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G)—REiR E(WZE#TEERG)ZREITEE -

(6)—fEpife EQzE#TEERMZREITEE -

(M—EE()~OG)FE—HZUBEREETE ZHE
FTEM~O)FPE—FHZHRBEBS - 1 % H M ERLCERR -
&~ OB K/ HE A e

@) —HEiE EeRB)~NMPE—HZIBHRES
MEAECUNEREZHEREEEMW -

[0015) (B)NS22

(1) " BREFEHTEEZNB ZEHTEEES . BEF
S Al 5t © 9(HCDR)Z R E B& 57 5 89 CDR1 > B FF 5 5% 5 5% -
10(HCDR2)Z f B B 7 7169 CDR2> B F 5 3% Al 5% - 11(HCDR3)
Z W& W5 /) CDR3 -

(2) — "R EFRF&EASE 12(VHZEETEE -

Q) " BEEARK@ETEE B ZRETTEEES . EF
FI G Al 5%+ 13(LCDR)Z B A BE 7 5 #9 CDR1 > B 7 %1 3% 5l 5% -
14(LCDR2)Z f £ BE 7 5%y CDR2- B F 5| & 5 5% : 15(LCDR3)

o
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Z K EB P58y CDR3 -

(H)— BB BEFFIESE - 16(VL)ZRBOEE -

S)—ERE BE(WZEHTEERQ)ZEHETEE -

(6)—EH R BEQZEHTEERMNZEBEITERE -

(M—EBH()~O)FE—HZNBEREESEZRE  H
FHEM~OG)FE—HziEP 1 KZHUEEBSERA - &
&~ MoK R /B A

@)~k EeRBW)~MNPE-—FRZHBHES
MEREMEBZHEREAML -

[0016) Lift 1 ZEZ M A B AR - B4k - IORR /3K
HAZEBPHEARRE r BF 0T AL THRE -

[0017) FE oI AISE : 9 2 E# CDRL & » 5 3 i ~ Ile
REEMZEER BMABRZKEBERIFINRE  BE&EH
Bl 41 Val -

[0018] Fr %k RISk : 9 2 E# CDR1 & - 5 4 ff 2 Met
MR BHMEER MABIHEBRERTIRE  B&EH
Bl 40 Ile -

[0019) %Ik Alst : 9 2 E# CDR1 > 5 4 I 2 Met
MAREMEER BRABRIHREBERTINRE  B&8EH
Bl 40 Leu -

[0020] =% s BI5% - 9 2 E 8 CDR1 & » 5 3 fir 2 Ile B
REEMEBEER MABIHEBRERATINRE  B&EHBH
40 Ala

[0021] FEe %8 RISt © 10 2 E & CDR2 & > 55 1 ff Z Leu

\
/

Lep

2125-10186A-PF 17
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MR BEMEER BREZEZEBRBESRFIRE  E&EH
#il 40 Glu e

[0022] FE %% A0 5% © 10 2 E & CDR2 f1 » 5 3 fii Z Asn
R BEMEER AR ZBHEREATIRE  EWED
fl40 Asp e

[0023) FF %% B 5% © 10 2 E 4 CDR2 & » 55 13 f 2 GlIn
NRBEMEER NARBZREEBRERTINRE @ B8 &5
Bl 40 Asp e

[0024] /%1 &% 51 5% © 10 Z E# CDR2 & » 5 14 fii Z Lys
M HMEER MABIHEBRESRIRE - H®EH
#l40 Gln -

[0025) R %1 &% A0 5% - 10 2 E # CDR2 % » 5 16 fiL 2 Lys
MARHEMEER BMAREBCHREBRBESHIRE  HEREPF
Bl 41 Gln -

[0026] R %% A 5% + 10 2 E # CDR2 1 » 5 17 fif Z Gly
MAREMEER MABHERERNFIRE  HEEH
B4 Asp ©

[0027] FF %38 AI5% « 10 2 & CDR2 & » 5 16 fiL 2 Lys
K& 1Ttz Gly MR B EMm B ER  WARBZBEERE TR
BIRE » BE&®EFGIW > 5 16 iz 2 Lys AR A Gln~ 5 17 i
Z Gly L B Asp e

[0028] F5 %511 &% 71 5% : 10 2 B # CDR2 > 5 14 fit Z Lys »
Fl6fiz Lys RE 17Ttz Gly i A HMEEK WREZ
BMEBBEARATIEE  BE&EFGWD - 5 14 frz Lys ;LA L

2125-10186A-PF 18



201634479

Gln- % 16 {2~ Lys ®Ift B Gln~ & 17 it 2z Gly BFlft /& Asp °

[0029] FF %38 B 5% - 10 Z E # CDR2 > £ 13 ff Z Gln~
F 14frZz Lys* 5 16 iz Z Lys 35 17 fii Z Gly H X & L iz
EiE  -MABRZIEEBEARTIRE EmEHMFAO - F 13
fir Z Gln BUfX & Asp~ 38 14 fu 2z Lys LA Gln~ 5 16 il 2
Lys UK % Gin - 55 17 f Z Gly BUfA & Asp -

[0030] /=% AI5%k : 10 ZE # CDR2 F » 5 10 {if Z Ser
AR R EMEER MABZEERETRIRE  B&EH
Bl 40 Asp e

[0031] Fr %3 BI5% © 10 2 E & CDR2 & » 5 13 {f Z Gln
MAREMBEER NAREBRZEERBELATINRE » B8 EH
#il 40 Pro -

[0032] Fe %k RISt : 11 2 E# CDR3 & > 5 3 [z Tyr
MARBEMEER HARBZEEBRBEATIRE  E®EH
il 40 Leu o

[0033] %% AU5%% : 11 Z & # CDR3 > 5 10 {if Z Met
R A EAMEERE MABRIEEBRERTIRE  BH%EH
il 40 Leu o

[0034] FF oI5 RI%% : 11 ZE# CDR3 b » 5 11 fif Z Asp
MR REMEER MABRZIEERERFINRE  B®REH
#l 40 Glu -

[0035] P35 ek AUS% : 11 2 E# CDR3 F - 5 12 fif Z Tyr
MR BEMEER HNARBRZEEBRERTIRE  EEEH
%l 40 Thr 5 Ser o

2125-10186A-PF 19
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[0036] f& 53 3% 11 2 E 4 CDR3 th 5 10 fir 2 Met-
B Asp RSB 12f12 Tyr R B EMBEER NREB
BB RS ARE  E8EH - flm % 10 12 Met WA
Fy Leu~ 3B 112 Asp U R Glu~ R 1212 Tyr LA B
Thr o

(0037] FF 53 A% 11 2 = CDR3 & - 5 11 fir Z Asp
BB 1212 Tyr AR B HE AR - BUR %2 B ETY
BIPRE - B8 EF - BIE 111 Asp LA B Glu- BE 12
fir 2 Tyr BU{t & Thr -

[0038] 5% 3% : 11 > &4 CDR3 & » % 3 fir 2 Tyr -
EIfrr Asp RSB 12f12 Tyr I B E AR NREB
BEBEFEARE  E8EH . NS 3 L Tyr WA S

eu~ % 11 fir 2 Asp UL B Glu~ R 12 fr Z Tyr B & Thr
% Ser -

[0039] FF ¥ A% - 13 284 CDRI & > % 1 fir > Arg
A BEMBEER IR EEBRETERRE  H&EBH
%l 40 Gln -

[0040] FE %03 3I%% © 13 2 #4% CDRI 1 » %5 5 {r > Asn
MABEMBEER AR EEBEFSRE  (H5EPp
Bl %0 Asp -

(0041] FF 33 B %% @ 13 2 854 CDRI1 oF > % 1 i 2 Arg
BB SWUZ Asn iU BB ER B % 2 A ET ST
PRE B EGIBIM%E 1firZ Arg LA R Gin- % S fr 2 Asn
AR5 Asp -

2125-10186A-PF 20
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[0042) FF % aB RISk : 13 284 CDRI1 & > 5 8 fif 2 Ser
M AHEMEER DMABZIHEREFTFINRE  B&REH
Bl Arg e

[0043] /= %I a% A 5% : 13 Z & & CDR1 & > % 10 fii Z Leu
MR EHEMEER MRBEZEEBRERTIRE  EHH®EH
#l 40 Val o

[0044] F= %1% 315k © 13 Z & # CDRI & » % 8 fif 2 Ser
HE 101z Lew MA B EMBEERE MRABZHEEBRERR
FIRZE  E&EFFO - E 82 Ser ;LA A Arg~ B 101>
Leu B f£ % Val o

[0045] =53 AI5% © 13 2 ¥4 CDRI1 & » % 2 ff Z Thr
MR REMBEER BNARBRZEEBREFTHIRE  EB&EH
Bl 40 Ala B Ser o

[0046] FF %I RISk © 14 28 CDR2 F1 - 5 1 {iL Z Asn
MABHEMEER HMABZEEBREFARTIRE > B®EH
40 Asp -

[0047] FF5I& A5k © 14 Z#& g CDR2 o » 55 3 fii Z Lys
MAEHEMEER HABZHEEREATIRE  EHREH
#l 40 Gln o

[0048) /=% 5% B 5% @ 14 288 CDR2 & » 5 5 fi Z Leu
MAEHEMEER MARABZHEEESNFIRE B &EPH
B4 Glu e

[0049) B3I AISE : 14 2 &8 CDR2 & » 5 7 fif Z Lys
MAAHEMEER BHABZHERBERATIRE  B&REH

2125-10186A-PF 21
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%l 40 Gln 2 Asp °

[0050] =% &8 A 5% - 14 Z 84 CDR2 1+ 55 3 fir Z Lys -
B S Lew KB T Z Lys AR B EM AR - AR ZE
EREARTAHRE EBE8EN FAO5%E 312 Lys ;LUK Gln»
F Stz Leu AR Glus B 71 Z Lys XA Gln o

[0051] 3l a8 A5k « 15 28 CDR3 & > % 5 fii 2 Glu
MRS EMBEER WMABZIHEERGE AT IIRE - B8 &5
#l40 Asp e

(0052] I RISk © 15 2 # 8 CDR3 - 5 6 fiL Z Ser
NRAEHMEER HNRRBRZIEEREAFTINRE - B8 EH
Bl 40 Asp ©

[0053] %% A5k : 15 28 CDR3 & » % 9 {f 2 Thr
MR BEHEMEER AR ZEERBEAFINRE @ HEEH
Bl 40 Phe -

[0054] Eat AT EBEST > THAELEEIMMNR - X -
A B B AN Z B & o R F AR - SRR I
RZEYSHRMBTFEYE) ERENOELEEENE - 7
ZEM - K/ECRE R R R R

(0055] A& BH G » PRSI EEEBH -
W BFRFIEASE 167 B RERFI CERHETEENE
FPol el sk - 168 LM I MERFI 2 KETEE - 5% » £
MR AREERZERN  fEEs  BEFFISAIE - 167 &
B HMEBFIZEHETEE KR FIIHAG - 168 5 & 2 &
ERFIZE#ENTER -

2125-10186A-PF 22
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[0056] X » FHENARBEHRZIERTEEHRBETEE
HEH - fl - LTITERE -
() —TEEH#ETEEMHLT) BaFI &5 - 196 Z
CDRI1- 53 BI% : 197 2 CDR2 F 5| A% : 11 2 CDR3 -
(b) "~ EEHETEEHIY) BE&FIHAR: 176 Z
CDR1- 53 A% : 197 2 CDR2- 5% A% : 11 2 CDR3 -
(c) —TEEMTUEEE(H28 H42) B & FFIS A% : 196
~ CDRI-F %5 A% :197 2 CDR2-F 5 5% 3% : 184 2 CDR3-
(d) —EE#ETEEMH3I0- H44) - BEFIEME 9 <
CDRI1 - F 5|3 A% : 197 2 CDR2- FF5I5% 71 % : 184 2 CDR3 -
() —TEE#ETEE(H3I4 Hi6) B FFIFHAlsE © 176
~ CDRI1-F %5 A% :197 2 CDR2-F 5|5 A% : 184 2 CDR3-
(fy —TEEHETTEEHST  H78)r A& FHH|AE 9 =
CDRI- 5|3 7% : 198 2 CDR2- FE 5% 5% : 184 2 CDR3 -
(g) —TEEHITEEMHTL - H92) S &FFIHAISE : 176
~ CDRI-F %5 3% 198 2 CDR2-F %I 5% 7% : 184 > CDR3-
(h)y —EEH#ETEEMHI7 HI8) BEFIIHAIR 9 Z
CDRI- F 53 AI% : 199 2 CDR2- 5% 7% : 184 2 CDR3 -
(i), —BE#EITEE LI BaF5 s 200 2
CDRI- 5|3 A% : 170 2 CDR2- FE 5% 5% : 193 2 CDR3 -
Gy —ER#ETEELI2) BaFIHH5E 200 Z
CDRI1- 5 5|8 A% : 170 2 CDR2- F5|# 5% : 193 2 CDR3 -
(k) —TER@ETEE(LLT) BaF5 5% 0 202 >
CDRI-F 5|5 A% 170 2 CDR2- FE5I% 7% : 193 2 CDR3 -

2125-10186A-PF 23
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(1) — % & 48 7 & & (L50) - & & F 5 &% @ 203 >
CDR1 - F % | 5% : 170 2 CDR2- %z 598 : 193 2 CDR3 -
(0057]) B > FHREAAEEZHBEEG - §I U TH
E‘%o
(i) —EHE B8CIEETREER (NI EHTEE -
(i) —BHE A8 ERTEERN I RETEE -
(i) —BHBE 2 (OXERTEZER (N2 BETEE-
(iv) —BHE B2OZERTEEROBETHE -
(v) —BHB A8 EHTEERKXN Y RETSEE -
vi) —EHE BAMNZEETEER()ZKETEE -

[0058) (C)NS23

igf

() " BEEEFEHITEEZHE ZEHRTEERS
CDR1 - BEF¥i&EnA 5 - 17(HCDR1)Z g £ & %], CDR2: A
Fr 5 &% Bl 5% © 18(HCDR2)Z g B B& /7 51; CDR3 - E 7 5 & Al
5: © 19(HCDR3)Z g ZE B F 7 -

(2) —EHE - BFRFIHNRE 20V ZERITEE -

) " HEAFRBETEE B ZEHITZERSE
CDR1- R 3Isk 5l 5t - 21(LCDR)Z iF E B 7 5; CDR2> A fF
50 2% 51 5% © 22(LCDR2)Z ¢ B B. 57 51; CDR3 » B FF %1 &% 5l 5% -
23(LCDR3)Z Fr & B& 7 %1 -

(4) —EHHE > BFRFIHEAIRE 4V ZEBETEE -

(5) —EinE  BE(WZE#HTEBEERQ)ZEBEITEE -

(6) — K BQZE#HTEBEEKRMZIKETER -

2125-10186A-PF 24
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(1) —BHW)~OPFE—BHZHBEARSEEZHE
HEPE()~O)PE—BZHED 1 K% % 5EEB QMR- 5
G~ IR R /S HE A o

8) —BHB HEREWM~NPEF-EZHRBEFRES
ZHEREMERZREREN -

[0059] (D)NS33

(1) " BEFERTZEZRE REHTEELS
CDRI > EF I H A% - 25(HCDR1)Z B &£ B /F5]; CDR2- &
FF 5l 8% 51 %% : 26(HCDR2)Z B & B 7 51; CDR3 » E fF 51 3% 71
8 © 27(HCDR3)Z B E B F 5 -

(2) —EHE EFEFFIBRIGE : 28(VHZEETEE -

) —EBEEARETZEZHNE UEHETEEAS
CDR1- B F 5 3% : 29(LCDR1)Z & B F3; CDR2 AF
51 3 7% : 30(LCDR2)Z B # B4 5 51; CDR3 » B 5 3% 7 9%
31(LCDR3) B & B 51

(4) —EHBE BEFFIRHE : RVLZEETEE -

(5) —EHE BOWXERTZEERQIZREITEE -

(6) —EHE BQrEfTZERMAIEEITSE .

(7)) —BHEMH~G)PE—BZHBEARNSEEEZNE
EFE(M~@O)FPE—BZHBET | RS BEEEBESRA - &
G~ MR K/REA -

B) —HEHB EEREM~NFIE-—HBHZHEFRES
ZHEREMERZHREREM

[0060] it (1)3% (3)Z #i B8 o o] & A 4£ & I1E 22 & 3 (FR)

2125-10186A-PF 25
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(B A AR FREGEE - X0 Bt (D~ @) s BE
ETEAEEEEE  EEHAEREGEEERE - A% 5
HBERAY FREEEEZ BERFET - o6 AR A IR
FAFREBEEZHEBFS > Tl | XS EERT
BUER A - BRZE - 0BG R SR A K B B R B B B Y 7
}Eﬁ °

(00611 it NS18 ~ 2 4 i % Bt F¥ 71 40 % 510 3 51 9% ¢ 34
Fim GEBZEEBRFIZBREFFINOFEFIHRANR 33 5
R X EEZBEERFIINFEFIEIG 36 HT BB RY
BB S R T W S RIS 35 FioR -

[0062] NS22 - & 8 i % B% ¥ 51 40 /% 51 3 B 9% : 38 Ff
ToORE R AT 2 BTV R % 37 Fon -
X RS FIH A 40 BT 0 R A
B R 5 2 K PR B 40 R T RS ¢ 39 Fiow -

[0063] NS23 - & f = fr B B /7 50 40 5 5 s3I S% ¢ 42 f7
T TSR TS 2 M VA0 VRS 41 o -
NoE@STEEBRFIAOFTIBRANY 45T BERYEE
B S 2 BT TSRS 43 Fion -

(00641 NS33 & > i 5 B 5 51 40 7 51 8 BI 9% ¢ 46 FR
TR R EER T B F IO F IR 45 Fon
R EE T EEBEIIAFEFIBAY 48 B RS R A
B R 5 2 PR B0 TSRS ¢ 47 Fow -

[0065) A Bt » ()~ (O)FE—HZHBAREZE
M o R BB NRIO(HI A A SE NR10)Z &5 & 55 M R /3 o A%

2125-10186A-PF 26
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MEE AEHP . "BF,, F—EhHhEEBEEE  TRAE
Mem X RERGEE TEEERD - EHERLZHE
PlantH BN R APiaE » B 30U EZ &M BERE S0%M £
ZEME FEBE UM EZEUHNINE -

[0066] E it (1)~ (6)FE—HZHAE  HEHP NRIO A
SoEMER/PMIENE o] EE(CDR 55 K&/ FR FF31)
ZHEEBFIN | RSB ZEEBRETRMA - KL - MR R/
HBEA- BB THEBRERFI P | RSB Z2HREBLRA
&K~ IR K /B A BB NRIO RE&S7E MW R/ P MIE%E
U ZEERFY A EHAZXNEARTRERAE NEHE N
WA BEXNEREOBEEAZRZE - Ol 0 Z K g H =
TREFNZEE > TUEMAEE % REESH HF A (Hashimoto-
Gotoh, T, Mizuno, T, Ogasahara, Y, and Nakagawa, M. (1995)
An oligodeoxyribonucleotide-directed dual amber method for
site-directed mutagenesis. Gene 152, 271-275 ~ Zoller, MJ, and
Smith, M.(1983) Oligonucleotide-directed mutagenesis of DNA
fragments cloned into MI13 vectors.Methods Enzymol. 100,
468-500 -~ Kramer,W, Drutsa,V, Jansen,HW, Kramer,B,
Pflugfelder,M, and Fritz,HJ(1984) The gapped duplex DNA
approach to oligonucleotide-directed mutation construction.

