551

EcoRV

~

ATCGTGCTGA
TAGCACGACT

GACCATCTCG
CTGGTAGAGC

o s o

T - ot s 2 o

GCTGGTACCA
CGACCATGGT

AACAACCAGC
TTGTTGGTCG

CGGCACCAGC
GCCGTGGTCG

CGGATTATTA
GCCTAATAAT

GGCACGAAGT
CCGTGCTTCA

CGCTGTTTCC
GCGACAAAGG

GTGTGCCTGA
CACACGGACT

GGCAGATAGC
CCGTCTATCG

AACAAAGCAA
TTGTTTCGTT

GAGCAGTGGA
CTCGTCACCT

— o ot s ot ot ot

CCCAGCCGCC TTCAGTGAGT GGCGCACCAG GTCAGCGTGT
GGGTCGGCGG AAGTCACTCA CCGCGTGGTC CAGTCGCACA

TGTAGCGGCA GCAGCAGCAA CATTG@CAGC AACTATGTGA
ACATCGCCGT CGTCGTCGTT GTAACCGTCG TTGATACACT

- -~~~

—~ o~ . ns ot ot

P L

GGGACGGCGC CGAAACTGCT GATTTATGAT
CCCTGCCGCG GCTTTGACGA CTAAATACTA

CGTCAACGGG

Bsu36l

R

GTCCCTCAGG
CAGGGAGTCC

GCGAGCCTTG
CGCTCGGARAC

TTGCCAGAGC
AACGGTCTCG

TTAACCGTTC
AATTGGCAAG

GCCGAGCAGC
CGGCTCGTCG

TTAGCGACTT
AATCGCTGAA

AGCCCCGTCA
TCGGGGCAGT

CAACAAGTAC
GTTGTTCATG

AGTCCCACAG
TCAGGGTGTC

- o o~

CGTGCCGGAT CGTITTTAGCG GATCCAAAAG
GCACGGCCTA GCAAAATCGC CTAGGTTTTC

T e d

CGATTACGGG CCTGCAAAGC GAAGACGAAG
GCTAATGCCC GGACGTTTCG CTTCTGCTTC

Bsu36l

~ -~

TATGACATGC
ATACTGTACG

- >

TTGGCCAGCC
AACCGGTCGG

GAAGAATTGC
CTTCTTAACG

TTATCCGGGA
AATAGGCCCT

AGGCGGGAGT
TCCGCCCTCA

GCGGCCAGCA
CGCCGGTCGT

AAGCTACAGC
TTCGATGTCG

K 3 4

223

~ v o o

CTCAGGCTGT
GAGTCCGACA

~ o~

GARAGCCGCA
CTTTCGGCGT

AGGCGRACAA
TCCGCTTGTT

GCCGTGACAG
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GGAGACCACC
CCTCTGGTGG

GCTATCTGAG
CGATAGACTC

TGCCAGGTCA
ACGGTCCAGT

GTTTGGCGGC
CAAACCGCCG
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CCGAGTGTGA
GGCTCACACT

AGCGACCCTG
TCGCTGGGAC

TGGCCTGGAA
ACCGGACCTT

ACACCCTCCA
TGTGGGAGGT

CCTGACGCCT
GGACTGCGGA

CGCATGAGGG
GCGTACTCCC
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Stul Sphl
601 GAGCACCGTG GAAAAAACCG TTGCGCCGAC TGAGGCCTGA TAAGCATGCG
CTCGTGGCAC CTTTTTTGGC AACGCGGCTG ACTCCGGACT ATTCGTACGC
651 TAGGAGAAAA TAAAATGAAA CAAAGCACTA TTGCACTGGC ACTCTTACCG
ATCCTCTTTT ATTTTACTTT GTTTCGTGAT AACGTGACCG TGAGAATGGC
Mfel
701 TTGCTCTTCA CCCCTGTTAC CAAAGCCCAG GTGCAATTGA AAGAAAGCGG
AACGAGAAGT GGGGACAATG GTTTCGGGTC CACGTTAACT TTCTTTCGCC
BspETI
751 CCCGGCCCTG GTGAAACCGA CCCAAACCCT GACCCTGACC TGTACCTTTT
GGGCCGGGAC CACTTTGGCT GGGTTTGGGA CTGGGACTGG ACATGGAAAA
BspEI
801 CCGGATTTAG CCTGTCCACG TCTGGCGTTG GCGTGGGCTG GATTCGCCAG
GGCCTAAATC GGACAGGTGC AGACCGCAAC CGCACCCGAC CTAAGCGGTC
Xhol
Aval
851 CCGCCTGGGA AAGCCCTCGA GTGGCTGGCT CTGATTGATT GGGATGATGA
GGCGGACCCT TTCGGGAGCT CACCGACCGA GACTAACTAA CCCTACTACT
901 ~ TAAGTATTAT AGCACCAGCC TGAAAACGCG TCTGACCATT AGCAAAGATA
ATTCATAATA TCGTGGTCGG ACTTTTGCGC AGACTGGTAA TCGTTTCTAT
BstBI
Sful
NspV
951 CTTCGAAAAAR TCAGGTGGTG CTGACTATGA CCAACATGGA CCCGGTGGAT
GAAGCTTTTT AGTCCACCAC GACTGATACT GGTTGTACCT GGGCCACCTA
BssHII
1001 ACGGCCACCT. ATTATTGCGC. . GCGTTCTCCT CGTTATCGTG. GTGCTTTTGA . .
TGCCGGTGGA TAATAACGCG CGCAAGAGGA GCAATAGCAC CACGAAAACT -
BlpI
Styl CellI
1051 TTATTGGGGC CAAGGCCACCC TGGTGACGGT TAGCTCAGCG TCGACCAAAG
AATAACCCCG GTTCCGTGGG ACCACTGCCA ATCGAGTCGC AGCTGGTTTC
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1101 GTCCAAGCGT GTTTCCGCTG GCTCCGAGCA GCAAAAGCAC CAGCGGCGGC
CAGGTTCGCA CAAAGGCGAC CGAGGCTCGT CGTTTTCGTG GTCGCCGCCE

1151 ACGGCTGCCC TGGGCTGCCT GGTTAAAGAT TATTTCCCGG AACCAGTCAC
TGCCGACGGG ACCCGACGGA CCAATTTCTA ATARAGGGCC TTGGTCAGTG

1201 CGTGAGCTGG AACAGCGGGG CGCTGACCAG CGGCGTGCAT ACCTTTCCGG
GCACTCGACC TTGTCGCCCC GCGACTGGTC GCCGCACGTA TGGAAAGGCC

1251 CGGTGCTGCA AAGCAGCGGC CTGTATAGCC TGAGCAGCGT TGTGACCGTG
GCCACGACGT TTCGTCGCCG GACATATCGG ACTCGTCGCA ACACTGGCAC

1301 CCGAGCAGCA GCTTAGGCAC TCAGACCTAT ATTTGCAACG TGAACCATAA
GGCTCGTCGT CGAATCCGTG AGTCTGGATA TAAACGTTGC ACTTGGTATT

EcoRI
1351 ACCGAGCAAC ACCAAAGTGG ATAAAAAAGT GGAACCGAAA AGCGAATTCG
TGGCTCGTTG TGGTTTCACC TATTTTTTCA CCTTGGCTTT TCGCTTAAGC
BssHIT
1401 ACTATAAAGA TGACGATGAC ARAGGCGCGC CGTGGAGCCA CCCGCAGTTT
TGATATTTCT ACTGCTACTG TTTCCGCGCG GCACCTCGGT GGGCGTCAAA
HindIII
1451 GAARAATGAT AAGCTTGACC TGTGAAGTGA AAAATGGCGC AGATTGTGCG
CTTTTTACTA TTCGAACTGG ACACTTCACT TTTTACCGCG TCTAACACGC
OGIII3 100.0%

1501 ACATTTTTTT TGTCTGCCGT TTAATTAAAG GGGGGGGGGGE GCCGGCCTGE
TGTAAAAAAA ACAGACGGCA AATTAATTTC CCCCCCCCCC CGGCCGGACC

1551 GGGGGGGTGT ACATGAAATT GTAAACGTTA ATATTTTGTT AAAATTCGCG
CCCCCCCACA TGTACTTTAA CATTTGCAAT TATAAAACAA TTTTAAGCGC

1601 TTAAATTTTT GTTAAATCAG CTCATTTITT AACCAATAGG CCGAAATCGG
AATTTAAAAA CAATTTAGTC GAGTAAAAAA TTGGTTATCC GGCTTTAGCC

1651 CAAAATCCCT TATAAATCAA AAGAATAGAC CGAGATAGGG TTGAGTGTTG
' GTTTTAGGGA ATATTTAGTT TTCTTATCTG GCTCTATCCC AACTCACAAC

1701 _TTCCAGTTTG, GAACAAGAGT..CCACTATTAA AGAACGTGGA CTCCAACGTC . .