Nucleic Acids Res. 12, 9441-9456~ Kramer W, and Fritz HJ(1987)

Oligonucleotide-directed construction of mutations via gapped.

duplex DNA Methods. Enzymol. 154, 350-367 Kunkel, TA(1985)

Rapid and efficient site-specific mutagenesis without

2125-10186A-PF 27
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phenotypic selection.Proc Natl Acad Sci U S A. 82, 488-492)
ZoHEBTEHN NRIOEGEEEER/HTHNEHZIE Z KE
BREIBEABEEE MEEHEHEN NRI0 BE S7E % K/ F
MEMEZNBEDELEESEZEEE WL r R ZaTAH
12 rAEABREE HHMWN NRIOEELESEH R/ P HE
Mz EaEREAEHZHE -

[0067] ph & X Bx B AN » £ ¥ & B iR 7 B & B I 8
MEBEZHEMBEER fOREBRMEZEE - B 0 5K S RE
BE(A~I~-L-M-~F-P-~W-Y- V) BMAKUEHERKRR D> N-
C-E~-Q-G-H-K-S -T) BEfsHirMI#E ARG A
VL I-P) EaREM#BEBEIHEBRGS -T-Y) E2HETF
s s ERC M) BB rBERAEBEZ HEKROD - N-
E-Q -REaemll#Eas T HERMR--KH - KEaFFEMNHE
ZHEEBRME-F- Y W)(ENAGUEER ZEFZBERLZERT)-
ESIHFERNZIEEB N RBEARTERMR - BEFEHRNE
BEBRFI 1 XNZHREZHEERBERL - MK &/EERAE
HMMBEEBRMEEBHzcHREBRFINSHER EREGEFHEE
4) & % ¥ (Mark, D. F. et al., Proc.Natl.Acad.Sci.USA
(1984)81:5662-6 ; Zoller, M. J. and Smith, M., Nucleic Acids
Res.(1982)10:6487-500; Wang, A. et al., Science(1984)224:
1431-3; Dalbadie-McFarland, G. et al., Proc.Natl.Acad.Sci.USA
(1982)79:6409-13) - (ETEE ARG M AZHZ 7] & & (#l4 CDR
FF3l ~FRF% - A& @eRB)cRERFIERFTZD 70% - &
ERED IS - EERED %N XNEEEZED 85% BEHE

2125-10186A-PF 28
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BELVIO% BEREBED ISRIEHZBEEBRFEIZE —M -
ASRAEF  FIEB - ERHUEFIE—MHmARKX
ZHARBERFINIEIL L E ABEE MR (gap)t» HEX
ERTVEEHARBFUVEELE LK EBRFI ZRE BHEERE
EZWE  -BEBRFIZE—MH THBERIERE -

[0068] X - H] % & (CDR F %I Kk/= FR Fo)Z HEHEF
Sl 1 RSB HRABRESWA 6L - MRER/EBABLHER
NRIO ARG G ESR/BPHNERNZTEEZREBFS > TH§%
FRELZTEELH I BHEEBRFI Z&KEFIIFAEKZ X
g F BR 57 (strignet) (i F TR ZIBEBEGE - A THHREB B
NE2EBEXHBIBEERFIZBEFTIAMEBR 2% E R &G
HTHEXZZZBEN  BITHEIEEFO:6M RE - 0.4%
SDS~ 0.5 x SSC3TCZHMHNALBEFZRTE 2 HEX K
- BAEEESZEE > Fl0 6M FRE - 0.4% SDS~ 0.1 x SSC
WG BEER Q2T mHGBETHEEEES Z2&KE - Mk
ZREBFRIZRAE  WHARLEARM AT EET BT ZREZ
HEIMEH RREFI2E BED S0%U L &ER T0%LL L >
EER 90%LL E(FIU 95% ~ 96% ~ 97% ~ 98% ~ 99%LL F)Z B
5 & — % -

[0069) B TR A LM R EMZ %A TFAAKRBRE
RAOZBELBRZEEBRFIZBEFIERER 25 FHE
KL FIOFAEEHMEHKEPCRIE  KEEFEHERT
EPEOLBIBERFIZBREFIIMBRZIZBEERT KT
THXZZE T LN -
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[0070] @ B F 5 Kk ERFFIZE —% » IF A Karlin
% Altschul 7 3 B % BLAST(Proc.Natl.Acad.Sci.USA(1993)90:
5873-T)AE - KB EE A% T 8% BLASTN 5 BLASTX
7 # & (Altschul et al.,J.Mol.Biol.(1990)215:403-10) - & &
BLAST » L BLASTN Bt F I > 28 BEHl 4 score =
100 ~ wordlength = 12« X » {&# BLAST I\ BLASTX f& #7 B £
fe FE %0 » 28 B4 score =50 wordlength =3 - {f f§ BLAST
K Gapped BLASTR AWK  FHEEANERSH - ZEMEN
FHiEZ BB HFE - 2 HE N R (NCBI (National Center for
Biotechnology Information)> BLAST(Basic Local Alignment
Search Tool)48 Uk ; http://www.ncbi.nlm.nih.gov) -

[0071] X » A HRHB (D~ (MNP E—HZHBHRES
ZHERREMABEERLERAEMEEZDIE -

(0072] X B RCHEAMRBHRBRERHRERLEM > 7
AWEHRARAEMZHFRER - iREZHFE > T A
BMEEGONMTE KA ABEF N ELISA BXEEZEB AT
A (FRET)E E WM BN E KM (FMATEREE)NE -E &R I
RzzhiBze EHNHEENRRAEMNZECH BB ER
FHBGARB)ZEASEEEMEM - JRE1 > HE R EER
FAEMZEAABEIROEER AZXREHNARZE
CERE FHABHEHRNEZECEH M - BEBME > KL
BERLZZNBHUGTEZNBEE SR HER M I F A
BLBRAEEPHNZNBE - EENRNEZEZNBE A HAE
FEERVBMAERSANE - LWELFERRS > o 5155 E

2125-10186A-PF 30



201634479

BRI E -BRAE BRWMS r IO BXAESR - HHE
T -EBEEILFE -

[0073] fl4m - R BEHRELE ZZNE  BFEELZ &N
B FHMEBREBHNEE NRIOER 2SI BRI - X F
HEXMEANER R CERT 2 & ILE

[0074] Wt FrE "HBHEEREREMZ B, » % T
ZEHRHEENERLZ2E  EFEELZZNBZESERE
EESONERZEE(C) FRINEREIIFERELZILE Z ICs
ZHEE 100 WERSOMF XEER SOF > &&E A 30 F
EERIOBSZRE ERLUNBZEESERERED 50%-

[0075] 8 Rt (D)~ (NP E—FBHZRBHAE S ZHE R
ELEEZhk AEESTNEHZBELER -

[0076] Lt (D)~@) P E—HZRBRAFHIRE  UAHE
b i B £ -

[0077] B3 » AR HBH/EFH B Ll (A)~ D)F (1)~ (8)
PE-HZP NRIOFIBZER - REHZE IXITJ%E:E il
#1 DNA ~ RNA & 7] -

[0078] #i %8 (A ¥ 1L)

KEFHREF > fIBEBZWEREZ — OlWME NRIOZESZ A
BT ABCHETEAZKMNERFTREBEENRERL
ZHEHE -

[0079] i@ BT B E - BE £ 4 HIEZR(FR)& A 3 E#H
MR E & (complementarity determining region ; CDR)# % -
COR BEE FHBAENRZIEEE M ZEE - CDR Z K E#
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Fo 22l - S—JTH  BH FRZEEKFY - BIE
EEMEESE MY RBHE ¥g8ETESHENE - Rt
—fmE > UFFH CDOR B BRENBZEEE —HEHET
A8

[0080] AZE/L#1A8 - th 78 & B # K (reshaped) A L& -
G NBEUIINZHAES B W /NE DL Z CDR B E B AHEH
BZOEHUEIAEEHRE  H-—REREEFEZTDHN(ZEEK
B R EE A B SR HE EP 125023 58 /N #7 - WO 96/02576 57 2§ )e

[0081)] Ef&Ti= > E6I4 CDR B/ B BRIER » Bk
PR ES/NEHNEZ CDR B ABE I8 2 1E 2 E K (framework
region ; FR)#E# 45 2 DNA F 5 - A LB ERE CDR K FR [
TZARMEBEERE » 2 BEEZZEE RS F - L PCR &
A (21 WO098/13388 SE A Z FHE) - K5 ElZ DNA H 47
EhAENBEEEE Y DNA B4 HZEEAREHE B H
BAFIUFEEETRG(SBEMNEF BFFE LMK E EP
239400 - EHERHFEELARIENE WO 96/02576) -

[0082] B2 CDR EEZ ABEHBZELER > BEEIWMK
AEEBBEREFZNEEEHUE HEE > UHREBZT
FEPCELEESR I BEBRETRMR - 8% MERE/REA
EOFEEEBERABNRBZIMEMEACERERBENRES
RAr - B4 FEF G /NE CDR %1 %] A FR Z PCR % » 1§
£ FREAEBFIEE - BRNMS > TEBEHN FR Z 5]
FEAARSBEFINZER - AIHLESI FE&KZ FR> HA
EMEFIZER KBRERZERBENBHRNEZES
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M BAULRGENELNE  TEELMEEBEZER
FR FF %/ (Sato, K.etal., CancerRes.(1993)53, 851-856) -

[0083] AN CEBERAAERBES  flu H#
T fFE A Cyl~ Cy2~Cy3-Cy4-Cp~Cé-Cal~Ca2 Ce- L &
HEM Cxk Cr- Cx ZBHEBFIMFTIHANE - S8Finr - &
BhAZBREBRFIZREFINOFIIHRH : STH R Cyl 2
BEBRFIOFINZNE 0T GHLAZBEBFEI Z 6
EFHIAFFEBISE 59 Fim - Cy2 Z B A B F 5040 F 51 8% 5
B 62PN R BEZEEEFIZ®BEF I ORISR
61 FTm » Cyd THEBFIIMFFNIHRSE 64 FiR » KB A
ZEEBRFI ZBEFIOFIHENGE 3R X BT K
ENERNEELELZES TRAEB CEHEE - KB A
B cEBzf flutl CES - ABRAEFEAZ ABR
B " B IgG-IgM~IgA~IgE- IgD ZE X E [ & & # & (isotype)
ZANBERBR EAXRZFHEM IgG & -1gG 7 E H 1gGl-1gG2-
1gG3 ~ 1gG4 & -

[0084] X - 8 fE ABEALHIAER > DI B 2 & (Hl 40 - CDR ~
FR)EGE B &S 2 M BB DL H fth g B BE B A ~ BR2k - oAk R /=X
MAFE AZPHZANELEB HEsLEEREBRIAREZ
ANEEHE -

[0085] NJE{L#iB+ > CDR XX BEFRERRE » I 5 F
WMEYRIE - flw - JERADERE  KREHBE - - 28 58
R BEERY  ®ELADNEHBZ CORFF -

(0086] i@ 2 AL » BEMRERER B RFEZ B
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ZHEEEEHPNEEET ABAAEE - A %9 5 plk Ih i B
BHEKABREZITBNERBEFESESEK/RPREEZ A
Bl  ABLEUE BERNEABEERZEZERERE.
LEERENEHRAHETFEAH -

[0087] A& B > N MEALHL NR1O $1 88 =~ & & f1 » Bl 41 B
T@)~(()FE—HZHE -

(a) —EESE#HEJEEREZ NFLIRE ZEHTEESR
P oI @A 5 - SO(HO-VH) Z Br E Bk - 51 -

(by — BEHSEH#TEEZ AFEiRE ZE#TEEER
FFAlEcAl S« 112(H1I-VE)Z R E B 7 51 -

(c) " HEsEHEJEEL ABLIRE ZE#ETEEH
7 508k Al Bt ¢ 52(LO-VL)Z g B Bg 7 51 -

(d) " EEeE8# 2B NELRE ZREETEESR
A BARFH @B SOHO-VH)e E 2 A B PP 2 E# 7 & &
kEFII&ER R - 52(LO-VL)Z g & & 7 51 -

(e) " BEEEKEITEEREZ ABIRE RERHEITEEARF:
AFlEnsl 112 8B IBEERFIZEHETERE K EFI
s Al S2 B ERFIZERETER -

[0088] X » B /7% & A5t « S0(HO-VH)EL K Z f2 & B 7 51
ZE#ETEE - BFFISEIS 1120 EEFY Z E i
AEEREFY A S2(LO-VL)SE & 2 I E M F 5 2 K
JEE 7 | REBZHEBERR - 8L~ IR K/EE
A o BEEEEZEM - BRK - IOk K/ A AT £ CDR B FR #
{7 > X A X CDR 2 FR W 5 # 1T -
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[0089] it » AP » AMBIEH NRIO B & {ELE
B B TO~(OFE—HZIRE -

f) " BESERETEEZIR  ZEETJEEEEFFTY
sk Al 5T SO(HO-VH)Z IR EBFIIF - | NS EZ K EREN
R BE - MERKR/EEBAZREEF -

(g) " BEESEHTEERZIRE ZEETEEEAFT
s Bl BT 0 112(HI-VH)ZBEBFI P | RSB ZHEEB LW
R8BR-MEAR/EEBAZEEERFS

(h) " BEEHEEETERZIE ZBETEEREFAFT
sk Bl E ¢ S2(LO-VL)Z R A B AFF P » | REHMZ I EREZERN
N BE MR R/REBAZREERFS -

(i) —EHke B EETJEE > BF5 &R :
SO(HO-VH) . Fe BB ol » 1 LS B B E B K E - Bk
Mk k/REBAZEERFI RE#ETEE - BF5HEG 5%
52(LO-VL)ZEEBRFIT > | BB ZBEEBREWMAK - GRE -
iRk B /8 qE A Z e BB R A e

) —®&EiyE Ba: E#E#TEE - BRFIHE
HN2(HI-VH)Z B EBFI T 1 AT B ZBEEREIMA ;KL
R R /KB AZEERFI REETERE > BRF 5 H55
52(LO-VL)Z i A B EFII T | KZBZHEBERA - 8K
IR NS F-3 3 1

[0090) B FRF AR E » E(O~G)PE—FHZH B DA
B)~EFE—HZNEBEAKEERE -

[0091] M & B Z BV AKX ~ BR & -~ MR R/HBEA » FF IR
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o BRG] - B4 A AT b R B AR -

(0092) T B A8 = - Bl40 BL F 2 BE 25 B LA -

(0093) FE3IB RIS : 50 HFFIHA - 112 2 EPT
&% > CORUFFIHAY - 9)Z 3 fr> e WA B Val (F 513
RISk 173) Bt ARHRE - BERTEE - K AFIH
BlSE SORFABAGE 12 8By WEBFH > EE T2 E
o BFFIBAIE 9 RB I EEBFY 2 CDRI A K AR
SIS A% 0 173 58 2 BE 8 £ 91 2 CDRI -

[0094) FF %I BISE © S0 RAFEFIMANGE : 112 2 @I
B > CORI(FFIBAIS © 92 4 fr 2 Met A B Ile (5 51 B
RISk 174) Bt ARFRE - EERTEE > HEFI B
Mgk SO BB 128 R BEBRFH Y EET % E
o BFEFIRAIG  ONB I MABFS 2 CORI AR EF
SIS AISE : 174 2 2 B E B F Y 2 CDRI -

[0095) FF 38 RIS © 50 SFEFIMANGE : 112 Y @
B CORI(FFIZBIGE © 9)Z 4 {2 Met LA B Lou(fF 51 i
RISk : 175) B > ARHRE BERTEE > BEFI B
BlgE SO FFHIBMANGTE 12 8By RERFN Y EETEE
o BFEFIEMAIGE  ON B MEBFS 2 CORI AR EF
5 A9k 1 175 2B 2 B E B 512 CDRI -

(0096) FF 318 AISE © SO RAFEFIMAG : 112 x @gEm e
Bf > CORIFFIBAILS : 902 3 1> lle WAL Ala(fF 5 B
RISk 176) Rt ARHRE-BERETEE - 255 H
RISt SO FIHBAE 128 By BEBFH > EE T2 E
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T RFRFI@A ORNBMIKERFI Z CORIBRARRF
Fls al st + 176 s 2 e B BE 5 5l Z CDRI1 -

[0097) B3Ik AISE : 50 SFEFIBMAI © 112 > 58 o] 8
&% > COR2(FHIHAISH © 10)Z 112 Leu MR KB Glu (F7
EAlHE  113) - Rt » A BHRH -—BEEHTEE  FHFI
A SORNFHHBAE: IR HRIEEBFEI EE TS
B BRSNS 0B ZEEKFI Z COR2ZEFAR A E
oAl s - 113 EZERKRFS Z CDR2 -

(0098] /5 5 3 Al 5% : 50 A FIak A9 : 112 2 & o] g
B % > CDR2(FFIHAIFE - 10)Z 312 Asn ;U & Asp (FF %)
B A EE  114) Hit > AFHREE-—BEHTEE  KEFT
s AR SO FESIBAISE 112 Mo HERFY 2 E MO E
Ef o EFFIEGISE: 0B cHEBFIZ COR2ZEARARF
Gl Al SR : 114 CEH B EKF S Z CDR2 -

[0099) o A5k ¢ 50 BECFFIS Aot : 112 2 & i o] &
&+ - COR2(FHIFHAISE : 10)Z 13 iz Gln UK B Asp (F 5
Al e 115) - Hit  AFHERBE-—BEHTEE  KEFT
AR SORFIHMAE |12 N BE T HREBEI ZEHETE
B AFIEFE 10 RZIEEBEFI 2 CORZEA AR
FHIEAe : IS8 ZMERFS Z CDR2 -

[0100] /=53 A 5% : SO S FIS A S : 112 2 H ol &
&% - COR2(F 5 A : 10)Z 142 Lys ;LA B Gln (FF 5l
B AISE C116)c Hit » AR ARE —BEEHTEE  BKEFT
AR SO MFEFIEHAG IR RB I BREBEI ZEHTE
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B BFFISA 0 HZEAEKFI Z CODR2ZIIAAER
ol Al s - 116 5L 2 & B 7 5 2 CDR2 -

[0101] FEHIEkFI%% © S0 B FISHAISE - 112 ~ & 7 &
& - CDR2(FFIAI5% : 10)Z 16 fii 2 Lys LA & Gln (7 7
BAlsE 117 - At AR AR -—BERFERITEE - K HF
A SO BIIHAGE 2K BREBFEY 2 E
@ BEFFIEAH: 10 0EH ZBEEBRFIZ COR2ZEARABE
Folasalet @ 1178 ZEEBKFS Z CDR2 -

[0102] f& 51 38 B 5% © S0 S FHI AR © 112 2 & o] &
& - CDR2(FFHIHAIGR : 10)z 17 fii Z Gly ;LA & Asp (FF 7
AU SR 118) Wt AR HREH-—BERTEE - HAFT
A SOMFEIIHAGE 2B HERF 2 BT &
Ed BFFIEAI: 10 B ZKEEBFI Z COR2ZEARABEA
FRolss st « 118 S8l 2 e A B %] Z CDR2 -

[0103] /7 %1 3% Bl 5% : SO S FI A% « 112 Z = ## 7] &
& > CDR2(FHIFHAISE © 10)Z 16 fir Z Lys BUf4 % Gln & 17
fii Zz Gly ;AR Asp (FFFIsKAISE ¢ 119) - FH L - A EFRE H#
—RBEHTEE  KEFIIHAE  SOXFIIHAIGK - 112 52
BHREBFIZEHTEE D AFFBANE  108HZE
EMFIZ CORZBMARBEFIIEANG: : 119 DEHZBERFF
5] Z CDR2 -

(01041 F= 5 8% A 5% : 50 SFFI s RISk © 112 2 &= # o] &
& - COR2(FFHIHEAI 9% * 10)Z 14 fu z Lys ;UL A Gln -~ 16
fir Z Lys LUK Gln Kk 17z Z Gly LUK Asp (F7 51 3 A 5%
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167) - At » A BFHERHE—TBEEHTEE - &8 F 5055
SO FIIHABIS 2B BREBFIIZCERTEE S > &
PO SR 10 R 2 A B F 5 2 COR2 5L & B F 51 & 71
B 171 LB 2 EBKF 5 Z CDR2 -