AAGGTCAAAC CTTGTTCTCA GGTGATAATT TCTTGCACCT GAGGTTGCAG

1751 AAAGGGCGAA ARACCGTCTA TCAGGGCGAT GGCCCACTAC GAGAACCATC
TTTCCCGCTT TTTGGCAGAT AGTCCCGCTA CCGGGTGATG CTCTTGGTAG

1801 ACCCTAATCA AGTTTTTTGG GGTCGAGGTG CCGTAAAGCA CTAAATCGGA
TGGGATTAGT TCAAAAAACC CCAGCTCCAC GGCATTTCGT GATTTAGCCT

K 3 4
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1851 ACCCTAAAGG GAGCCCCCGA TTTAGAGCTT GACGGGGABAA GCCGGCGAAC
TGGGATTTCC CTCGGGGGCT ARATCTCGAA CTGCCCCTTT CGGCCGCTTG

1901 GTGGCGAGAA AGGAAGGGAA GAAAGCGAAA GGAGCGGGCG CTAGGGCGCT
CACCGCTCTT TCCTTCCCTT CTTTCGCTTT CCTCGCCCGC GATCCCGCGA

1951 GGCAAGTGTA GCGGTCACGC -TGCGCGTAAC CACCACACCC GCCGCGCTTA
CCGTTCACAT CGCCAGTGCG ACGCGCATTG GTGGTGTGGG CGGCGCGAAT

2001 ATGCGCCGCT ACAGGGCGCG TGCTAGACTA GTGTTTAAAC CGGACCGGGG
TACGCGGCGA TGTCCCGCGC ACGATCTGAT CACAAATTTG GCCTGGCCCC

2051 GGGGGCTTAA GTGGGCTGCA AAACAAAACG GCCTCCTGTC AGGAAGCCGC
CCCCCGAATT CACCCGACGT TTTGTTTTGC CGGAGGACAG TCCTTCGGCG

2101 TTTTATCGGG TAGCCTCACT GCCCGCTTTC CAGTCGGGAA ACCTGTCGTG
AAAATAGCCC ATCGGAGTGA CGGGCGAAAG GTCAGCCCTT TGGACAGCAC

2151 CCAGCTGCAT CAGTGAATCG GCCAACGCGC GGGGAGAGGC GGTTTGCGTA
GGTCGACGTA GTCACTTAGC CGGTTGCGCG CCCCTCTCCG CCAAACGCAT

2201 TTGGGAGCCA GGGTGGTTTT TCTTTTCACC AGTGAGACGG GCAACAGCTG
AACCCTCGGT CCCACCARAA AGAMAAGTGG TCACTCTGCC CGTTGTCGAC

2251 ATTGCCCTTC ACCGCCTGGC CCTGAGAGAG TTGCAGCAAG CGGTCCACGC
TAACGGGAAG TGGCGGACCG GGACTCTCTC AACGTCGTTC GCCAGGTGCG

2301 TGGTTTGCCC CAGCAGGCGA AAATCCTGTT TGATGGTGGT CAGCGGCGGG
ACCAAACGGG GTCGTCCGCT TTTAGGACAA ACTACCACCA GTCGCCGCCC

2351 ATATAACATG AGCTGTCCTC GGTATCGTCG TATCCCACTA CCGAGATGTC
' TATATTGTAC TCGACAGGAG CCATAGCAGC ATAGGGTGAT GGCTCTACAG

2401 CGCACCAACG CGCAGCCCGG ACTCGGTAAT GGCACGCATT GCGCCCAGCG
GCGTGGTTGC GCGTCGGGCC TGAGCCATTA CCGTGCGTAA CGCGGGTCGC

2451 CCATCTGATC GTTGGCAACC AGCATCGCAG TGGGAACGAT GCCCTCATTC
‘ GGTAGACTAG CAACCGTTGG TCGTAGCGTC ACCCTTGCTA CGGGAGTAAG
2501 AGCATTTGCA TGGTTTGTTG AAAACCGGAC ATGGCACTCC AGTCGCCTTC
TCGTAAACGT ACCAAACAAC TTTTGGCCTG TACCGTGAGG TCAGCGGAAG