[0105] FE 5 &8 Al 5% « SO SHAFFISRAISE : 112 2 E @&
& > CDR2(FF A5k + 10)Z 13z Gln LK & Asp ~ 14
fir z Lys ;U A Gln-~ 16 fi Z Lys ;LA % Gln & 17 fir Z Gly
AR Asp (FFISEAISE - 172) - Nt - A X HBMH —EH &
AEE RPN SORFINHAIN 112 0HZKEE
BREFIZEHETEED  BFIHEFSE: 10 L8 REEFT
Z CDR2 MK BEFFIHZAE : 172 L HKZ2BEEBFEIZ
CDR2 -

(01061 FF 5 3% A 5% * SO SFFISMAISE : 112 2 & o] &
&g > CDR2(fFHIFABISE + 10)Z 10 1 Z Ser A & Asp(fF 5
Al 17T At AEFARB-BEHEITER » KA FT
BRSO FYIEAGE c 112 R B ZBEBFY 2 BT
Ed BRSNS 0B 2 HEKRFI Z CODR2ZHAK AR
Fola@alst - 177 o8B 2 REBKF 5 Z CDR2 -

(0107 F7 31 3 AU 5% : 50 S FIEAISK © 112 Z &= f# 7 &
&S > CDR2(JFFIEAISE + 10)Z 13 fr Z Gin B & Pro(F 7!
AR 178)c Rt AR HRU-—BEHITEE > KRAFT

G BFSIaEnst 100 IEERFSZ COR2ZIAAER
PRI RISt + 178 sCE < e £ B 5 5 < CDR2 -
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(0108 R AISE - 50 RFFIHAGE : 112 X EHT 2
@ CDRI(FFIBMAMESE : 11)Z 3 fr 2 Tyr LA B Leu (575
A 179 Fit > AR HRE - BERTEE - AT
BRI SO M 12 BB AR Y BT e
B EFSISAIY: || SR EERFS 2 CDRIMMA AR
RIS RIS 179 524 2 B % 8 5 51 2 CDR3 -

(0109] FF 58k RI%% : SO SFFUSMBIS : 112 2 Eme] 2
B COR3(FFIHAYE : 11)Z 10 fr 2 Met BL K % Leu (5 51
HAIYE G 180) Wik AR PRE - BEHTRE - BAFT
SR SORFIMA 12 PR REBE Y &M
B EFESIRAY: 1 R BERFS 2 CDR3 A KA
FEFIERISE 0 180 32k 2 B & B ¥ 51 2 CDR3 -

(0110] FF I3 A% : 50 SFFIMA : 112 T H@T 2
@ - CDR3(FFIMAGE : 102 11 fir 2 Asp BU & Glu (FF 51
HAGE c 181) Wit AR PRE —BERTRE - WAFT
BAGE ORI 12 B H Y HEB S e
B BFSIBMAI: 11 M2 BEERFS 2 CDR3 WA B A
RIS RIS - 181 B 2 B EBF Y 2 CDR3 -

(0111] FHIHAIGE - S0 RFFIHANE : 112 X E@ 2
@ - COR3(FFIMASE : 11)Z 12 fir 2 Tyr WL K Thr (F 51
A 182) Wit > AR FRE—BEETRE - H AT
BAISE  SORFIIBMBIGE : 112 B2 AP B
B BFFIBAY: 1 REZBEERFS 2 CDR3 BA AR A
RIS A 182 A 2 B E B F 5 2 CDR3 -
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[0112) FEZIE AISE - 50 A FISAISE « 112 X EH T
& > CDR3(FFFIEEAISE * 11)Z 121 Z Tyr ;LA K Ser (FF 31
s Al e 0 183) Rtk AXRHARE —BEEHTEE > K EFF
BAGE  SORFIBAE 12 R BRI BERFH Z EETE
B BEFFSAsE: 11 B cHEERFIZ CORIIRK A E
Frolealsat - 183 & 2 E B 5% 2 CDR3 -

[0113] FE I AR « 50 SR HI Ak « 112 2 EfEo e
B » COR3(FFHIHEAISE + 11)Z 10 i 2 Met BN & Leu -~ 11
it Z Asp BNfUR Glu &k 12 fit Z Tyr LA K Thr (F 5l & 51 5% -

S0 FFIEMAIS - 12 DM EBRFI 2 EHTEES - B
oAl s 11 o8 2 A FF 2 COR3 BUA & B F 51 % 71
St 184 S Z A F S| Z CDR3 -

[0114] F 3 AISE : 50 HAFFIFHANK : 112 2 EgEo] &
B > CDRI(FFHIEAIFE + 11)Z 11 i 2 Asp BUfR B Glu & 12
fiiz Tyr BUAA K Thr (FFFI S A15% - 185) - Btk > A& 8H R # —
MEHTEE  BWAEFTIHASE - S0FFIEAH - 112 2&H
ZHEEBFICEHEYTEET  RFFISHANSE: 11 L2 KE
Byl CORIEMARBEFTIHAG - 185 BB ZBEERFT
2~ CDR3 -

[0115] FF 30 3 A 5% : 50 A FIFHANR ¢ 112 2 &= & o] &
&d > COR3(FHIHE AT - 1)z 3 fiiz Tyr LA & Leu-~ 11
itz Asp R B Glu K 12 fii 2 Tyr 4% & Thr(FF 7 3% 51 5% -
186) - Rt » A HRM —EEETERE > ¥ K F 5005
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SEGZIEVERRIVES 74 31 2. Fa ¥ L 11K
BRI 11 5 0k 2 B B 6 FF 512 CDR3 HUAL & B 51 5
5 : 186 3T # 2 B B 7 51 2 CDR3 -

(0116] FFHIAISE : S0 RAFEFIBMAE : 112 > B@E T
@ > CDR3(FHIBAGE © 11)2 3 12 Tyr AR Leu- 11
fir 2 Asp BLFE % Glu B 12 fir 2 Tyr LA B Ser (FF 51 3 7l 98 -
187) - Wit - ASFEEG - EEHTEE > B EFHIH 5
S EGZIEVEARIVER 24 -1 2. Fa 1 L 11K
RS RIS 11 S0 H 2 B 51 2 CDR3 LA B B A 51 A
S 187 500k 2 % 2 B 7 51 2 CDR3 -

(0117] FEFISHAISE © 52 2 8@ % &P - CDR1(FF ¥l
RI%E:13)2 1 fir 2 Arg BLA R Gln(fF 58 3195 © 121) « B B »
AHPREM - ERBTEE  BEFINBAE 28Ry B
B RS ST B E b B SR8 13 50 W 2 W B
> CDRI Hifth AFFISMAIYE : 121 LHY BERFH
CDRI1 -

(0118] FF o3 A%k 52  #S @ %& B » CDRI(FF ¥l
RISk 13)2 Sz Asn LR B Asp (FF 51 RIS 1 122) B It -
ASHREE - BERTEE BEFIRNE: 2 2 REBF
0 YEBTBE S > EFFIRNYE: 13 BRI BEBRF
CDRI1 Hf% % £ F# 51 3% %1 38 © 122 0% 2 B % % /% 50 2 CDRI -

(0119 FFo s 7158 : 52 ZaS @ % @b » CDRI(F 5l B
RISk 13)2 8{r> Ser MM B Arg (FFIBAISE : 188) H Ik -
ASHEM - BRETEE SEFIBAE 2 NR T BE
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BEFRyzR@EoEE P AFIHEFK I3 BIEERFT
7 CDRI B % EF IS A9 188 3285 = B & B 7 51
CDRI1 -

[0120] FHIBAS 52 Z@EWTBE b - CDRI(F 7 3%
BIgE: 13)2 10 {2 Leu BUAR & Val (5 51 3% 5 9% © 189) [ i -
ASERE - EERTEE  BAFIBUL 2R R EE
B Y T BB B SR 13 2 B S
> CDRI Bk % B 5IH A% : 189 2 # 2 b & 5 5 51
CDRI1 -

[0121] FHIHAS : 52 Z WP TBE S - CDRI(F 5l 3%
RIS 13)2 8 L2 Ser B/ A Arg B 10 £ 2 Leu BU{A 5 Val (F
FUBBISE 0 190) Wit - ASBREE-—BEERTRE - WAS
FUBM RIS 2 R AR SR TRE S B A
S 1 13 S8k BB P52 CDRIELFC A & FE 5085 % 190
2 2 B % B ¥ 51 2 CDRI -

[0122] FFIBAS 52 ZEMTBE S - CDRI(F 51
RIS 1 13)2 22 Thr B A Ala (F5ISBIS : 191)« Bt -
ARERE - EEHTEE BAFIBAL 2RI BE
BNy ME T EE D BF IR 13 R S
Z CDRI IR AEBERFIHERSE - 191 LB ZBEEBFI Z
CDRI1 -

[0123] FHIBASE 52 ZEMATBE b - CDRI(F 51 %
RIS 13)2 2 {2 The B4 A Ser (5 53 BI %% : 192)« B Ut -
ASERE - EERTEE BEAFIBNS 2R BE
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BErEilzRETEEY  BFISBNF: BB ZIEEKFT
7 CDRI MR ABEFFIZAGE - 192 LB 2BEEBRFIZ
CDRI1 -

[0124) R AN SR : 52 ZWE I EE F - CDR2(/F 5 &
Flsk 1)z 1fzz Asn BUU K Asp (Fp 5l &8t Al 9% ¢ 123) - R IE
AHFRE —ERHEVEE BAFIHRF 28 B BE
BErilzR@ETEEd BEFFISNF 4B ZBKERFT
2 CDR2 AR ABEAFIHANGE - 123 LHEZ2EHEEBRFIZ
CDR2 -

[0125) FE 3Bk plok @ 52 2R & & P - CDR2(F 5 &
St 14)z 3ftz Lys AR & Gln (FFHI B A5 - 124)- Btk -
AHHRE —ERETEE BAFIIHRKE 28 Bz BE
BEFIzRETEED BFFIHNE YL HZEERFT
Z CDR2 I BEAEFIHANGE - 124 TEHZBEERFI Z
CDR2 -

[0126] 3 a% Al SR ¢« 52 TR\ EE T - CDR2(F 5 &%
BISE © 14)Z 5 fr 2 Leu B A& Glu (FF 53 30 %% : 125) K ik -
AZHRE-—ERETREE BEAFIHRNE 2B 2BEE
BEIH2RETEES  BFISBNE 4 0B 2BEEBRFT
Z CDR2 A BEAEFFIHAMIE - 125 LB/ ZBEEBRFIZ
CDR2 -

[0127) oI AI 5% « 52 2 @@ # & » CDR2(F 7l &
AISE - 14)2 7fiz Lys BUAA K Gln (75 3 A 9% : 126) - R 1t >
AZPRE-—BERETEE - KEFIHFE 28 B 2BEE
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BRI zRETERE T BFFIEAISE: 1408 ZBEEREFT
Z CDR2 IR B ERFIIHBIG : 126 M Z2BEERFIZ
CDR2 -

(0128] B3 s RISk © 52 2@ # &+ > CDR2(FF 5 &
At 14)Z Tz Lys LA K Asp (R FI&EAI5% - 127)- B I
AHEARBE-—BERFEIBZE BEFIIRK 28 H2BEE
BNy ME T BE S BF IR 14 % B
Z CDR2 A BERFIHEZASE © 127 LB 2BEERFIZ
CDR2 -

[0129) FE s 5% & 52 Z @O B & » CDRI(F 5 H
At 13)Z 1frz Arg A% Gin K& S Z Asn U B Asp (FF
U Al sE - 169) - Hh » AB¥HRH —ERFIEE > KEF
FUEAI SR - 2B MERBRFIIZ2RETEE T - EFFIHA
B I3 EEHIEEBFEI Z CORINARBEFFI IS : 169
SE AR 75 Z CDRI -

[0130] F I AISE © 52 2@ # &+ » CDR2(F 5 &
BUSE © 14)Z 3frZ Lys I/ %B Gln~ 5frZ Leu ;LA B Glu &
7frz Lys U B Gln (FFIEAISR  170) « R IE > A & 56 2
—ERETEE KEFIIRAINE 22E@BTEEF AF
FIEAISE - 14 B2 BEEBFI 2 CDR2 WA & & F 55
5 170 LE 2 B E B F 5~ CDR2 -

[0131] oI AIsE « 52 W@/ E &+ > CDR3I(F I H
ISR 15)Z Sfrz Glu UMK Asp (FFHU RISk : 193) Bk -
AEHRE—ERETEE BEAFTISMARK 52 2K @&
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B BFFIERSE  ISEEMIEERFIZ CORIAR AR
FFoIa At « 193 sCR e E B P52 CDR3 -

[0132] o3I AISR © 52 Z R EE P » CDR3(FF 5 &
BT © 15)Z 6 it Z Ser BN K Asp(FF 5k Al 5t : 194) - WL >
AHHRE-BEEEITZE  FRFISFF: S22 Z2EHETE
g RFEIEASE IS ZEERFY Z CORINR B E
FPAIa AR - 194 SCE 2 e A B P31 Z CDR3 -

[0133] B AISE « 52 TR EE P » CDRI(FFHK
plst : 15)Z 9z Z Thr BUX & Phe (P 5k AT 5% © 195) - W IE -
AZHRE-—REEETEE KAEFIISAGR: S2 2E#ETE
& BEFFISEE: IS ZIEERFIZ CORIAK AR
Pl et c 195 s Z & B 7% 2 CDR3 -

(0134] B % » L BEEBRAUSIZEIA - Sl F 7
s Al 9T LI ERRF Y Z E# FR2 10 3 i 2 Arg BLAR
REMBER HREIBEERARFIRE  BEPFH M Gln-
BE > RFIISEASE 9723 Arg LKA Gln K » A S
fir 2 Ala BUfX Ry Ser> (£ FR2Z BB A F 51 - oI A0 5t © 97
ZHEEBRFIS 312 Arg UK A Gln» 5 1 Z Ala AU R
Ser RZBEBFIIWFFIHB G+ 120 iR - B - A H
mE—TEEETEE K EFHIEEI5E 50 3 H A8t 112
REZIBRERFIZE#TEE D BFFIEASE97THEHL
BEBFPYIZ FR_OAARBEFIIEHANSE 120 CH I BEERF
5l Z FR2 e

(0135) b fr BB R TEBER > 75 F BB A
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EBEMAREAE - X s ERMIIZREBERMARES -
[0136] ET LA MARBRZNBZERSE > fla:& AF5
s Al - 16T RBMIEERFIZERTEENGR 8K
Flek plst - 168 SLHMZIBHERFIIZERETEEZHAE - 88
POl RIS © 16T RHMIKERFIZE#HETEE R A FFIH
Alat t 1 LM BHERFIZERTZENHBE -
[0137] X - R EAMARBZERETEEILBH - Fla DL

EBEFFY -

Q)—BEHFE]EREHILI)
EBEFFI -

(3I)—HEE#E & & H28)
EBERFY -

(4)— 78 & o o] & & (H30) »
EBERFI -

(S)—TE = # 7] & & (H34) >
EBERFY -

(6)—T& E i 7] & & (H42) -
EBERFI -

(7)— & & 7] & & (H44) -
BB -

(8)— T = #f o] & (& (H46) >
BB -
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(H—EEFEAEEMHST) BFIFIEART - 212 THZ K

EBFY -

(IO)—EE#EAEEMHI) BFIFIEFR - 213 &I
EBFY -

(IH)—BE#ETEEMTS) BFFIEHASE : 214 @WK
BBy -

(I2)—RBE#ETEEM2) AFFIEAI5 : 215 L Z K
EBFI -

(I3)—EEEITZEEMHI) BFFIFEHFIHR - 216 L# 2K
By -

(1)~ EEETTEEMHIS) AFFIEGIHR - 217 e Z i
EBF3 -

R AR R E TS R I T 6
TRE -
(15)—EEETEE LI SFFIBAS 218 DB K

EBFI -

(l6)—EEEATEE(LLI2) RFFIEAHR - 219 L Z
EBFI -

(I —FEE#ETZEELL7) EFFIE5H 5 - 220 L8 2K
BBy -

(18)— T & W 8 & (L50) > B FIEAI5 @ 221 sC 8k Z %
EBF5 -

BE SLtiE# 2k E# 0SB REZAEERD
Bl a0 AT Ji g e
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(19)— f& $1 88 (H28L17) >

M EE

(20)— & i A& (H30L17) >

HABE -

(21)—FE HL 8 (H34L17) >

HETBZE -

(22)— & 71 %8 (H42L17) >

B EE -

(23)— f& i 46 (H44L17) >

BEEE -

(24)— & YL s (H46L17) >

M EE -

(25)— i A2 (H57L17) >

o EE -

(26)—FE L A8 (H71L17)
A& -

(27)—E L B (H78L17)
U EE -

(28)— F& 1 B8 (H92L17)
EEEE -

(29)— fE L 48 (HI9TL50)
HAEE -

(30)— & $L 2 (H98L50)
TR -

2125-10186A-PF

BEQZEHTEER(T)ZE

BE@ZERTEER(NZE

BEOZE#HETEE R(17)ZK

BEOZEHETEEK(17)Z K

BEMZERTEER(7)ZE

BEQRZEHTEZER(1T)ZE

BEOZEBTEERINZE

HEOZESTBER(17)ZE

EE(DZEBETEER(17)Z G

BEI)ZEBTBER(17)2 &

BENZERTRER (18)2 6

EBES(I4) 2 EETEE R (18) K

49

e
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[0138] A& B ABELEHRBRERACEEE - 57 5 AER
RREFEHNEEEEE - ABNBEXRENEEE ZBESL > 6
40:1gG1 B 1gG2 ZRFHVE E & - X > # £ A A FH 51 %8 2R /R Y &
EEF - 1 BB EAEABRLENR - % - IRKA/EBEBAZE -

(0139] ANBEHBRENEZE R 1 30% Bz AR KRN
R-BE - MEAK/EBARZBEEERFHRE > BT

& E & -

[0140] [& & & (M58) » B /750 A5k ¢ 128 L 2 I & B&
731 e

[0141] E & & (M14) » EFFIHAI5% * 129 8 < AR
73l e

[0142] [ & & (SKSC) > ¥ # A5k @ 62 88 < B E K
750 -

(0143 FREEETE SR E 286 > 5 ob
TrEENE -

(1) —BEH A2AFBRIE: 167 RRZBEEBF
Sl A EE R A SIS 128 2R ARSI G-

2) (WDZzEHET > BEFFIRAE : 17 RRZBEEBRFT
> CDR2 WA BEFEFBASE : 172 SR BEBFI 2
CDR2 -

3) —EHE B2()ZEHEEAFIBRIYE 15228
TR EE T S

(4) —BHE G2QZEHEAFFIBAE - 152 26
rd %3 32 P4t B

2125-10186A-PF 50
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[0144] A2 B3 NPl NRIO B 2 F E B 6 & 40 B
TRy~ (o)FE—IFZHE -

(k) — &k B2 RFIHFIK : 54HO-VH+E E &)
SREZERERFIZE# -

() — &y B2 RFIEFIE - 130(HI-VH+ B E &)
B ZEERFY ZE#E

(m) —fEHEE B2 RFIHEBSE - S6(LO-VL+E E &)
REIEERFY C K#E -

(n) —EHE B2 BRFIEHF - S4HO-VH+E E &)
R ZIEERFIZEE  KREFIIHEISE : 56(LO-VL+E FE
B HERFI ZEH# -

(o) —HEHE B3R FISHASE  130(HI-VH+ B E &)
M ZIBEERFIZERE  KAFIIHEAGE  S6(LO-VL+E E
B Z I AR 2B

(0145] XX - B /753 A 9% ¢ S4(HO-VH+E & & )T 8 2 &
EMFIZERKRBEFIISEAS - S6(LO-VL+E & BT & 2 &
ERFIZERE > TOF | RZBIBERLEWA - 8% 0
RIS A e B AR BRK - IR KR/EEA TR
ZENBEEEBTET > TIEITEELEEEWEHLET -