2551 CCGTTCCGCT ATCGGCTGAA TTTGATTGCG AGTGAGATAT TTATGCCAGC
GGCAAGGCGA TAGCCGACTT AAACTAACGC TCACTCTATA AATACGGTCG

2601 CAGCCAGACG CAGACGCGCC.GAGACAGAAC.TTAATGGGCC .AGCTAACAGC.
GTCGGTCTGC GTCTGCGCGG CTCTGTCTTG AATTACCCGG TCGATTGTCG

2651 GCGATTTGCT GGTGGCCCAA TGCGACCAGA TGCTCCACGC CCAGTCGCGT
CGCTAAACGA CCACCGGGTT ACGCTGGTCT ACGAGGTGCG GGTCAGCGCA

2701 ACCGTCCTCA TGGGAGAAAA TAATACTGTT GATGGGTGTC TGGTCAGAGA
TGGCAGGAGT ACCAGTCTCT

ACCCTCTTTT ATTATGACAA CTACCCACAG
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2751 CATCAAGAAA TAACGCCGGA ACATTAGTGC AGGCAGCTTC CACAGCAATA
GTAGTTCTTT ATTGCGGCCT TGTAATCACG TCCGTCGAAG GTGTCGTTAT
2801 GCATCCTGGT CATCCAGCGG ATAGTTAATA ATCAGCCCAC TGACACGTTG
CGTAGGACCA GTAGGTCGCC TATCAATTAT TAGTCGGGTG ACTGTGCAAC
ApaLI
2851 CGCGAGAAGA TTGTGCACCG CCGCTTTACA GGCTTCGACG CCGCTTCGTT
GCGCTCTTCT AACACGTGGC GGCGAAATGT CCGAAGCTGC GGCGAAGCAA
2901 CTACCATCGA CACGACCACG CTGGCACCCA GTTGATCGGC GCGAGATTTA
GATGGTAGCT GTGCTGGTGC GACCGTGGGT CAACTAGCCG CGCTCTAAAT
2951 ATCGCCGCGA CAATTTGCGA CGGCGCGTGC AGGGCCAGAC TGGAGGTGGC
TAGCGGCGCT GTTAAACGCT GCCGCGCACG TCCCGGTCTG ACCTCCACCG
3001 AACGCCAATC AGCAACGACT GTTTGCCCGC CAGTTGTTGT GCCACGCGGT
TTGCGGTTAG TCGTTGCTGA CAAACGGGCG GTCAACAACA CGGTGCGCCA
3051 TAGGAATGTA ATTCAGCTCC GCCATCGCCG CTTCCACTTT TTCCCGCGTT
ATCCTTACAT TAAGTCGAGG CGGTAGCGGC GAAGGTGAAA AAGGGCGCAA
3101 TTCGCAGAAA CGTGGCTGGC CTGGTTCACC ACGCGGGAAA CGGTCTGATA
AAGCGTCTTT GCACCGACCG GACCAAGTGG TGCGCCCTTT GCCAGACTAT
3151 AGAGACACCG GCATACTCTG CGACATCGTA TAACGTTACT GGTTTCACAT
TCTCTGTGGC CGTATGAGAC GCTGTAGCAT ATTGCAATGA CCAAAGTGTA
3201 TCACCACCCT GAATTGACTC TCTTCCGGGC GCTATCATGC CATACCGCGA
AGTGGTGGGA CTTAACTGAG AGAAGGCCCG CGATAGTACG GTATGGCGCT
3251 AAGGTTTTGC GCCATTCGAT GCTAGCCATG TGAGCAAAAG GCCAGCAAAA
TTCCARAACG CGGTAAGCTA CGATCGGTAC ACTCGTTTTC CGGTCGTTTT
3301 GGCCAGGAAC CGTAAAAAGG CCGCGTTGCT GGCGTTTTTC CATAGGCTCC
CCGGTCCTTG GCATTTTTCC GGCGCAACGA CCGCAAAAAG GTATCCGAGG
3351 GCCCCCCTGA CGAGCATCAC AAAAATCGAC GCTCAAGTCA GAGGTGGCGA