[0146] F it » AEFEHBRBUT ()~ (OFPE—HZ B -

(p) —HEHR BER&FIIEG IR S4(HO-VH+E E &)
ZHEEBRFIS | PR IEEBREIMA - BX - AR/
HEmALBZEEBRFIZEH# -

() —HEHE BB RFIIHEFRE: 130(HI-VH+ B &

2125-10186A-PF 51
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B)ZHREBRFY P 1 RSB ZHEERERMN - K - DK K
/AT ZEERFY Z E# -

(r) —HERE B3 ABFIENR - S6(LO-VL+E E &)
ZHREBEFID 1 RSB ZIEEREIMMA - BRK - MK/
HBEALBIEEARFI ZEHE -

(s) —HEHEE Ba: E#  BRFIIHEHH: S4H0-VH+
EEB)ZBEEBRFI T 1 NS HZBEBLEIRMA - 6K
BRI BEAZEEBRRFI KEH#E - B8 F5 R
56(LO-VI+BEE&)ZlEEBFI T - 1 HHEZMEREEH
- 8RK -~ TIER R /B AZKEERRFS -

(t)y — ik g3 E# > BEFFIISEA5: 130(HLI-VH
TEEEB)ZEEBRFI G > | S B ERERMAR - KL -
Ok ke /B AZEERFY R EH#E > BR&RFYHEG R
56(LO-VL+E E&)Z B EBRFII T - 1| RFHZEERER
R BREK IR A/RBEBAZEERFS -

(0147] BEFBHARE B~ OE—ZHlE &K~
(OFE—NERRKEERE -

(0148] Fiz A Bk =~ HUM ~ &R & - DAl R /3038 A K B 30 BR 2 o
B 75 O B 40 &% | ol By A B B AC -

(0149] X - /WA L NBLEHITEEZ RERF T
(FFoIsk Rl st - SO ZmEFINAOFINHFIE  49FR {HER
ANBLEE#ETEB ZEAEARBREI(FIISE A - 52)2 @& F 5
WMEFFIERIaR - SR ‘A ABCERZEEBRFI(F
FUsk al ot @ SHZmEFIIWFIIFEA S : 53 Frim > ‘|BH A
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FE#EZHEERFI(FIISEBIS © 56)Z & F 5 4 F 7 &

BUSE ¢SS

[0150] B & » A HRHAEPFBA LR Q~OPE—EZ
MEMRBZIAERRAELCREERLERAEL ZHE -HRHEE

Fiw e

MERAELZEENESLEHE -

[0151] B & » AHEHERHEUAT(W~WFE—HZHE -
(w) —HEHR  BE2RFIHELS: 151

5l Z &

(v) —HEhf BsRFI &S 152

o

5 Z 5 3 -
(w) —REHB B0z EH#HHE(VZRE -

(0152 B ASHREUTE B EH - €8 K

PlAe e
(1)
(2)
(3)
(4)
(3)
(6)
(7)
(8)
(9)

2125-10186A-PF

—TEE # (H17) >
— T E # (H19) >
— T = # (H28) >
— 1& = # (H30) >
— T& = & (H34) >
— & & # (H42) >
— & E # (H44) >
— & = # (H46) >
— T& E # (H57) >
(10) —EEH#EMHT) > BF3&E5 5
(11) —TEE#H78) - B3l a 5

B 7 50 8 Bl 5t
B 7 508 Bl 5t
B 50 8 Bl 5t
B 7 505 R 9t
B 7 5 &R 5t
B Fr 50 8 Bl 5t
B 5l 58 Bl 5t
=N E- %A
%

53

222 2 g B 7 7
232 EBFT
224 Z i BB i 7
225 2 i E B
226 Z B B BE Fr 7]
227 Z i BB 7 7]
228 2 lE BB P 7
220 2l E B Fr 7
230 Z Fg B 7 5

231 Z B E B P 5
232 Z g B B 7 5

S HEERF

A HEEREFF

Wy
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(12) —TEE# H92)  EF IS - 233 ZHERFS]
(13) —HEE#HMHIT) BEFFIEHAHE - 234 2l E K F 3
(14) —EEH#H98)  BFFISAlst - 235 2 E&HKF 5
(15) —RBE#E L1 BRFIISHAE - 236 ZHEAKF T
(16) — EE#FE (L12) RIS AISE © 237 Z &8 5l
(17) —REE#ELL7) BFJIEnst @ 238 ZE&KFI
(18) —REEC 4 (L50) - B 50k al ot « 239 Z g A& B Fr %
(19) —EHEH28L17) Ba @) E# K (17)Z & #
(20) —HE A (H30L17) > BE ()2 E# K (17)Z & i#
(21) — B H34L17) B2 O)ZE#E K (17)Z ¥ #
(22) —HEHAE (HA2L1T7) > B E(6)Z E# K (17)Z ¥ #
(23) —HEPAE(H44L1T7) > & (N E# k(17) 2 &K #
(24) —EP A (HA6L17) > BE@®)ZEHE R (17)L & i#
(25) —EREMHSTLIT) BE& ) E# K (17)Z & #
(26) —REHAEHTILIT) B (10)ZEH#H K (17)Z2 K #
(27) —REHAEMHTISLIT) BE(IDNZEHE K (17) 2 &K #
(28) —REHARHI2LLT) B (12)ZEH#H K (17)Z K #
(29) —TEHIAR(HITLS0) » & (13)Z E# & (18) 7 i #
(30) —TEPIAS (HI8LS0) & (14)ZE# K (18) 7 K #
Bl) —EE# HEHPED~UHFE-HZEH#H > B |
HEBZEERENR -BRE -NMHRE/EBBAZEERFY -
(32) —EE#E > Ho > (IS~ FE—HZE#ED » &
| B AR K MR R/EEAZEEREFT
(33) —®@Epife  HPb > A)~COFE—HZHi@gd » B
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| HEZH I HEBENA - BRE - NMRER/ZBAZEKEEBRFY -

(34) —EHE BHAN~CHPFE-HZHBFRPHRZ
MEREMBMEE ZHREREf -

[0153) Re BB BN M - 8RR - IO R/ A 40 B3t - X >
MBAENEFIMBZIONREACSMNAEBRIERE L ZHE
(I i

[(0154] B > AR HRUEBAAZHITEE - £ %
HYE# AXEHIEEXNALAGHZIBEZER -

[0155] B AR HRBEELHERZES -

[0156] P& » AR PHREFMNALEBBERL R 2T F
Bl e

[0157) B > A HGHNHEAZHITEE - X8
HyE#H AZHIEKFENAZH IRV I AL BEERL
p e R i a7

[0158] & % - HF XM FFTHMZTHELRKE -

[0159) & & & ¥ & 1 °8

KEHT > FUNRIOMBEZEBEREZ— » PlOHHERE
Bl Zh B HEER 2 Z2nE A& HP > EEEH 1 %
ERFIEAIR 76 Z ABNRIOZEERFI ¢ @R E K
BRZARETREE 21 U ZHAEARZ 120l cHEBAILEZE
B (LPAKP~LENIA) - X » KEHP » GBI 2 %5 F7 &
At 16 Z ABMNRIOZEEBFI F B EBMRKZRKE
TR 121 Iz2kREBRZE 227 U Z2BREE B L2 E K
(KTEPP~ EEEAP) -

2125-10186A-PF 55
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[0160] MW HLEHBARKANRE BEREFMEEZ 3
B ®mEAEABELLLLE -

[0161] A &BHD » REZHBA - GIOHREBEH 1| Z
Pl - MBEER I 2HBASTRNESE  FRABESLES
}Eﬁ °

[0162] #i &8 ( F17E %)

A RS R PAIEE 2 NR10 J 8 -

[0163] 7 & 85 o> ¥ 5% NR10 Z 1 fIJE M 4 5 # ] NR10
BHEE IL-3 MEa2ENE  RERIH NRIO R £ H
& MRy E M -

[0164] H NRIO ffI/EMZ B2 ERN FlUO#EHE X
IL-31 ik FHAMKAMEERBE > BEZ IL-31 REXH
Mk MEMGI B R T ERET - L FEP > MWEH IL-31
WREMEMBEERZEENE  HE HE KN NRIOESREEZ
biRg - |

(01651 #7148 (— A% )

ABHZHB EHRKEFARE THAABERE - /NEHHE -
REVBETEDYWRFENIE - X 7 B#& & (chimeric)#i
B AL (humanized) BB S EHEME - W Ll - A8 HZ &
FEViEE > Bl NELERE -

[0166] tx & i B8 > A ANBE I Z WA B Y4/ B b5
CEH RBUZEAANBENBCEHEH KEECERE
R - -mEenB > TERERAFEHE - fla BREE
R EHEEE BANBESRE THEAFEIUNETHE QO -

2125-10186A-PF 56
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% B8 Carl, A. K. Borrebaeck, James, W. Larrick, THERAPEUTIC
MONOCLONAL ANTIBODIES, Published in the United
Kingdom by MACMILLAN PUBLISHERS LTD, 1990) - E 8 i
EONMEEZI nRNAFAREHRBERNIBZTEE(VE
5)Z cDNA- ERERBERBELENHBEZ VERHN DNA » HI
MHBAGHESEMEZABRENEEE&E&(CEBE)Z DNA EHEE > I i#
ABIREHE  -H JREBELEVBZ VERZ DNA FHA
FEe A ANENRB CERZ DNANRIEERE - @ANEERREZ
Hl & & fl 40 - ¥ 58 F (enhancer) B FEMZITHRERBEZR
Rk EXR UHXRBHEERFIAEER > EFERSNB
x| -

[0167] X » ABEHIBZHBFEATAEEH - flw - & A
BEMHEKRRKRBEIN(n vitro) UFMENEXRNREFFEHRRE Z @8
i EREMENREAEEBRAMBAIO U266 G& > th T
REHRNEREESEEHZIMEAEBENB(ZEZREBAR Q¥
1-59878) - X » Al B NENEBEARN BB 2 EFNEHEE
VURMENE 2% » BIELNSREABRNLB(SRBEKEHEF H
% ABISEE WO 93/12227 + WO 92/03918 « WO 94/02602 « WO
94/25585 ~ WO 96/34096 ~ WO 96/33735) -

[0168] B  EXNEFAAENBEEBEE  WHEKX
e ABERZEM -Pl0 BFAENBZITEELE#HTS
(scFv)HY & 20 7 H % & A2 2 3R (phage display) A EE B E 8 R
HRR WERHERNFELESEZLIREE LETRNMCEEZRES
ZER HERAEGBREENNEZAEIBZTIEEN

2125-10186A-PF 57
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DNA F 3l - BEREBHBEE &N HLRE Z scFv Z DNA F 5] » Al g5 &
FAZFIZEERREE THEAERE KEFELAS
B > T £ % WO 92/01047 « WO 92/20791 ~ WO 93/06213 ~ WO
93/11236 ~ WO 93/19172 ~ WO 95/01438 ~ WO 95/15388 & -

[0169] X # B HBP REAEEHN NRIOZEEEM®
ik fRESE > MIAEBESN IgC6 BREZ_EHE » 77
B —EHRERU MARRZLZENLB NEEENHEREZ
MR Z ¥ E — % (Bispecific)jile - A EHZ L BB 8452
MEHRNEEEH U ZZERRE XA —HoH2TEHEENR
FREEHUZzLEHNE A¥8HAZHB TR/ IIEBEZ2ES
F REREEEN NRIOELE » 0 & &5 F 1L i 84 5 H (2 6f
Y e

[0170] X » A HF » iBE T BES FEHE - BS
FiLPiEE - BAE A 42 EH  (whole antibody > fl#41 whole 1gG
FIZ—WoBrEZHBRENE REHPN NRIOELES)
MR/IPHMEEMNAFANRE - AEHP > Ko FLE
RES2RIBZ M2 FAFIRE  BUEEETEE
(V)@ EE(VL)E#E > LERE VHE VLR HZESH
FEDE - X AEHZBIFBEMBEES - §la:
Bz CDORZES FIiBE K5 FAEHEFEE 2 CDR>
Az 68 COR 23 » R/ & — & 4> CDR -

[0171) A&+ - KO FLHE BEABR2EHRBE
TTERN PUEBRER _ER =8 NEBEZLERE
F O ERERAREENBOTFERK -

2125-10186A-PF 58
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[0172] Hif8 F B2~ S48 1 > H140 Fab - Fab'~ F(ab))2 » Fv
% . X ES TG EZ B > HlA Fab- Fab' - F(ab')2 -
Fv - scFv(B# Fv) - Diabody - sc(Fv)2(% # (Fv)2)% - It % #
MY SFRGIU-_5HE ST8 TIEXR Eam Faes
EASHZED TS -

(0173] iR & > THEOBANRBUBEEAEFEE L
HEBRBMNE EERBABIBEE FIOALKEE BEAS
B RERESEARAN N THREEBEALSHBREBZE
R THEEAREGRES FHESIARZRGIO > 2
B Co, M.S.etal.,]J. Immunol.(1994)152, 2968-2976- Better, M.
& Horwitz, A. H. Methods in Enzymology(1989)178, 476-496
Plueckthun, A. & Skerra, A. Methods in Enzymology(1989)178,
476-496 -~ Lamoyi, E., Methods in Enzymology(1989)121,
652-663 Rousseaux, J. et al., Methods in Enzymology(1989)121,
663-669 ~ Bird, R. E. et al., TIBTECH(1991)9, 132-137) -

[(0174] ¥{LEBZ > BHBEABRZHELBEYE > S84
THEBEZHBAR ZHROEUBEEAEE ZHEA
B AEEETIROF L TERBZEESSHE -

[0175) (Al Lt LB ERB A HBRBOT -

KRB Z 4 1L © F(ab)2 5 Fab

BE G841t F(ab')2 5 Fab’

B 4% 2 % 1L ¢ Facb

(0176] A& BH T EL FIABATENRN NRIOAZS
EUR/RERESE TS EERB LA HEBRE -

2125-10186A-PF 59
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[0177] % {H fi #& (Diabody) 5 A A ERNB S HE Z — &
(bivalent) Z #i B H E% (Holliger P et al., Proc.Natl.Acad.Sci.
USA 90: 6444-6448 (1993)~ EP404,097 5% - W093/11161 5t %) -
Diabody ot 2 T MMREBEBBRZ _FEERE - BF  BHR_FE
ZHMERKE EHERBETR VL & VH LERE 74 5 - Diabody
o BHETF A VLE VHEKERAGESEREZE - BEM
 HMREETZIREREE PIORSERELE - A
ER—ZHREBELGHZ VL X VH> BAPKEHTEE F
B BHEMBETZEEREPR_-_ER - HER > diabody A
2ERREEEA -

[0178] scFv i > G ERTEE(VEDREHTEE
([VL) LU # 7 F & & 5 B 8 % BE AR &Y 1 82 (Huston, J. S. et al.,
Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883~ Plickthun” The

il

Pharmacology of Monoclonal Antibodies | Vol.113, Resenburg &
Moore 4, Springer Verlag, New York, pp.269-315, (1994))
scFvep » H# VEE K L VEE > 7] R ARHT L E 21
—PRERE - -HE VEBRZIHERKERETF  FAFEHNRS - Fl41 7
RHLEY 3 2 25 EREAFEBRZAEEHEERKEREZE FE
H-Bfems  PlOaERNELERERETFF -

[0179) Wi~ V@I > AR AW Lk PCR L E
BTLLPCRZER VERES  EXRKLUT DNAHR - Gl LR
W EX rEEFS 2 DNAERERFH -

[0180) 4RiBE R bifE ~ H #E HE V &K~ DNA %l >
)4

2125-10186A-PF 60
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WIS RHUIEZ LB LE VESRZ DNA F7

[(0131] FEFHEFHFHRARKZ DNA W In 5 5 ¥ FEZ 51 69
—H 5 FToLLPCRERFES R H#EHE L# VERZ DNA 5 5
MK -#%Z ZHEHBERMERKEZETH T Z DNA T K EH
BHEMKEZETF 2 DNAtF A PCREK - W EMBZIIF2Z
S MARELRSIIERZIE VEBRZIMNKRENELE ZBRERF
Bl o X > i [H# VES DNA] - [EIKE#E T DNA]-[L # V
B3k DNA]Z % DNA- FlH 4 &z( PCR 5] F# 1T PCR L JE -

[0182] A& X PCR HZ5lF B EEEHHE VEH
DNA]Z S'fl8y5lF »  BESHE(L # V EE DNAIZ 3|89 5]
FUHEFER - R > 4 PCR B3I T GEHKEEEL
MERZ scFvZ 2R FHIH DNA FLURAKNSI FH - 5—77
H o (IR EZ T DNAJJIRR B REEZ VIEE DNA BE 2 @&
ol - H&ER » 5%F DNA#4 > WHEHA S PCRASGIF
REELE scFVZERFRBRREY - —BHHEFHE scFv Z
DNA> JIFF A EZRI X FIREBEEE  REZRAEE
BMEPRZEHAR N FERGIZEHARERLERTE
Fyi% scFvZ DNA R » T B &% scFv e

[0183] K& ERVBEUAKRHEITEEZIEF X & 5 R
o AUEERFBEY > IO TEREE -

[VH]# £ T [VL]

[VL]# £ 7 [VH]

[0184] sc(Fv)2: 4/ 28 VH Rk 2 {8 VLU EEFELES
Ak B ## 8 1K 4> F 1E $1 #8 (Hudson et al, J Immunol. Methods

2125-10186A-PF 61
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1999 ; 231 : 177-189) = sc(Fv)2 » B # ¥ il 40 scFv DL # # F
AE BAE o

[0185] - LA 2{@ VH R 2@ VLA HEHEZHEK 2 NX
b (R By Z BE MK BE VH~ VL~ VH- VL([VH]# # + [VL]# # F [VH]
HEFIVIDZIEFHEI AR B2 B®E - 2 2  VH # 2
@ VLZIEFARANBENREREE > JUEAERHES - §l 4
LTERE -

[VL1ZE # F [VH]IE # F [VH]# # 7 [VL]

[VH]ZE # + [VL]I#E # F [VL]1# # F [VH]

[VH]E # + [VH]E # F [VL]# # F [VL]

[VL]#E # 7 [VL]IE # + [VHIE # F [VH]

[VLIZE # v [VH]E # F [VL]#E # F [VH]

[0186) B FHBPLEHITEERNEHITEE Y K E
5 AAHAA - Bk M R/EEA - BE > EFEEHE
HEENKETEEELEN NEANRESE® T AE
— KRGk AR E M SRR o X TTEET &S LA
Ak -

[0187] A& B » &N BT EEWEET > AFEH
REUEARNIREEACEMMRERETF HNEKLEWEET > F
40 Protein Engineering, 9(3), 299-305, 1996 B Rx Z #FE T -

[0188) A& BAh » Sy EBE T AR ERET - B ER
FIZREARIRE  TRENHZEXWMERTE BT NHRE
HEBRE BERI~I00EKER ®ER I~SOEKER
HER S~30 EEERE > LE 12~18 BEREER W W 15

2125-10186A-PF 62
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M B FR) -

(0189) MERR BB F M EBFS » SO TFF -

Ser

Gly - Ser

Gly - Gly - Ser

Ser - Gly - Gly

Gly - Gly « Gly - Ser(fF 7 &% 5l 5% * 82)

Ser + Gly - Gly - Gly(FF 7! & Al 5% * 83)

Gly - Gly - Gly + Gly + Ser(JF 5 & 5l 5t - 84)

Ser - Gly - Gly - Gly - Gly(Fr %l & 5l 5t - 85)

Gly « Gly - Gly « Gly « Gly - Ser(/F % & 5l 5% * 86)

Ser - Gly + Gly -+ Gly - Gly - Gly(FF 5l 3 Al 5% : 87)

Gly - Gly + Gly -+ Gly + Gly - Gly - Ser(fF 7l &% 5l 5% : 88)

Ser « Gly + Gly - Gly - Gly - Gly - Gly(FF 3 & 5l 5t - 89)

(Gly - Gly - Gly + Gly - Ser(fF 75 5l 5t : 84))n

(Ser - Gly - Gly - Gly - Gly(FF %I & 5l 5t : 85))n

[n % 1A EZEEIE -

[0190) REfk @ F 2 B A B F 5 > o 4 B 9 B Z & 7 ¥H
BPREBENREEEEE -l AT LEAMRERZETFRE
Zn BEI~S BERI~3 FERM 15 2-

[(0191] &L 2YWEREFLEXREABERZ K Z
oh i RSB o Bl W N-ESE 3R A G E B (NHS) ~ F 28
“HRHE M BE(DSS) s (MR A Y Z KB (BS3) -
CHEGRHBE TR ERNKE)DSP) ZHREGERBE DT KE

2125-10186A-PF 63
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A B B )(DTSSP) ~ Z 2 % (Ik 30 BE oo e & 3% 30 BR &5 ) (EGS) »

TEEMRONEBUEEERDERE)(M-EGS) ~ T 3N K
EBELOBEDST) _HBENBEEREEBC KRS (W -DST)) -~ &
[2-GEHEERERES)ZE] W (BSOCOES)) ~ & [2-(Hi 3% 31
M aHES)LE] B (F-BSOCOES)E » 2 EXHEIE ™
HEAERS -

[0192] E4 4 4 AN B UEER 2 H 3 EEZEF -
ZHEFTFOUMEE TOERAEHEZEHET -

[0193] ASBH B  BAELATHZ B IRHRERR
FIkE | NZBERERBER ZE X HBE2ZFN
ﬁ%i@ﬁf&ﬁiﬁt@?%egﬁééiﬁ%@é\%@g°%%ﬁf%@é%élg
2HEZ URKGBAAEHZIENEZETRARE B HE MK
M EMRZEZREREERESER -2 TEARKEEE
FHEIRR > AJEAZEKWNERTFEBENSBT AN F A -
HEAZHZEMmE ZEMMBHREEZ R > #l0 FLAG(Hopp,
T. P. et al., BioTechnology (1988) 6, 1204-1210 ) - 6 {E His(4
B )R EFT AL Z 6xHis» 10xHis~ MW F A L X (HA)- A
¥ c-myc Z R Bt ~ VSV-GP Z /5 E& ~ pl8HIV Z [ E& ~ T7-tag
HSV-tag ~ E-tag ~ SV40T 1B > F E& ~ lck tag ~ a-tubulin Z B
Bt ~B-tag- EHE C ZRESFA MR - X BRZFHZH
MR ECHE MR PIAOTTEH GST(EMEHMK —S—#%
BS) HA(REREHRER) 2EXKEQOEEE - B—FAWE
B - MBP(HERESELOB)T EHEZHEHBRAZFHRRE
SHRZEZRETREAGHE RAZHINEBZEXKEER S I
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EELMEBZAMECEREERE U ERSSHERK -

[0194] X » AEEBHZ B THKEEHFTE Z Z 8B (PEG)
REWERETFEDTYWE BRAEYE -BAYME FXYWE -
BR BEFSESTTZEB (conjugate)iiB - L EBH LA -
DHEHNEINNBRULCEZEEHEBHEE - X - L8 Z &8
FAEFELERFTELKEIL (B 40 US5057313 ~ US5156840) « &
ZHG . THE O BELEEBHE -

[0195) B % A ¥ HFERAZNBIRLEEE — 4B
(bispecific antibody) - EEH — M4 GhEER—HB S F
NEEHBHEHENRRAEMNZTEENHE - AFHP - &5
E-MuBEdAWBENRIOS FLEHERRAEMN ZEEE —
M TNAIKEFZ-—HNEESHMAPHR NRIO 5—H R
EEWMUMBHEMYWEZLEEE - R -

[0196] AU ELEE—SYRBZHERAN - fiw
ERBHRZHERE 2ENRBES THEFEERE —ERE - F
GezhiB ThESEHB#ERLEZ I22F AU REHRH
BAEATEBRZ V4T - K IEELAHEZERIE ZR S HE A
G HEELCEE-—MHNBZRGAR -BE  TIARHER
IRFTEHUFEEHE —MHHE

(0197] AEFEHZHMB > TF AR REENB ZHEBERF
THBEHGTE FREEFY - -SFE SFEHXBHEETREN
FREREHERER AWM "EZHE REEFHEAEHZHEE
EhEE B ENAEH - fl0 KEHZHENEZKHESG
MABERAF ERANBLEZBEERF I Z N K I il 5K
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HREBREE AFHZIEHESIHLENLSRE -

[0198] #i#8 ~ B i&

AFPHZHB UASHKIBL T EEKRIE - B NRIO
BEEESEER/PRMERZEKRKILE > 5 F A0 0 &F A
HNESEHAGYWEREN NRIOKEHKREERBEEE » U
NHFEBED NRIO EKLE®R @ 5 8 ZH NR10 E % #it
BzHEHE NRIOGSEEER/EFRNEEZHLEMSE < 78
Bl FRAREMENENAENE ZHBEEERFEILERE  KHE
KEBERELNAZETRE RIZAEZHABEIULEE AR S
FHEANZEHEMSE  RKEBEEEFNVEESZ HEERIEE
CHFEESE) TREH NRIO BE4biE - -ZRE28HY
Blan/hE ~ KRB R-F - -WwxE -BE -4 FE HEH
Y DEZ®HE > STEALH NRIOERRFS » LR
EFIMRERFE ZJ77E(W098/46777 F)EET -

[0199]) R & /8 = B4 1 » B 40 07 i B8 Milstein & A Z 5k
(Kohler. G. and Milstein, C., Methods Enzymol. (1981) 73:
3-46 YEET - HIEZREEREEERE >  AIFHEOgESEAERE
REEHEZERSF&EE  EfTRE -

[0200] A &8~ % % NR10 BE&SEME R/KFRMEE 2
Nz —fE oSN AE NRIO BHESEM K/ T ME
M BERE BEHNAE NRIO B4 &M B /5 & %
CEMDBEBHZE2ER  REZEREFENRAENRIOALES
EME R/ REE 2 B R BIR E 64 B & A NRI1O
FEESHWERZE (variant) - HEREHFEH N AE NRI0 B4
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EEER/PHNEEZHE  JMEBEE—EE2BERAEE
R - A EAKRBEEGRMG L NRIO ZHEKE BH KR XA
NRIOFFIMEMARERZRREIR - A% NR10.3, BHEER
ZHZHN NRIOREEESHR/HNFRNESE B E &&E
BRERZ— -

[0201] X - #i#8 Z ¥ 7> NR10 X & &M K/ b ME %
ZHE PO HABERACHRERZ IL3 RKEEABRKZ
ST R R AT

[0202] &5 — 7@ @ Efk i th T i DNA % % (DNA
Immunization)i3 %] - DNA &% > R ELREHU I EE LK
FEHEZERNERRZEEMEBREZHE DNA HRZ 2 E
BYRT AEZ2ENEREEBYERBRANRE HUERT &
BRIBZTE HERETEOEREZ M %E 5% DNA
ERAEHFUTHEME -

-~ REFEEOBEBE VRS RERNH

—EEBHEENE

[0203] B2 » 5 — & * DNA & H#LHERE &
ERIBEEEE -

[0204] % T LI DNAZER/RINEKNB B BEBH
NRIO Z DNAHREEHBYWK T - G & NR10 2 DNA > T f]
FEPCREQNAMFEAEGK - BB E N DNAE A B E R HHE -
HREEHURT - REHRBOUF A O pcDNASL1 EFHE SR
Rl RHEBERBHERNEREFZ A A NAERA—KRERFZH
E o Bl TITREBHERKMAREEE &M T L EE R (gene
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gun)fT A4 A DL#E 1T DNA % 9% - DNA ® % % » FfI F§ NRI10
REMBEETENMRZE (boost) HEEFERIBZIEBETE -

[0205] Ikt A A B WA B EE  BRXMEFFRENE
ELAZ RHAGTYRNEZEHAR  ETHERSE BEFEX
A o U E T fE AR B A AR -

[0206] 82 it R AR & 2 MM >  EAMALSGMZ B
AR BHEARE DEFHANRGEZEBEEZELTRE®
- BELH AEEEFREBEBERGETAEFREARAELERIZ
MR - BEIIR  DUREERR R GEEKZESERE
(hypoxanthine guanine phosphoribosyl transferase)&t #& (M T %&
% £ HGPRT GR 48 ) 5 B A 05 0 M BB GR B (DA T & B8 & TK R 48)
ERhAM - B HGPRTEH TK BRIBZ 4l » EFEREE K - &
NS -Hg AR SE RN Z (LT E A HAT Fi % %) - HAT B2
UM E HAT ZEEB B AP AR SHK DNA G  HE2X #H
EFEAMEmESRERNBIEYEMEZEYR A (salvage) i K i
FE4 4 DNA G > NULEIEA HATRER B R PR GHHE -

[0207] HGPRT €43 TK SR Z 4 > SEUE 6 B
Ee 8 EMBER(UTEHEE 8AG) » B SREEREIE Z
BEEEE TETFHAMAERERESEwIEHEUYE AT DNA
RMER  ERRBUEEZBENAE BN A EEALER
EROY > RIEEEEEEEEPLERTF - L4 B G418 i
MZEEXSE  UFBENEERMBRHREN 2-F £
Streptamine % 1 £ ¥ 'E (f# & # £ (gentamycin) 3 L £ ) #Y it
e BRAEMENSETHERAR LM -
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[0208) B A F » {REBAH 5 AH 40 Kohler B Milstein
A B9 75 7% (Kohler. G. and Milstein, C. - Methods Enzymol.
(1981)73,3-46)% » ET R EHNEEFHEHAMNABERSE

(0209] FEEREME > IH NN HERESEEBGFTET
RBENEREBERTERUAEMAMSE - M &2 EB G Q9 EH
BRLZEBECEG) WERBMHVNIE-BE HATREHERE
ARAEMAZFEDHEHH -

(0210) e MM FHBAR I ERALEAITEEHRE -
Glan - HEREHEBEEE TR EEHEBES 1 2 10 S8 &F -
WmEeEERZEBEBER U ERSHBHEBKEEZ
RPMI1640 528 /K - MEM &K » b4 AIE AL EABEEE
FRZEBFEEER - HF  "HKBFMDEFCS)E M ERHBER
MMEHBERF -

[0211] “HfEmt & Fr IR EE R R A FHRBEHERE
BRERFPRADES  UH¥EBHEEHELIINAZYN 37CH PEG %
ROFEHRENHMEARMESE) dERSET  TRKAI0OL
F g4 F 8 1000 & 6000 2 PEG: LLEHE 30 F 60%(w/v)Z 2
BRI -#F KELEMBEEBERERAMD  BELLRKRE
FPEZBEREET BARMEE4E RO MERARSE B F K
% °

[(0212] Lt FABEZRERT  TEBARARERRE Z
FHBEAAZEEXRYENEES R RREE - flW A
HGPRT 5 TK BB Z 4 ff » T & HATH BB (EREEK - &
ERLRMBEESRR)EBRUEE - TH > & HAT B2 #
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FHEM@ABRARERR S > ST HAT SERPHRIHEIE
B AERM S cHBETLLEESEEE S THEENRSE U
ShZ 4R (FERR S 4R )FE R BB E A Lt HAT 328 W 1T 5
BRAZHHE -EBNS — MBS EFHABOZHBENEE
EEEZEENRSR BE EOERBEYECEGRBERELE TF
MELEENNBZHAB W ERE —BH - T RkEBEEHE
N B WO003/104453 ;08 2 7 7E B EH S NR10O Z HL B8 -

[0213) BB B ERE —5E > BHEMATKREAL
ZHENBRELNGETEZER -0 ERELEEEEERZ
EHBNEKFRTE 96 HFRNMEBE PR EER FHER
CHZEBLAENRIE HR > BEBBEERR FHECBEEE:
ZIRNBEERE - EBELEFPEHALEREREREZEBE W
MR R BELALNBENEEBES EHBRIBRK
BERESZ _RNB ARTENIBESEENEELE
b EBEAHNNEREGE SR N ZHENBYREE  ELUHERE
MEEZETFTUER -LIF > RAENS  BAa2EFEAE &
FELEHEEREN NRIOEAE - fl40£ 3 NRI10 2~ 41 g #
NRIO T Hi SN &/ - B ZERZ 35 &8 F 5P
R BERERR > TR BB -

(0214 X - W HL R B AN E SN B Y # 1T & DL 15 £ it
MEBZ AN T GAENRERETRERETES BN
ke - BRME > BEATEBS  BWABEMERL NRIOERE
BfE -B#Z BEAERFIHRCREBENRSKERS -
R EkHE TR AR OANERFEERASHENZBERE
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MR (ZBEHAEART AAY 1-59878 o) - L A AR ZHLE »
AENR NRIOEQBRESEHEZ ANERSE -

[0215) S R LM FAEFRMIB ZH NRIO EZ B E
Fo - EBRFY  TAAZKMESRFTEBRERNRENLL
ZHERE -

[0216] fk 8845 2] Z H1 NR10 $i#8 2 5 51| > £ FH &% £ 7 48 %
TEBEFABREACNZCERNEMARKM > FTHMEH NRIOHE -
AREmMEs  MEBFHZENRIOZRBEZFI  BEFHANBZ
TFRER O BEEAINREAGBE FEEFIHEBREMT
(40 2 B8 Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976 ;
Better, M. and Horwitz, A. H., Methods Enzymol. (1989) 178,
476-496 ; Pluckthun, A. and Skerra, A., Methods Enzymol.
(1989) 178, 497-515 ; Lamoyi, E., Methods Enzymol. (1986) 121,
652-663 ; Rousseaux, J. et al., Methods Enzymol. (1986) 121,
663-669 ; Bird, R. E. and Walker, B. W., Trends Biotechnol.
(1991) 9, 132-137) »

[0217]) & 2 > 61 - #1400 :M13 Z & 8 - pUC % & B -
pBR322 - pBluescript~ pCR-Script & o ¥ » L ¢cDNA ~ X |
DHAEBEWNEE > L& s > 40 pGEM-T - pDIRECT -
pT7T & - LAEARAZHZNBRAENFERHKBE - LURAKR
BLREHR RAER P OUARBHERZRAERENR EREF
FHERABERAZZ ERBFHEUIN  FFEH IMIO09 -
DHS5a ~ HB101 + XL1-Blue S A B HEE L EFHETAEHE
LDREFRERBEZLE T B4 lacZ £ 8 F (Ward ¥ A, Nature
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(1989) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) » araB #E
B F (Better & A, Science (1988) 240, 1041-1043) ~ 5 T7 it &
FE-LEHRBS R LMEHB I > Bl:pGEX-5X-1(Pharmacia
#) - " QlAexpress system ; (QIAGEN %)~ pEGFP > 2 pET(IL
B FEHAERE TTRNAEEGEZ BL21 51 #)F -

[0218)] X » WU EARNBIMBZAERFI - i8S
WHAZHAEFI  EEANARBRECHABEEER » 7] £ pelB
R B FE %] (Lei, S. P. et al J. Bacteriol. (1987) 169, 4379) - & f&
THASZTHEE  TFMEAMOE LS E  BFEFIEET o

(0219] KEBEE U > Bl AR HELRFTHIEB Z &8
ME Pl HABYRIFENRFEERE (B0 pcDNA3(Invitrogen
/\E #4) « pEF-BOS (Nucleic Acids. Res.1990, 18(17),p5322) -
pEF - pCDMS8) - & £ 4 fE 2R R 0y R 3R & B8 (B 41 " Bac-to-BAC
baculovairus expression system ; (GibcoBRL %)+ pBacPAKS) -
YRR RREE (G4 pMHL ~ pMH2) ~ E1 ¥ % B 2K R By &R
SRk e (B4 pHSV » pMV » pAdexLew) ~ K8 5% W & KR Y R
IRE# (Bl 40 pZiPneo) ~ BERI R A9 R B & & (I 40 " Pichia
Expression Kit ; (Invitrogen #1) -~ pNV11 - SP-Q01) - f& & & %
TR HY 2= 3R E A2 (B 41 pPL608 ~ pKTHS0) -

[0220] # CHO #ffg - COS 4H A - NIH3T3 4 fg & & ¥ 4H
BEREBENE  AEFEATHEHABRANRENTEEZLE
F ol SV40 #E B F (Mulligan % A, Nature (1979) 277, 108)-
MMLV-LTR # & F - EFlo #E & F (Mizushima & A, Nucleic
Acids Res. (1990) 18,5322)- CMV £ 81 F% > EE 5 EHF AR

el
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e B B B T 2 B R (40 TR B EE I (BT MLE - G418 %)
MR ERHEER) B LEEEZRE > Sl pMAM -
pDR2 - pBK-RSV + pBK-CMV ~ pOPRSV - pOP13 % -

(021) % > ATHEERETRZHERERN 2 % EE
EBBAEE > Bl ERES B REEY CHO @i 8 A &
B U EH# > DHFR 2 R & & 2 (B 40 pSV2-dhfr( " Molecular
Cloning 2nd edition, Cold Spring Harbor Laboratory Press,
(1989)2% ) » | A B 7% IR & (Methotrexate) (MTX)L K 2 75 3%
N UEREEEEREAENE FOERELCE LS
£ SVA0 THE Z £ EM COS 4 - LLA4 SV40 ¥ 1 848
2549 MBS (peD BB THB 2 ik - WRMBGE > X o 5 A
S HRERE RS FAEEREGPVSERRE - BE
BTUSTAMABERNABBA  REBEREEDET
T TARENETEBHAPHER - Mk w8 (TK)E
B~ kB U 05 B UE 05 B BS A% M BU 7% B (Ecogp) B - T &
EHBRBEZ(MERE -

(0222) FE 78 51 > A B O b B8 - o 44 % 3 41 9 S 40 B
ERES)BF  URUREEMAEYONRE - Bz s
BB TEABENERRERAY S  BRE RE
EEEE - PlOEERE GBS/ HE - BRBE -
BAF - EBLR  SBIE - RE - £EKE - SDS-B A G R
BHEEEK SEEHERE BN FES% ATERBES
B R 8

(0223] @i pl MR MtEEH - BFXBER - RAKERE
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B BEEEIBE - MM BT - R M JE 7 % (Strategies for Protein
Purification and Characterization: A Laboratory Course Manual.
Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory
Press, 1996) - Ut % /@47 » o & FI % #5 /@47 fl 40 HPLC - FPLC
EREEFET BRGEERERZEE IO E08 A
H-EOBEGER - EREMUEEE A ZEH > 40 Hyper D,
POROS, Sepharose FF(GE Amersham Biosciences)Z o 7 3% 55 i
BEaERARERENTE CSREBEN T HE

[0224] B F BN NRIO ZE&SEMZ M E 7 F B %
RSB TEBENBRE AN Z T EER - B0 HE 8
Ei & EN Y ik B ELISA(RZ &S %5 %K=
) BIA(EE 2 % 0% 8 2 %) - RIACH 5% % 0 81 G 0% )30 8 5 41 B8
o PlNERAREAENELN TESEARE Y FE - m
AEHBZHE UORBELARZEE L ERIBRHE
FMEREERBESETETBN - XAE T8 850
Hl o MANWEFENBSEEEB LN EBLE > T E
B G & E S -

[0225) & % 43 B )

N ABBEREAE FRTEAERE MRS 2 B EAK
o BE AGEEMENERABAERRS 2B LB ERY
3.