CGGGGGGACT GCTCGTAGTG TTTTTAGCTG CGAGTTCAGT CTCCACCGCT
3401 AACCCGACAG GACTATAAAG ATACCAGGCG TTTCCCCCTG GAAGCTCCCT
TTGGGCTGTC CTGATATTTC TATGGTCCGC AAAGGGGGAC CTTCGAGGGA
3451 CGTGCGCTCT CCTGTTCCGA CCCTGCCGCT TACCGGATAC CTGTCCGCCT
GCACGCGAGA GGACAAGGCT GGGACGGCGA ATGGCCTATG GACAGGCGGA
3501  TTCTCCCTTC GGGAAGCGTG GCGCTTTCTC ATAGCTCACG CTGTAGGTAT
AAGAGGGAAG CCCTTCGCAC CGCGAAAGAG TATCGAGTGC GACATCCATA
ApalLI
3551 CTCAGTTCGG TGTAGGTCGT TCGCTCCAAG CTGGGCTGTG TGCACGAACC
GAGTCAAGCC ACATCCAGCA AGCGAGGTTC GACCCGACAC ACGTGCTTGG
K] 3 &
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3601 CCCCGTTCAG CCCGACCGCT GCGCCTTATC CGGTAACTAT CGTCTTGAGT
GGGGCAAGTC GGGCTGGCGA CGCGGAATAG GCCATTGATA GCAGAACTCA
3651 CCAACCCGGT AAGACACGAC TTATCGCCAC TGGCAGCAGC CACTGGTAAC
GGTTGGGCCA TTCTGTGCTG AATAGCGGTG ACCGTCGTCG GTGACCATTG
3701 AGGATTAGCA GAGCGAGGTA TGTAGGCGGT GCTACAGAGT TCTTGAAGTG
TCCTAATCGT CTCGCTCCAT ACATCCGCCA CGATGTCTCA AGAACTTCAC
3751 GTGGCCTAAC TACGGCTACA CTAGAAGAAC AGTATTTGGT ATCTGCGCTC
CACCGGATTG ATGCCGATGT GATCTTCTTG TCATAAACCA TAGACGCGAG
3801 TGCTGTAGCC AGTTACCTTC GGAAAAAGAG TTGGTAGCTC TTGATCCGGC
ACGACATCGG TCAATGGAAG CCTTTTTCTC AACCATCGAG AACTAGGCCG
3851 AAACAAACCA CCGCTGGTAG CGGTGGTTTT TTTGTTTGCA AGCAGCAGAT
TTTGTTTGGT GGCGACCATC GCCACCAAAA AAACAAACGT TCGTCGTCTA
3901 TACGCGCAGA AAAAAAGGAT CTCAAGAAGA TCCTTTGATC TTTTCTACGG
ATGCGCGTCT TTTTTTCCTA GAGTTCTTCT AGGAAACTAG AAAAGATGCC
3951 GGTCTGACGC TCAGTGGAAC GAAAACTCAC GTTAAGGGAT TTTGGTCAGA
CCAGACTGCG AGTCACCTTG CTTTTGAGTG CAATTCCCTA AAACCAGTCT
4001 TCTAGCACCA GGCGTTTAAG GGCACCAATA ACTGCCTTAA AAAAATTACG
AGATCGTGGT CCGCAAATTC CCGTGGTTAT TGACGGAATT TTTTTAATGC
4051 CCCCGCCCTG CCACTCATCG CAGTACTGTT GTAATTCATT AAGCATTCTG
GGGGCGGGAC GGTGAGTAGC GTCATGACAA CATTAAGTAA TTCGTAAGAC
4101 CCGACATGGA AGCCATCACA AACGGCATGA TGAACCTGAA TCGCCAGCGG
GGCTGTACCT TCGGTAGTGT TTGCCGTACT ACTTGGACTT AGCGGTCGCC
4151 CATCAGCACC TTGTCGCCTT GCGTATAATA TTTGCCCATA GTGAAAACGG
GTAGTCGTGG AACAGCGGAA CGCATATTAT AAACGGGTAT CACTTTTGCC
4201 GGGCGAAGAA GTTGTCCATA TTGGCTACGT TTAAATCAAA ACTGGTGAAA