[0226] A S8 ch » HXEHER > GEERYEYE - L2
M REMENERMEFRREBREEN Y TEEERES
MmERSBEEG > AREy  GHEREEN Y FES
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U 22 35 2 W JE 0 (stedman BB KBS S B - medicalview B
GEMRAT »2005F) — M BRXREERRO AN FEX(R
IIMHEEER BEEEXE)EXEBER(KREBEXE) &
FET R (ERMERE X BB ESF) XREX > Th-2 3
ERRAEER 29MAEMEEE  -ETENEIDE - B H%
GVHD - EEfgw - oA EX -BRE  RBER - FilisEErZ
HX-ERER  HEE > WEREREX - BREX - FXEFEX%
BERMRX BEMYRFRXF) - BEHRX CARKFX - #REWL -
BREZE -

[0227) B A RBHB R EXUEREES > flao:- 21
MEBEX BEEEX  BEEK ZEMHEGE  BHERW -

[0228] #i NRIOHIB "HER K S MEH L,  EEESAHANR
NRIOMBEAEEKRTEVHFZ— HEFRLFRE - X -
AERZEXUERZIEREE > TiKEe L@t NRIOFHEES A
Hitfe EXRXMEEREEINRT -

[0229] X » A EFEBOTHARERBE®N -

[0230] A %83 >~ #i NR10O $i 88> o] R BB HE A8 Bt (Fl L
Remington's Pharmaceutical Science, latest edition, Mark
Publishing Company, Easton, U.S.A)- & » A HEE— £ 4
EEBELLRFZERK/BAMY - #0057 @SB (PEG -
Tween F)-REH HELBMEBEMESE) ZFEH  FRAE -
RES - ZEH - FEBI(HE  EEK  H4EHg®RE) %
& Bl (EDTA %) BZH - FRALE - & &8 - s EE - BHE
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B KB RER - BRES o AT KB Y BRI
A REEE  FERLSE  TEEXG2EMEAZERE - 2
BME O REMKYE  AE S&E8EE HERE -
B BREREEERD BRPESERN  REREH#ER
RERNEFEBER FLMEZLBB _C2ERECERE %
ZIG MR uEEE - BHRE c PHEENR=-"BREH IR TR LG
ILERM 60- O HREFESER T AERL EEEESE -
X uUagHEMESIFEZSZHER mMEESED  HBRZEKX
EHSEECE  RHKEE BEE RLBEREE - BHRERE
R ERER - MREHBEKERE - B NRIOHBEREE
BEfNEEEE K BEBIU A MBI E 2 ERIR - § 85
flsm D-LiFEE - D-HEM - D-HERE - &> FE 74
AEESBHBANE(ZESEZ) BN _8 PEGH)-
JEEE TS EmE R (LA EER 80 - HCO-50)F -

[0231] X - HEFE > T NRIO i@ AMBE(KRE
FEGEZ HE FREFEAGERISHMEBE) BEE
BEYEEZRBZ(WER -  OECHMKE - AR - |KANF
kEXKBEZE) 2 8 Remington's Pharmaceutical Science 16th
edition &, Oslo Ed. (1980)%F ) - H & - I 2 Kl 8 5 4% 2 14 % A
ZHENREAH » FTEAESAE NRIO i #8 (Langer et al.,
J.Biomed.Mater.Res.(1981) 15: 167-277; Langer, Chem. Tech.
(1982)12: 98-105;E B HE F 4 3,773,919 55 ;BR M E F) B 35 A\ 59
(EP)% 58,481 %% ; Sidman et al., Biopolymers(1983)22:547-56;

EP %5 133,988 %) -
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[0232] A& BHBEEARY @ TKOHFELOFE—TFT R
" O WMERFLEORT BEEMs  MHINREERTY
RBERT - EHBEM > FIOBKRAEH - LA EH L
TEIHAZFUHER2SXNBEMWET - AT H PRGN & R M
HEBABETHRBEA RENRAAZTH X > THREEFEH -
ERERHFEXLTFTH A - KTFE PO 1 RXRBES kg 9E
MR 53 % 0.0001 mg~ 100 mg Z EE HE#E - 2 > FIOH K A
BER IRGULBEZEERSTE 0.001~1000 mg/kg - body
- weight ZHEZERE B I XETE UGS LAZTHRBY
0.01~50mg/kg + body + weight Z B8 - A » X% 2 &
XKMERFAABDHEER >  FRPREEFRTE -

[0233] X » ARPEFSIBZAM B LA MR > 5 A
ASHAEERS2E -

[ &t 6]

[0234] IT K ARHLUERGAEBERE > BEXFEHKXR
R E " B -

[0235] (T Bl 1] M & RS IE

1.1.DNAZEH ABE NRIOER - REWE NRIOER Z
A

1.1.1. hNR10 ~ cynNR10 I8 & 8 =~ & F

HRENE B-IBESZEHFEFH TRAEELGE ZH
8 pMacll (W02005/054467) & A AN NR10(# & FF % FF %1 &%
plse © 75 BMEBAEIIFIIEB SR ¢ 76) 0 WA hNR10 X 3H &
Az o FIfH > REMB NRIO(@ E /75 FF 50 B0 5% ¢ 65 B
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EBERIIFFIEA S - 66)fF & cynNRI0O RIR&E & -

[0236] 1.1.2. DNA & [E (DNA cartridge) > %I ¢

B T # 1.1.1 8 {FZ hNR10 2 cynNR10 3 IR & 55 FH 1 ¥ /»
B # T DNA 2% > {f f| Herios Gene Gun f§ £ [E E 4 (BIO-RAD
NEH) HEMMNE DNAERKST | X 1ugDNA B E Z DNA
*E -

[0237] 1.2. I A NRIOHIBEE M AT 2 BE

1.2.1. M AE NRI0O R REHE NR10 %% /) B 2 {F mt
RG]

H 1 Balb/c /NE (HE - RIEBFBEK 6 BH#E - HA Charles
River)10 & - & A% NRIO KK E M NRIOMKL T X &2 % -
1 X &% > % 2L hNR10 REFE 8 B {F 2 DNA R E (£ /| Herios
Gene Gun % 4t (BIO-RAD)ET & - F 2 XK EHK 1 HiE -
¥ bl cynNR10 EH & E S F 2 DNA F[HE L Herios Gene Gun
HREETER T -F 3XLUE LI 1 AR K hNR10 B cynNRI10
KEHBEXERE  HIAHEYNAE NRIO 2mEHREBE LA
% oBERABEIMS #&FLL PBSMBZ A NRI10E H & (4
AN EE)(2F B L 10pg/EETERAR T - HE&2E 4
H#% B/ EBEEBABKLKINEFHEBEAR P3IX63Ag8U.1( &
P3U1> ATCC CRL-1597) & I8 {# F§ PEG1500(Roche Diagnostics)
ZHEEETHRRMSE - #MEHEKE - TRIREE > RE 10%FBS
Z RPMII640 522 H (LL T A 10%FBS/RPMI1640)52 & -

(0238 1.2.2. M & EHK

e XH - HO)mE@AMBEBERTR IR EEE
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(StemCells) » TR GBI EEERE T HEERMEBEZEE
& -

[0239)] REe & 7455 9HEE 10H > kRSB BER > &
& H HAT EER B (10% FBS/RPMI1640, 2 vol% HAT 50x
concentrate( K H A # % ), 5 vol% BM-Condimed HI1(Roche
Diagnostics))Z 96 #F#A8 » DL 1 H 1 % ERE - 3~4 HIE &
Bo-REHZEBLAOW YHELBLEERZ /R IgG B
B -BMREERINNE CZHERLELE FRAABIL3IKES
4 Bt #& (WANR10/hOSMR/BaF3 40 : &5 f| 2)5F &+ & 5
BEIAEAS NRIO PRGEHZHEEER(E 3) - BS2 B EK
FHM&H AR IL-3 MR AR EZEEE RBRERE
M A & BB 8B TL-31 H %% A7 L4l B (cynNR10/cynOSMR/BaF3
WH 20 2)EEZEHERE 4) -

[0240] [(E MBI 2] SREMBZ H1E

REnBREE#HE ZHE

MRS > £H RNeasy Mini Kits(QIAGEN)ZE Hy 44
RNA - F] § SMART RACE c¢DNA Amplification Kit(BD
Biosciences) & ¢ cDNA - F] A SMART RACE c¢cDNA
Amplification Kit(BD Biosciences)™ F7 f§ 10X Universal Primer
AMixURBEENMBZEBEE 25/ F(H# : mIgGl-rnot -
L # mIgK-rnot) > L PrimeSTAR HS DNA polymerase(TaKaRa)
#1T PCR BBz BEERNEEN - KBNS DNA R
T Wk B K5 > {# B BigDye Terminator Cycle Sequencing
Kit(Applied Biosystems) > [\ DNA Z F £ ABI PRISM 3730xL

2125-10186A-PF 79
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DNA Sequencer 3 ABI PRISM 3700 DNA Sequencer(Applied
Biosystems) {K BIRKHHAS L EH Z FEARE - 8 Z NS18 -
NS22+ NS23 & NS33 Z NE WM BEBFSIWG HE T2 E
WE 1A~ LENEEDE 2 Frxw e

[0241] XS HEE - LEXRE AR 1 Z4E4E
Z 5| F F H PrimeSTAR HS DNA % & 8 (TaKaRa)# {7 PCR>
REIZBRARREEABREEEE/HRABE IR y2 ABH &S
BAIBYHBERERRE - & DNA REZBERFY > £ H
BigDye Terminator Cycle Sequencing Kit(Applied
Biosystems) * £ DNA ZE /F & ABI PRISM 3730xL DNA
Sequencer Z ABI PRISM 3700 DNA Sequencer(Applied
Biosystems) » (RIBAMSRHEZL M Z T AR E -

[0242) [ 1]

FEF] (5 3’ ) FFIESE
mlgGl-rnot TAATAGCGGCCGCTCATTATTTACCAGGAGAGTGGEAGAG 90
mlgK-rnot TAATAGCGGCCGCTCATTAACACTCATTCCTGTTGAAGCT 91
niNS18H-feco GACGAATTCCACCATGGGATGGAGCTGGATCTT g2
nNS18L-feco GACGAATTCCACCATGAGTGTGCCCACTCAGGT g3
nNS33H-feco GACGAATTCCACCATGGAATGTAACTGGATACT 94
mNS33L-feco GACGAATTCCACCATGGATTTTCTGGTGCAGAT 85
& ( Forward ) 517 i (Reverse ) 517
NS18 H 32 mNS18H-feco mlGl-rnot
NS18 L $& mNS18L~feco mIGK-rnot
NS22 H 5 Mns18H-feco mlGl-rnot
NS22 L 58 wNS18L~feco mlGK~rnot
NS23 H 58 mNS18H-feco mlGl-rnot
NS23 L 58 oNS18L-feco nlGK-rnot
NS33 H 5% aNS33H-feco mlGl-rnot
NS33 L $8 mNS$33L-feco miGK-rnot

[0243) & b & > 81 fF

i A FH B 5B 4 B 2K JR HEK293H #f (Invitrogen) & 7% °
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2 10% F Ja 4 3% (Invitrogen)> DMEM #Z £ & (Invitrogen) >
L6 x 10°f /mLHMEESEEEEZARASEEN(E
® 10 cm, CORNING)Z &% M 10 mL X CO, EHEF (7T ~
5% CO))ABE —HEER  BERBERIIRBRZE > B
CHO-S-SFMII(Invitrogen)iZ # & 6.9 mL - ff 8 & ~ & # DNA
BA (& E 13.8ug)d ip A CHO-S-SFMIT #2#% E [ R 700uL
il A lpug/mL % Z ¥ 55 B¢ (Polyethylenimine)(Polysciences
Inc.)20.7pL " EE U RERFE 10 0ERHNSEELZ A
T > 1 COEBEFFGBTIC » 5% COABE 4~5 /hNiF - >
#% > 0 CHO-S-SFMII(Invitrogen){Z & £ 6.9 mL > X CO, &2
BENEEI~4H - BEELFRWSE - UL B 2000
g S EZR)GHMERE BABE 0.22um JE B MILLEX(E
fit & #£)-GV(Millipore) - EHAREFE 4CHEHHEFA B -
lt EEFERHEBEHE G Sepharose(Amersham Biosciences)# i
M QBER ZH & £ Amicon Ultra 15(Millipore) /8 45
BEM PD-10 liBE £ (Amersham Biosciences) » & & Bl Bl
R Bt & 0.05%NaN; Z PBS(-) - LA ND-1000 4> 3% 3¢ /& &t
(NanoDrop)ll & 7 280 nm Z R HE » {KIE Pace F A Z F %
(Protein Science (1995) 4: 2411-2423)st BB E -

[0244]) # & NS22 7 & M ¥ E

R B2 hIL-31 I E{kE M >~ hNR10/hOSMR/BaF3 4
BE#k - MRELT Frm 8% 8 hIL-31 1 700E % -

[0245] % hNR10/hOSMR/BaF3 40 g # & 10% FBS

(MOREGATE) ~ 1% JE /5 #& - ## 8 & (Invitrogen)x RPMI1640
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201634479

1% & & (GIBCO)d » B HE R 1.5 x 10°cells/mL o HY E — &8
Jr A0 hIL-31(R&D Systems)p & 4 ng/mL(IL-31(+), #&IR
;2 ng/mL) - EBEMWAREZRMER IL-31(-) - HEHFHDY
NS22 R BEEFHER 2ug/mL - BEHEKRBELL 3 551 8 &
FIZHBR (B RE; < lpg/mL)-* 96 HFJE F#E (CORNING)
ZEHP SR EEMABERFRER S NS22IAE y1L,LOER A
B S0l A 37C ~ 5% CO, EEBEEE2H - BHEERXRE &
EHP RIS MBI EEH-8(Dojindo)k PBSEREREAER Y
B 20pL o CHI GE R ¢ B (450 nm/620 nm)(TECAN, SUNRISE
CLASSIC) s A 37C ~ 5% CO, B HERE 2 /NiE1% > HEJR
EWEE - NS22 T MEMHGHER 2 /NFERE 0 NFER
ZAE > D& R FE - H4EE - NS22 £ hNR10/hOSMR/BaF3
ARtk > BHEELUREMRGFE M ANS IL-31 5 B A4 /A
BHERABEILIIASESRMESE (B 5)-

[0246] ff AR B Y IL-31 R 55 & IL-6 E 4 ~ DUI145
RN BEAIRREDER) A THAR - 5FE IL-31 70
gl

[0247] # DU145 L& 10% FBS(MOREGATE) + 2 mmol/L
L-% B Bz (Invitrogen) ~ 1 mmol/L 7 i $ (SIGMA)Y MEM
Bz & & (Invitrogen) 8 # X 2.5 x 10°cells/mL - 7F 48 #H E &
(CORNING)Z & FH# & 43 5% 200uL > 7 37C ~ 5% CO, {& & T i
B—H & RHZEKS NS22(AHE v1,)lLl& 10% FBS -~ 2
mmol/L L-#% Ml - "B M MEM 3 B E WM REE R
100pug/mL > W EAEBARHUERRBAL 5 &5F 6 252 HE
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K- &8 100 ng/mL Z AN B E-31(R&D systems)LL 1: 18
G EEHERM SOl B 37C - 5% CO, EHE THEE 2 H
BzEELEFET » IL-6 EELL DuoSet ELISA Development
kit(R&D systems)Hl & o NS22 Z o F7E M LU & T (%) Z & K
s {8 o JREB0 - LU IL-31 3EF & T Z IL-6 B E (A)E B & K #
&5 ME(100%HN ) ~ L IL-31 7% f0 T B NS22 JER M T =z IL-6 B
EBWEREMFFEO%ME) UTHHHE IL-31 RimTH
NS22 /R0 F = IL-6 B E (C) -

& 2 (%)= (B—-C)/(B—A) x 100

[0248] H 455 > NS22 BHEHFE DU145 itk F > LB E K
T I A] IL-31 RIBFTE IL-6 B4 > FHH N AE IL-31 R &
b B & 0 7E 4 (B 6) -

[0249] # & Hi NR10 $if8 2 IL-31 % R/ 4 ¥ H

B AN IL-31(R&D Systems) BA FMAT Blue % IR
FE 1 2%t (Applied Biosystems)#E T 250 - H N7 50 mM BE &%
4R B R (pH 8.0)F B FH R 0.5 mg/mL Z hIL-31 100pL - 340
Y5 f# 7> DMSO(Junsei) 25 nmoles FMAT Blue 5.25pL » # 7 38
@M (vortex))BEEZR > RERSE 15 78 - #FHAFM 1 M
Tris-HCI(pH 7.4)5uL & 10% Tween20 1.1pL > & 1k ¥ ¥ hIL-31

aur

H AN FMAT Blue Z X FfE% - L Superdex 75(GE Healthcare,
17-0771-01) BB > LEBBEIE » FIH 0.1 % Tween20/PBS B
B & & » ¥ FMAT Blue-labeled hIL-31 & & X JE 2 FMAT Blue
vall:

[0250] f# F# hNR10 %3 CHO 488 - R T B @ s E

2125-10186A-PF 83



201634479

e < IL-31/NR10 &5 & ) &l /& % -

[0251] j#% NS22 K NAG33 (S EHMEE&E & v1,«)E H oW
4 &1 (10 mM HEPES, 140 mM NaCl, 2.5 mM CaCl,, 3 mM
MgCl,, 2% FBS, 0.01% NaN;))Mi B EERE » BREMEL
th 2~ &5 7 RN ZHBIE © ML 40uL/#H 7K 10 E F % (96-Well
FMAT Plates, Applied Biosystems) - # 3 » # FMAT Blue &3
hIL-31 A3t G &R M2 400 £Z > DL 20uL/H A0 - &% » M
Sy A 4% @ R K SR B R 2.5 x 10° /mL 2 40 AE B OR R DL 40pL/H R
(R 1 x 10° /well) - SRAINAHAE 2 /NBFE 7% » DL 8200 Cellular
Detection System(Applied Biosystems) Bl ¥ & % (FL1) - H 4%
RoNS22 B THAEMREFEMAS hIL-31/hNRI10 2 & & » HFHH
EEER NAG633(E 7) -

(0252 [E HE 41 31 i NR1O H A8 ¥ > NR10 Z % $

HRREEEEE LEBH 2 NS22 148 » L FMAT Blue
(Applied Biosystems, 4328853) # 17 fZ2 £ - % N # ik 1
mg/ml-PBS 7 NS22 170uL » /&%f0 17pL 1 M NaHCO; A& K&
27> DMSO Z 17 nmoles FMAT Blue 3.4pL » ## {758 718 /i &
R NERFE I0OSE-FEHARN 8ul 1 M Tris-HCI (pH 7.4)
B 1.9uL 1 % Tween 20 £ |- FMAT Blue %} NS22 > & A K
FE 1% » DL Superdex 75 (GE Healthcare, 17-0771-01) {E & & & >
{5 EERRIBIEE 0.01 % Tween20/PBS BB /K L % FMAT Blue
@ 22 NS22 (FMAT Blue-NS22) K & K FE~ FMAT Blue 4 & -

[0253) {& F§ 8200 Cellular Detection System (Applied

Biosystems, 4342920)#E 5f ¥ RN & %/ 2 FMAT Blue-NS22 Ei
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hNR10 =3 CHO #ifE (25 #] 3)Z & & » K BEYLE AT & i Z
%) o #H ¥ 7 8.8x10 *ug/mL FMAT Blue-NS22 - 7500 cells/well >
ANMBSEREZHAMN NRIONBEEES D vlx) HEH
PR  BE 4/NSR MRS G2 FMAT Blue R IJFEHY &
HHE - REMNE 2.5mM CaCl,~ 3 mM MgCl,- 140 mM NaCl
2% FBS - 0.01 % NaNO; >~ 10 mM Hepes-KOH h # {7 - & &
WE 8 Fim-BE NS22 81 NS23 ji e~ B E F# » {£F FMAT
Blue-NS22 #f /* NR10 RIE Ml 2 & & ¥ H FL1 KD - 5
—7H > H#ENABIHEZEZEM OZRE LA £FFAXER
FL1 %1% (& 8) -

[0254) [E e B 4) NS22 fi #8 > A B 1k

EERFINZETE

LE8/NER NS22 iz v W8 AN 2 4 78 % (germline)
Fol- - ABCHERZ FR P EERE 2 CDR
FRZAE R Kabat RIFET - ABCHNTEE  HEMR
2 (28~ FR1- FR2- FR3 1 FR4 Fi# R Z F %1 B HO-VH(F
5 &% A0 %%+ 50) ~ FR1 -~ FR2 - FR3_2 - FR4 FiE R 2 F 3 R
HI-VH(FE 53 5019% : 112) - X » L 0 FR1 + FR2 - FR3 - FR4
FRtB R Z P50 B LO(FF 31 8% Al 5% © 52) -

[0255] A #E{E NS22 HOLO >~ o] & & ~ #

BTHEFABELEERZ FREHBEHA NS22 2 CDR
G ANFHIE NS22 2 A8 & » & K& K E DNA &5t A H #
L#-#&AKE DNARS » MESR PCREUERT B AKE
IENS22 2 A EME R -4 4 R PCR{EFH KOD-Plus(TOYOBO)

fa
2125-10186A-PF 85 :
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T KB TG L PCRAE - B PCR EE K -
dNTPs - MgSO4 ~ KOD-Plus & 10 pmol 2 & i & DNA Ff# &
ZREEEY R 94CTME S 2 E®B HEHE 2 XH 94C2 8-
55C24788 -~ 68C2 @A Z PCRiRIEBH R » AT
B&EZ S'RIGHMAR S B ML & Kozak FHl&Z5F » RIE
IKRIGMAEERH B 25 F& 10 pmol » EJE 35 R 94
T30% ~55C30%® ~68C1 wEFEK PCRRIEBEH &
MRKRE BRI ZBRARREZEEE TOPO TA Cloning #H 8
(TOYOBO) il EF A MEFF - KB FNITEEHEEE
E4HE - BIFE HO-SKSC(F 53, 5 5% © 54) - LO(FF ¥ &% 5 5 -
56) EAGHYHEMP I REBMAERZRFAEB T - & DNA
REEZEF5 > {#F BigDye Terminator Cycle sequenciﬁg
Kit(Applied Biosystems) > 7 DNA & /74 ABI PRISM 3730xL
DNA Sequencer 5 ABI PRISM 3700 DNA Sequencer(Applied
Biosystems) » {K Bt BRHAELHK Z HFEARE -

[0256] A #E{t NS22 H1 Z m[ & & > 8 {F

H1-SKSC(fF 2l sk hl 5% © 130)Z & fF - GEDEHBEEER
HO-SKSC(FE %I 3% Bl %8 : 54)Z FR3 2 kabat #4598 73 fiI ~ % B
BEBRRKBEREKIUET ZERBZHE EFAHE
QuikChange Site-Directed Mutagenesis Kit(Stratagene)# T » {&
R BRI E T AHIEERRE -

[0257] 1eG {L#i 8 2 £ B

MBZRBEERUT I AET - & A BT =4 EKE
HEK293H # (Invitrogen) & % M4 10 % §a4 M35 (Invitrogen)
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2~ DMEM #Z 2% % (Invitrogen) » LA 5~ 6 x 10° {# /mL 2 40 fa &
EEMEZWARAEEM(ER 10 cm, CORNING)Z EEE N &
M 10mL> R CO,EEBEMBTC ~ 5% CO,)ALE—HKRE% >
B BERKII B E A0 CHO-S-SFMII(Invitrogen)i2 & £ 6.9
L- K& ZENR DNA RS R (G5 13.8ug)fl lpg/mL B Z
Y% G2 BZ (Polysciences Inc.)20.7uL J CHO-S-SFMII £ # £
690pL BEE& @ MERFE 10 0ER  HNEEBEN2HBEEK
P A COBEBIE(BTTC 7 5% CONEE 4~5 /N - 218 >
w0 CHO-S-SFMII(Invitrogen)Z & £ 6.9 mL» R CO, &
NEE3IH $BEELERWE  ETEE LS BE 2000g-5
o#E - E R )G AMEEK X > B BB 022um JE BE
MILLEX™-GV(Millipore) EfTHE - SHAREE 4CHEE
A% -
[0258] TgG {LHifig 2 #E &
REEZEBLFF ANINEBEFER TBS 22 50uL rProtein
A Sepharose™ Fast Flow(Amersham Biosciences) » ¥ 4°C # 1T
AN EBEEBIRES - BAREE 0.22um Z JE R Ultrafree(sF
it 7 = )-MC(Millipore): LL TBS 500uL E#% 3 X1 > 7F rProtein
A Sepharose'™ fif B 8% 100pL 2 50 mM Z B $4 /KB %K - pH
33 FEIERB  EyiRELER - LE JIA 6.70L O 1.5 M
Tris-HC1~ pH 7.8 {(EFFl - B ETT 2 X » & 200uL ZFE &
B -BEeshE22A® 2uL A HE ND-1000 Spectrophotometer
(NanoDrop % # ) (Thermo Scientific NanoDrop™ 1000

Spectrophotometer (Thermo Scientific 2\ 5] )) » = S0uL A £ 9
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)t )¢ B 5t DU-600(BECKMAN) » HIE R 280 nm Z R EE - I
F| Bl Pace % A Z J7 7% (Protein Science (1995) 4: 2411-2423)zt
EhRRE -

[0259] 5 F§ FMAT Ml & IL-31 % $ /& %

ff § hNR10 %3 CHO 4 - WA TR~ HEBERBZ
IL-31/NR10 &5 & HI #1551 - 8 NS22 IR & H1B8 & NS22 HOLO(H
# HO-SKSC/Folaplar @ 54~ L LO/FF5IakAlst : 56)FE A
5y M7 48 % % (10 mM HEPES- 140 mM NaCl~ 2.5 mM CaCl,~ 3 mM
MgCl, » 2% FBS -~ 0.01% NaN; - pH7T A EREZEE  H
HEWRELL 2 55T 8 RINZWBER - ML 40pL/FH F N & F
% (96-Well FMAT Plates, Applied Biosystems) - # % > ¥ FMAT
Blue f25C hIL-31 A3 r & &R M 400 % - DL 20uL/well 7§
e wEk BUSMEHRAER 2.5x10° /mL Z H %% R
BAL 40puL/well R0 (X 48 1 x 10* /well) - JRIN4NAE 2 /NEF1% - LA
8200 Cellular Detection System(Applied Biosystems) il & & 3%
(FL1) o

[0260] H &5 R - B W A NS22 ## - HOLO(H #
HO-SKSC/F %3 & A5t : 5S4~ L # LO/FF5 %A% : 56) HILO(H
# H1-SKSC/FF %I Al 5% ¢ 130 ~ L g LO/fF 53 Al 5% ¢ 56)%0 E
S THERENEERTARUEBENRZENE BRI BR
HOLO,H1LO A ME/ b#1 IL-31 ZEE b - X > A HOLO,HILO
Z FR> B B9 o[ £ AFHALIFIER FREHR -

(02611 R ot > AIR B U TEHBI AT ~E R CDR Z#E
B e E A HOHL P {F— -
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[0262) [ % 2]

HO $NEHRA RS ABFREH
FR1  |Germline:hVH_1_46(Accession No. X92343) | QVQLVQSGAEVKKPGASVKVSCKASGYTFT
( IRt - 06)
FR2 |Germline:hVH 1 46 (Accession No.X92343)| WRQAPGQGLEWMG  (FF3uiaR : 97)
FR3_1 |Germline:hVH_1_69 (Accession No.L22582)|RVT I TADESTSTAYMELSSLRSEDTAVYYCAR
( myysEe - 98)
FR3_2 [Germline:hVH_1_89 (Accession No.227506)| RVT | TADKSTSTAYMELSSLRSEDTAVYYCAR
( repuggse - 131)
FR4  |Germline: JHi WGOGTLVTVSS (FolEat - 99)
L0 |&5EiApaR 5yl ASHFREF]
FR1  |Germline:hVK_1_39 (Accession No.X59315)|D1QMTQSPSSLSASVGDRVT | TC
(-8R : 100)
FR2  |Germline:hVK_1_39 (Accession No.X59315)| WYQQKPGKAPKLLIY ( mrwygdat - 101)
FR3  |Germline:hVK_1_39 (Accession No.X59315){ GYVPSRFSGSGSGTDFTLT | SSLOPEDFATYYC
(R38R : 102)
FR4  |Germline:JKd FGGGTKVEIK (EFuEa - 103)

[0263] [E i B SIAMEAEI IL31 LBHEB T > HEECE
B M14 K M58 Fi i3 2 8 M B R W R

WeEH 1T~9 Fim - FHBEABEKR IL-6 %258 b8
huPM1 $ide > B E &K [gG2 & & M14 5 MS8 - HEAE K
FEEEMERE  MWE G2 2 RBEHARFENEEE MK - Fi
BLo et ABEH IL-3] SRABPEOARECER T ER
[gG2 B K M14 8 MSS B ERERLIEEE ¥ -

[0264] HEE - FRHZSEH 8 K IFMBMAEZEE MI4(F T
B0 eR C 129) ~ MSS8(F I A1 SE - 128) » IgGL(FF 5 &% B 5% -
60) > K IgG2(F 3B * 132)REHG 4 TR EZ ABEHR
IL-31 Z@HRRz H#EZTEE HOHO-VH/F 5 3% 51 5% © 50)
4 & gz HO-M14 -~ HO-MS58 ~ HO-IgGl & HO-1gG2 > L §{£ A
BH B 4 BIFZ LOLO/FF 5 Al 9% : 56) » B {E HOLO-IgG1(H
# HO-IgGl/F 3B % : 133~ L # LO/FFI& 5% - 56) -
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HOLO-1gG2(H $% HO-IgG2/fF 5% 51 %% : 134 L g L0/f 51 3% 51
9 : 56)- HOLO-M14(H 88 HO-MI14/FE 5|3 819 : 135 L g L0/
R %I 3% %% : 56) % HOLO-MSS(H $# HO-M58/f% 51| 3% 31 %8 : 136 -
L# LO/F3Iak Ao - 56)- e xR - FEHUEFEHH 4 5
HZHETZ

[0265] B EM ZFEFZE > FIFEG BT X %E N ETHY
B HEZBEZEEHZ2HE EREHEHH ProPac WCX-10
(Dionex) » % E#H AEMH 20 mM Z & #, pHS5.0» #2848 B &
FH 20mM Z &, 1 MNaCl,pH5.0 IEEREKBEEE I
P FXBMEWRJEC)M A E S RUWE 10 FroR -

[0266] #0f@ 10 From @ #1 IL-31 R BH B P IR B HE BB E
E@EWE 1gGl &M 1gG2 EEMM K HEHBEEEEHK
B M14 5 M58 fEREE—HiEP E2EMHEERK -

[0267) [E HE B 619% IL-31 ZEH BT > FEBEEE M58
FFEEYHERNEUR

MWSZH 9 RFR > FFHBEH IL-6 T8 HLE huPM1 $
RBh B EEWE IgGl BB MS8» SER A BN AJE FcRn 2 &
e BAE FcRn ER#EE/NE T > EYEHERA - AT
HNIL3I 2B G THEITEHGE CEERE MSSEDS
F &Y ) RE 42 FF -

[0268] W E Gl 4 REMS 5 B{EZ HOLO-IgGl(H #
HO-1gG1/f 5 & Al %% : 133 ~ L & LO/f& 50 &% Al 5% - 56) ~
HOLO-M58 (H $§ HO-MSS/E 5505 : 136 L 8 L0/ %S
Al S6)LL2=Z 8 IR AT E FTEHENAE FCcRon Z2& & 1 -
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201634479

HERWME 3R -
[0269] [ % 3]

KD(u M)
HOLO-1gGT 1.07
HOLO-M58 0.91

[0270] #n% 3 Fi/x > # IL-31 Z B8 41 A8 HOLO & JR 58 3B &
& & 1gGl ik M58 BB IL-6 Z 8 58 hPMI FE#
HRABFCRoZEEMHRA-FR BREABEEER 1gG1
EHR MS8 HLIL-31 2B YR ABEZEWEBRER -

(0271] (EH Gl 7TNFEBEHBER I EREE 2 &7

R BAE

LEERBIHUEMRBERG 4 2H% > HEH PCR 24
& PCR#EFT - FAHMESR PCRZFE  hETKREES K
BHMZIEEREE Y FHHtZ2H DNA 65K - HESHE
Mz IE#E 25 DNA B A AFETREZERNZBBAES
CHEZEDNA- BB 2 25 DNAEE AR E
THREERNBBAAEES2IEE2E DNA S BEE A
PrimeSTAR(TAKARA)# T PCR » BI/E S'Z b (@ 82 33k b ] 2
EEeXEBMsREE - FHBL 2 @R ELMUHESE PCR #
G MUESERE  SRENEEBBAIGMAKRS » 7
ZHBAEZERZZHAEB BB RBEBZBEFTI U ZK
BEMERTPEBENBRELANZ AEALAE MBE2HEEREH
REBEMRE 4 277 EET -

[0272] % 2 & 2~ & 5
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B TR F HOLO(H g HO-SKSC/F %k F 5% 54~ L g LO/
FFAIE RIS - S6)Z BEYENRE » R EFENER 2 FEEH F K
THER - BEATBEEAEUREIRESEE SRS
HEREHNR NRIOZEAAEREMETEESEHEEY
B M EEERE 4(HpS-VH/FFIEEI % ¢ 137 - Hp7-VH/
FF 55 R0 % © 138 - Hp8-VH/FE I B %% : 139 - Hp6-VH/F 5l
a3 Al 9% - 140 ~ Hp9-VH/FF 5 3% Al 5% © 141 ~ Hpl-VH/F 51 3 Al
9% ¢ 142 ~ Hpl3-VH/F 5 & all 9% : 143 ~ Lpl-VL/F 51 3% Al 5% -
144 «~ Lp2-VL/F 5|3 BI% : 145 -« Lp3-VL/FEF| 8 51 %% : 146 -
Lp4-VL/F %5 & 5158 : 147 Lp7-VL/F 5 & B 5% ¢ 148~ Lp5-VL/
FE IS 155 0 149 - Lp6-VL/fF 5l 3 51 5% ¢ 150) - & o o 8 > %
B~ BRI ERG 45827 EET -

[0273) & g % B > hIL-31/hNR10 & & #) 4 5& & 5 H
FMAT #1785 E - 7ARKBERG 4 27 5%ET - WE 11 Fy
T RREEIBEREMAGN HOLOZBESEN - RERK
I8 W& & -
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[0274] [ % 4]

gRe HOZ SRz HREZFY

w8 98 HOFE5Y (kabat No) M7  BME:
Hp5 FR2  WVRQAPGQGLEWMG 38 R Q  WVQOSPGQGLEWMG
(wrigm 97 40 XA S (mwEm  120)
Hp7 CDR2 LINPYNGGTSYNOKFKG 50 L E  EINPYNGGTSYNOKFKG
( mFER - 10) (FFi@a : 113)
Hp8 CDR2 L[|NPYNGGTSYNQKFKG 52 N D LIDPYNGGTSYNGKFKG
(reyuiEas - - 10) (Fygeas - 114)
Hp6 CDR2 LINPYNGGTSYNOKFKG 61 Q D  LINPYNGGTSYNDKFKG
(FEpiga: - 10) (i5Igsas : 115)
Hp9 CDR2 LINPYNGGTSYNQKFKG 62 K Q LINPYNGGTSYNOOFKG
(7GR - 10) (F5IELE : 116)
Hp1 CDR2 LINPYNGGTSYNQKFKG 64 K Q LINPYNGGTSYNOKFOG
(yiEst - 10) (FiEs : 117)
Hp13 CDR2 LINPYNGGTSYNQKFKG 64 K Q@ LINPYNGGTSYNQKFQD
(FFIEE - 10) 65 G D (s 119)
&8 49 LOREY H2RR vz EREZ gngrmn

(kabat No) %% BREAE
Lpl CDR1 RTSENIYSFLA 24 R Q QTSENIYSFLA

(FHIB% - 13) (myv@e : 121)
Lp2 CDR1 RTSENIYSFLA 28 N D RTSEDIYSFLA
(Fryigsas : 13) (FFIREE 122
Lp3 CDR2 NAKTLAK 50 N D DAKTLAK
(FHER :14) (FmgEee © 123)
Lp4 CDR2 NAKTLAK 52 K Q NAQTLAK
(Frige - 14) (FPFIRSE - : 124)
Lp7 CDR2 NAKTLAK 54 L E NAKTEAK
(7R - - 14) (EyIEsae - . 125)
Lp5 CDR? NAKTLAK 56 K Q ~ NAKTLAQ
(iRt . 14) (FFIRE  126)
Lp6 CDR2 NAKTLAK 56 K D NAKTLAD
( myieae : 14) (FyI@RE : 127)

[0275] Ltk 4 &> XGATHBRAEFY > HEETE
ERGEXEBEZE -

(0276] B L FE R BHA R EBEMRE 2 A NS22
ez Blim= » #l40 Hp3LplS5S(H # Hp3-SKSC/fF 5l & A 5t

1~ L g LplS/FFISBISE 1 152) - ¥ Hp3Lpls H 5 NRI0

ZHMOME - FEH -RANBPZmEE Y M B HOLO EE & -

[0277] | F & =2 Bl &

BENEHMN NRIOZHEMNMEMRBSEH 10 277 E5ET -

2125-10186A-PF 93
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[0278]) HIE 2R FMMERMFE 5 Fron - Hp3LplS Z 3R A
M B HOLO A REEF -
[0279) [ % 5]
ka (1/Ms) kd(1/s) KD (M)

HOLO 3.7E+05 1.2E-03 3.3E-09
Hp3Lp15 42E+05  1.6E-03 3.9E-09

[0280] % & B 2 Ml &

RTHTETEEZREBRUENBE2RIBZIFEHE
b HREHBEZEEHEUEXRERESIM FERHEXRZIGA
WBUTHEIE -

[0281] {# FH Phastsystem Cassette (Amersham Biosciences

NEE) > RLLT R B K 5B Phast-Gel Dry IEF (Amersham
Biosciences 4 B 8 )fiZ B4y 30 77§ -

miliQ 7K 1.5 mL

IEF F Pharmalyte 5-8 (Amersham Biosciences 7\ 5 1)
100 uL

[0282) {EFHH KX B~ % > f] H PhastSystem(Amersham
Biosciences A B )M THHEBETEX - AR TR 2 10
FEB-pladsE FEHAH pl ARKIEE44 (Amersham Biosciences

A -

F B 1. 2000V 2.5 mA 3.5 WI15C 75 Vh
S EE 2: 200V 2.5 mA 3.5 W15C 15 Vh
& EZ 3:2000V 2.5 mA 3.5 W15%C 410 Vh

[0283] 5 & k& Z BERE L 20 % TCA [E E & - £ A Silver

2125-10186A-PF 94
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staining Kit, protein(Amersham Biosciences 2\ 5] 84 ) » ik I8 &= 41
MENERSBETRAE - 2% % pl ERZBHNES
WO ERARERBIZEERE -

[0284] (x MEBHEXKAECEFEHE ZE R HILOZEE
BEH49 7.8 Hp3Llpls 2 EEE 4 5.5 F it » Hp3Lpl5s X £ E
HER HOLO 2 FEER - 9FEK 2.3 X » I EE VH/VL 2
i & B % L GENETYX(GENETYX CORPORATION): & » 4
RHLO B8 E 2 HEmEEES S 7.76 - Hp3LplS Z /@8 & ~
HimFER S 463 Hp3Lpls HE N HOLO BHEBHEK
3.13 o

[0285] EFR/NERTEEBHBER B ZEY TS

HETHEHESERFEEEBEREE  Hp3lpls P4 %
WM Eh#r HOLO B Hp3LplS HEEEE/NBZMFE R HEHE - ¥
HOLO & Hp3Lpls % A /N& (C57BL/6J - H & Charles River)[L
] mg/kg RN EBE R T > bk IMPFPREEL - - MPPEE
HMEMBELISALZNE - BEEREZREKAFRMFAE
stk 7 EE & HL A 1gG(Fe-F — )bl i (Sigma 2 5 8)E M 1k
Z % % ¥ 8  (Nunc-Immuno Plate,MaxiSorp(Nalge nunc
International A EHW)) RERSFE | /B - FUERAE
IgG-ALP(Sigma A B ®M)NERKE 1 /1% > Ll BluePhos
Microwell Phosphatase Substrates System(Kirkegaard & Perry
Laboratories AT H)EF A E B ETREORE  EHME FRFHMW
BHE 650 nm ZHRKE - MPFEERBERIRALEFEH
A% 17 83 B SOFTmax PRO(Molecular Devices 2 5] 8 )3+ & -
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[0286] B EI > MM P REEL 2 ERFEHEYE B EN
¥ #8 WinNonlin(Pharsight A S 8 ) B E YW H B 2 2 ¥
(AUC- £ 5 ER/E(CL)) > W03k 6 Firorx - M ¥ 7> HOLO > Hp3Lpl5
BIRAETFHRZ AUC & 14% > BEREMRIEL 12% - Wt - 337
f# HOLO ~ % T B (% {& ~ Hp3LplS5 » HEEY BT -