CCCGCTTCTT CAACAGGTAT AACCGATGCA AATTTAGTTT TGACCACTTT
4251 CTCACCCAGG GATTGGCTGA GACGAAAAAC ATATTCTCAA TARACCCTTT
GAGTGGGTCC CTAACCGACT CTGCTTTTTG TATAAGAGTT ATTTGGGAAA
4301  AGGGAAATAG GCCAGGTTTT CACCGTAACA CGCCACATCT TGCGAATATA
TCCCTTTATC CGGTCCAAAA GTGGCATTGT GCGGTGTAGA ACGCTTATAT
4351 TGTGTAGAAA CTGCCGGAAA TCGTCGTGGT ATTCACTCCA GAGCGATGAA
ACACATCTTT GACGGCCTTT AGCAGCACCA TAAGTGAGGT CTCGCTACTT
4401 AACGTTTCAG TTTGCTCATG GAAAACGGTG TAACAAGGGT GAACACTATC
TTGCAAAGTC AAACGAGTAC CTTTTGCCAC ATTGTTCCCA CTTGTGATAG
4451 CCATATCACC AGCTCACCGT CTTTCATTGC CATACGGAAC TCCGGGTGAG
GGTATAGTGG TCGAGTGGCA GAAAGTAACG GTATGCCTTG AGGCCCACTC
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4501 CATTCATCAG GCGGGCAAGA ATGTGAATAA AGGCCGGATA AAACTTGTGC
GTAAGTAGTC CGCCCGTTCT TACACTTATT TCCGGCCTAT TTTGAACACG
4551 TTATTTTTCT TTACGGTCTT TAAAAAGGCC GTAATATCCA GCTGAACGGT
~  AATAAAAAGA AATGCCAGAA ATTTTTCCGG CATTATAGGT CGACTTGCCA
4601 CTGGTTATAG GTACATTGAG CAACTGACTG AAATGCCTCA AAATGTTCTT
'~ GACCAATATC CATGTAACTC GTTGACTGAC TTTACGGAGT TTTACAAGAA
4651 TACGATGCCA TTGGGATATA TCAACGGTGG TATATCCAGT GATTTTTTTC
ATGCTACGGT AACCCTATAT AGTTGCCACC ATATAGGTCA CTAAAAAAAG
4701 TCCATTTTAG CTTCCTTAGC TCCTGAAAAT CTCGATAACT CAAAAAATAC
AGGTAAAATC GAAGGAATCG AGGACTTTTA GAGCTATTGA GTTTTTTATG
. 4751 GCCCGGTAGT GATCTTATTT CATTATGGTG AAAGTTGGAA CCTCACCCGA
CGGGCCATCA CTAGAATAAA GTAATACCAC TTTCAACCTT GGAGTGGGCT
4801 CGTCTAATGT GAGTTAGCTC ACTCATTAGG CACCCCAGGC TTTACACTTT
GCAGATTACA CTCAATCGAG TGAGTAATCC GTGGGGTCCG AAATGTGAAA
4851 ATGCTTCCGG CTCGTATGTT GTGTGGAATT GTGAGCGGAT AACAATTTCA
TACGAAGGCC GAGCATACAA CACACCTTAA CACTCGCCTA TTGTTAAAGT
M13 mESIH 100.0% XbaI
4901 CACAGGAAAC AGCTATGACC ATGATTACGA ATTTCTAGAT AACGAGGGCA
GTGTCCTTTG TCGATACTGG TACTAATGCT TAAAGATCTA TTGCTCCCGT
4951 AAAAATGAAA AAGACAGCTA TCGCGATTGC AGTGGCACTG GCTGGTTTCG
" TTTTTACTTT TTCTGTCGAT AGCGCTAACG TCACCGTGAC CGACCAAAGC
ECORV
5001 CTACCGTAGC GCAGGCCGAT
GATGGCATCG CGTCCGGCTA
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