[0287] [ % 6]

AUC(pg-d/kg) |CL(ml/d/kg)
Y1y SD Y15 SD
HOLO 281.8 13.1 3.6 0.2
Hp3Lp15 321.1 26.1 3.1 0.3

[0288] [HE G SIEE TR ERE EEHNEYELZE

%0

HRTHTEERAEREEEEHNEYEE 2R E > B2EMNT
R -

[0289) % HEEM = - WEREEE RS EH 7 k 9 B {E
Z SKSC(F3Uak Al R © 62) ~ MS8(F I pl ot « 128) W E & K
B 7T REZTEE Hp3(Hp3-VH/F A #H B : 161)4E &
Hp3-M58(FF ¥ &% 5l 5% © 240) ~ Hp3-SKSC(/F 7 # A 5% : 151) -
KHFZ H#EEERG 7 WFEZ L # Lpl5(Lpl5/FF 5 & 5
5t ¢ 152)4H & » #{F Hp3Lpl5-SKSC(H # Hp3-SKSC//F 5 & 5l
5 0 151~ L $# LplS/F 53 BI% © 152)% Hp3Lpl5-M58(H #
Hp3-M58/f 51 & Al 5% : 240~ L ## LplS/FHI A5 © 152) - &
MAEZRE  -HFHRBERN 40H 2 HEAET -

[0290] W FMBIEZ S HB > REASEH 7 LHZ
& E & SKSC(F 5 Al © 62)2 HOLO-SKSC(H # HO0-SKSC/

2125-10186A-PF 96
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OIS BIS : 54 - L LO/FEFISMRBISE : 56) FHi Bl S 8>
HOLO-M58(H $ HO-MS58/FE 5 5% 3198 : 136 - L 4& LO/FF 5 % 51
B 1 56)K% HOLO-IgG2(H # HO-IgG2/F 351 % : 134 - L §#
LO/FE 5% A% : 56) ¥ B BaF/NRIO Z 4 ¥ EM » (KT
Pl2eE iz i EAET HEREHERE 18-

[0291] [ 18 Fr7~ » W& E & R K 0 B0 K89 4 978
ZR  -BPEFERK 2 ETEE HO- Hp3 I EBEEEBHESRF

TEEYEE WNIUZTESHEEFZIEEY  BE—BE
BHEHAGEEMEEEL -

[0292] (MG OIFI B MERBERNME S ERRE

FAREEL B NEGRBEE-—HNRBREL£UEBRKRED
BREBSRNEKEE  NEEEEE - JHEBEHBZEE
o CEHNEgHREL HERLCEEHMSIE BTHENEER
HRFIHAZE AR ESBEFTRZEMYE N(2F L
Bk : Heterogeneity of Monoclonal Antibodies:Journal of
pharmaceutical sciences, vol.97,N0.7,2426-2447) - 2kffi > & T
SR BERl ZEAEZYE HPXUE—MEK
ZEMBEE FLBREENYVE/MEYEZREE &
ERAE—WE R RTHEEZEEHT WHNBZRE
M UHATHREXZEYE  ETUTER -

(0293] B T EZ B - LTF 7 EHHE HOLOH #
HO-SKSC/FF 5l &% Al 9% : 54~ L 8 LO/FF 33k A 5% - 56) 2 # /0 &
oo oo WA WA AR IR s K OR I0 K &b (initial) - BLAO T J57& 7
ARl FrXBmEmETSm-

2125-10186A-PF 97
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- EVHD R & B T A

% @R : PBS

BLEEEE © 0.2-1.0 mg/mL

R E ¢ 60T

fuEEARE © 1 H

- [5BEFRXME Z 4 7k

% f£ : ProPac WCX-10, 4x250 mm (Dionex)

% &M : (A) 25 mmol/L MES/NaOH, pH 6.1

(B) 25 mmol/L MES/NaOH, 250 mmol/L NaCl, pH 6.1

A © 0.5 mL/min

EERE 40T

BE : %B0ZE 0(0-5min)—»0 F 30 (5-80 min)

Al 0 280 nm

[0294] HOLO » B IIZEA - B2 BEANEWE R WE 19
Fim - HOLO BB B ZEA DS » HEEREH N WE -

(0295] & & 7 F &% & 3 K - EAITE 2 > & F &5
Ha355 - Ha356 ~ Ha360 » Ha362 > HBI{EK %S H #8451
LO 4H & B 2 Ha355L0(H $ Ha355-SKSC/FEFI % 719 : 242 L
B LO/F %8 B1% : 56) - Ha356LO(H $# Ha356-SKSC/FF %l &%
Bl 5% 243 L @ LO/FF 5 3% Bl %% ¢ 56) ~ Ha360LO(H
Ha360-SKSC/E 5% B9 : 244 L 8 LO/FHIH% A% : 56) -
Ha362L0(H ## Ha362-SKSC/FEH| S BI%E - 245 L g LO/FE %l 5%
BISE ©56) ENBRZFIIEEPR T -
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[0296] [ % 7]

, wam HOZ)  eREEw
&% 19 HORFY  (kabat No) HFY ~ mimy ool

Ha355 CDR3 DGYDDGPYTMDY 100d

M L DGYDNGPYTLET
(F5IdsE  :265) 101 D E (5IEE 1 266)

102 Y T
Ha356 CDR3 DGYDDGPYTMDY 101 D E DGYDDGPYTMET
(HER :265) 102 Y T (s ' 1267)
Ha360 CDR3 DGYDDGPYTMDY 97 Y L DGLDDGPYTMET
(Figass” .265) 101 D E (FFIER  .268)

102 Y T
Ha362 CDR3 DGYDDGPYTMDY g7 Y L DGLDDGPYTMES
(7@ :265) 101 [Y) E (rryist :269)

102

[0297] BB SRV EH - BB REWH 4 TR
FEEST - BT S B E HOLO B AL M - %65 2 00 3R &
MIBEEFRMBIF AT EERMME 19 Fioxw -

[0298) H &% - W& H# 101 fr > FLBERDAS
BB EE AU BB AT o BN TR B0 B 06 B E 4 A&
B OHOLO B/ - WEKERBKRBERS 2 275 & ETER
BaF/NR10 >~ £ ¥ 5 W 8 K48 B0 20 iR 0 B 20 Fiow -
SERE T AYERR HOLO ZAMEN  ABRESRES -
WLl E > 23 Ha355 - Ha356 - Ha360 - Ha362 7 3 & {1 & A5
BMEELEZDORY ERERBZEEHETEAA XY -

[0299) [ & B 10] #& 7 5 % A0 {4 18 10 > 2 B 1%

B T BE HOLO % % NR10 Z B I 2R 7 » H 5T 8 E 4 CDR
FHBARBRYE - HEE CDREABBRZE > BE£EH
HEH NRIO ZHMBRAZER  GHEBRENE 8- B &
H %% Hal0l-SKSC(FF % B 5% : 246) ~ Hal03-SKSC(F
50 % B % : 247) - Halll-SKSC( & 5 % 7l % : 248) -

2125-10186A-PF 99
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Ha204-SKSC(/ 5l 3% Al 9% : 249) ~ Ha219-SKSC(fF 7 & All 5%
250)¢ LO(LO/F 3 A% « 56) & L S#UEHE Lal34(F 5l &
BUSE : 251) ~ Lal30(/F 5 &% Al 5% © 252) ~ La303(fF 7 & 5l 5% °
253) ~ La328(F %% 5 5%% : 254) Kk HO(HO-SKSC//F | & Al 5t
S4)aRIEE > BIESHE SHEBZHE BH - KEBEE
Ml 4B ATEER

[0300] & o 25 48 % /¥ NR10 Z 3 f11% (£ A Biacore ;¥ 1{H -
WHER IR - HFEMRBSEG 10H 2 HEAET - WFR 9FA
T RSN ERZ KD HEHEE N HOLO(H # HO-SKSC/fF 31 #
BlSE © 54~ L LO/FFIFEANGE - S6)RS -

[0301] [ 8]

HOREF] : HOZ gy
&®  E bty ™Y Tl SRS
Ha101 CDR1 GYIMN 33 | V  GYVMN
(FFiEm - 1270) (moimee - 272)
Ha103 CDR1 GYIMN 34 M I GYILIN
( FyigR. - 270) (Fyige :273)
Ha111 CDR1 GYIMN 34 M L GYILN
(R 1270) (FFIRR 1274)
Ha204 CDR2 LINPYNGGTSYNQKFKG 58 S D  LINPYNGGTDYNQKFKG
(BES :271) (FyiEae -:275)
Ha219 CDR2 LINPYNGGTSYNQKFKG 61 0 P LINPYNGGTSYNPKFKG
( moigeE -271) (FTIER - 276)
g ¢ L0 SRGT
U B (kabat No) Thim
La134 CDR1 RTSENIYSFLA 31 S R RTSENIYRFLA
(@ :277) (FrEe -1279)
La130 CDR1 RTSEN|YSFLA 31 S R RTSENIYRFVA
(FygEs . 277) 33 L v (r7ER -2 280)
Ls303 CDR3 QHHYESPLT 93 E D QHHYDSPLT
(e -:278) (myigEe " 281)
La328 CDR3 QHHYESPLT 84 S D QHHYEDPLT
(-7 -1278) (FHESE, - 282)
La326 CDR3 QHHYESPLT 97 T F QHHYESPLF
( R -1278) (myuiase -1283)
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[(0302] [% 9]

& ka(1/Ms) kd(1/s) KD(M)
HOLO 19E+05 6.2E-04 3.2E-09
Ha101LO0 2.0E+05 3.1E-04 1.5E-09
Ha103L0 2.2E+05 5.3E-04 2.4E-09
Ha111L0 26E+05 5.6E-04 2.1E-09
Ha204L0 3.7E+05 4.8E-04 1.3E-09
Ha219L0 32E+05 9.6E-04 3.0E-09
4% ka(1/Ms) kd(1/s) KD(M)
HOLO 1.5E+05 7.4E-04 5.1E-09
HOLa134 25E+05 4.4E-04 1.8E-09
HOLa130 2 6E+05 4.0E-04 1.5E-09
HOLa303 22E+05 4.6E-04 2.1E-09
HOLa328 1.8E+05 52E-04 2.9E-09
HOLa326 1.4E+05 52E-04 3.7E-09

[0303] MEHEIHMUERACERBAEETRE 7 B
CHEFEHRBEZEBRESZHMES @ #l0 Had01Lad402(H
Had401-SKSC/F 5l 8 A %% : 255~ L $ Lad02/fF 5 5% B 98 -
256) ~ B¢ H17L11(H $ H17-M58/F 5 5% B9 : 222 - L 4@
POl AISE : 236)  BENERZIHME  HH EEES 458
Bz FEET -

[0304] Ha401La402(H $#& Ha401-SKSC/FE %I &% Bl % : 255 -
L # La402/f/7 %0 3 Bl 5% © 256)H X NR10 Z % K EH
BaF/NRIO 2 £ ¥ EH  IRBR2EZ ) 10 REMP 2 L&, &
#1T > B HOLO(H # HO-SKSC/F % FI5% - 54 L ## LO/FF
FIs AR - SO)tb® - MEZRMMEERAOKR 10 Frx » FH
BaF/NRIO Z £ ¥ /EHEME 21 Fim - FIRBRAOME - £V EHLES
B o 8 HOLO(H §# HO-SKSC/F 55 B1% : 54 L 8 L0/ %I 5%

L11/

2125-10186A-PF ' 101
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Al - se)ZMmAtE - £EWEERET -
[0305] [ 10]

ka(1/Ms) kd(1/s) KD(M)

HOLO 29E+05 9.1E-04 3.2E-09
Ha401La402 5.8E+05 2.9E-04 5.0E-10

[0306] X » HI7L11(H $ H17-M58/F %I A% : 222 L
# LI/ FIa Bl 5 ¢ 2360)% X NRIO X B Mt k& H
BaF/NRIO Z £ EH - IRIBEMKBE 7 KB 2 L& Z 5%
1T - B2 HOLO(H $# HO-MSS8/F 5| A% : 136 L $& LO/F
FlsB plaR » Se)tb® - MEZHMMEZEROF 11 Fim > EH
BaF/NR10 2 &Y /E 4B 22 Fron - FIWBFMME - £YiEHE
# HOLO(H # HO-MSS8/F 58k Bl %% : 136~ L & LO/FF 5l 3% 5 58 -
S6)Z MM - EMEMHREA -

[0307] [ 11)

ka(1/Ms) kd(1/s)  KD(M)

HOLO 1.4E+05 6.9E-04 4.8E-09
H17L11 43E+05 26E-04 6.2E-10

[0308) [ Ml 11] A ATELEERESEZEBREE

H # CDRI1 Z % % [R ¥ J& kg Z B &

MEER HOLO Z R #EEFIE T 4R R E G E A
TEPITOPE(Methods. 2004 Dec;34(4):468-75)#E T - H 45 &
HMHAEZE H#E CORI FEHFLZE SN HLA Z THRRIR A E
U(FERERMEZARSHFI) - Frll - /£ TEPITOPE & #f
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o R fE HE CORI Z 2 EEMEBRRE N SHEH
K kabat /T MU RBEBROMARAERNERA) BERE
R Z B bR KR8 R D B B8 (R 12) - BU1E G ot o 8 B 10 F 1 B
10 2L /ERY H17 e ho ifi B 89 H19 (H19-MS8//F 51 8% Bl 5% : 223) -
BUVEWI R B /E T H19 81 L12 4 &R Ky HI19L12(H 8 H19-M58/
oIS AIet - 223 L LI2/FFIEBISE @+ 237)  SRERZ
BE - BHE REBERS 4 Z2FHEET -

[0309] #/* NR10 Z ¥ M K EH BaF/NRIO 2 4 ¥)5E
M- RESEZF 10 REHF 25C&E 2 FEAET 14 HOLOH
# HO-MS8/FF 3k AIS% 136 L # LO/F 57305 : s6)th & o
AEZRMESERMOE 13 AR FH BaF/NRIO Z & #/E KW
IFrR o A - AYEM S E HOLO Z MM - £ E NS
BMTAARKREFEENE -

[0310] [ % 12]

& el SR HOZ @mi ) g my

. ZE (kabat No) ™ Zhisng

H19  CDR1 GYINN 33 | A GYAWN
(mmEm . :270) (mymay -284)

[0311) [ 13]

ka(1/Ms) kd(1/s)  KD(M)

HOLO 1.8E+05 8.7E-04 4.8E-09
H19L12 2.3E+05 1.2E-03 5.1E-09

[0312] L ## CDRI1 Z & & & ¥ A k& 2 & &
FHEMN L CDRI Z kabat 5% 25 L 2 & BB (T)E &
AR ZIFI RN R (ARG REEE(S) - Pl - 54 83 &

2125-10186A-PF . 103
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25 iz EHEHEEBE(MRXELAAKEBASRGER(S) 2EREER
frE Gk 14) -l ®EHER LI2EMERKEZ LIT(F
5 3% Al 5% 238) BAE WA fE 2 L17 B2 HO 48 & sk #Y HOL17(H
# HO-MS8/FF 5 plst © 136~ L $ L17/F % &%k A 5% © 238) -
WEREZHE B RKEBEG 4CH T EET -

[0313] &= g 88 ¥ 7 NR10 Z 37 f0 4 K {# f§ BaF/NR10
EENE  KEB2F6 10 RERSG 2 sc&z FEET > @
HOLO(H $8 HO-MSS/FE 5% A% ¢ 136 L 48 L0/ 5% 515
56) ~ K HOL12(H # HO-MSS/fFHI A% : 136~ L § L12/F
Fladk Al g - 23N - LI HRNBEHNERERAZFS 0 Bt
MHE N HOLO By 2 Bl AME - IEEEE R
= 15 Fr~ (£F BaF/NRI1O Z & ¥ E M E 24 Fros - 3R A0 M -
EYiEEE®E HOLI2 2 - A EHERKRRBEZEM
MR EYE S -

[0314] [ 14]

ka(1/Ms) kd(1/s) KD{M)

& HE W gus o B BRe R

Ld-1 CDR1 RTSENIYSFLA 25 T A RASENIYSFLA
(FFIR® . 277) (U - 285)

Ld-2 CDR1 RISENIYSFLA 25 T S RSSENIYSFLA
(rrige.  :277) { FpIER 1286)

[0315] [ 15)
ka(1/Ms) kd(1/s)  KD(M)

HOLO 1.6E+05 7.8E-04 4.8E-09
HOL12 3.8E+05 7.4E-04 2.0E-09
HOL17 3.9E+05 8.1E-04 2.1E-09

2125-10186A-PF 104
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[0316] [E i B 12)58 & A1 NS22 i i Z B fF

HEFELRBERAIFRZE pl BERZNE - EFHAOME L
AZHE G HESBZ2AE RBREEERERKR 2 HE
H > HO(HO-MS8/FF 5l 3k Al 5% © 136)~ HI(H1-M58/FF 51 & Al 5%
257)~ 2 LO(LO/F 3 a8 Bl 5% © S6)4 & % B i At 2 NS22 B & &8
ZOA & I E A TE A S 45 R 4R H28L17(H ## H28-M58/
FHIE RIS © 224 L g8 L17/F 5] 3% B0 % : 238) - H30L17(H §&
H30-M58/F 5 8 3198 © 225 L 8 L17/F 5 3% 50 % : 238)
H34L17(H $ H34-MS8/FE 58 AI%E - 226 - L g8 L17/F % 5% A1
% : 238) H42L17(H $& H42-MS58/F 5|3 RIS : 227 L 4 L17/
B 5 3% B0 5% ¢ 238)~ H44L17(H $# H44-MS8/FF Il % 51 5% © 228 »
L## L17/F %5 509 : 238) - H46L17(H $& H46-M58/FF 5| 3% 7
wE 220 L g L17/F %08 R0% - 238) HS7L17(H $ H57-M58/
FEBIS A% £ 230 L g8 L17/FE %08 A% : 238)« H71L17(H #
H71-M58/FE 5 315 : 231 - L 8 L17/F 505 B0 % : 238) -
H78L17(H & H78-MSS8/F 5|3 BI%E © 232 L 8 L17/F 5 3% 7
% : 238) H92L17(H $ H92-MS5S8/FF 5% Bl % : 233 L & L17/
B 5l % R % : 238) H97LSO(H $# H97-MS8/F %I 3% 51 98 : 234 -
L &8 L50/FF %I 5% A% : 239) - HO8LS0(H §# H98-M58/F 51 5% 71
$% 0 235 L ## LSO/FFHIERAISE @ 239) - (RERZHME - BHH
REBEWRG 4B 7T EET -

[0317] & Zr & 8 7 NR10 Z 3 f1 1% & (£ A BaF/NR10 Z
EMEE KBS ER 10 REKE 2 cBH2EEFT  H
HOLO(H $ HO-MS8/FF 5 A% : 136~ L $8 LO/fF 5|3 A% ¢

2125-10186A-PF 105
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56)tbE - MEZHMMELERWE 16 Frm » £ BaF/NR10 Z

EEENE 25-1 KE 25-2Ff R -E—EZIENE - &

PIEME S A HOLO 2 MM AW EEEZRARBRESFHES -
[0318] [ % 16]

K ka(1/Ms) kd(1/s)  KD(M)
HOLO 21E+05 8.8E-04 4.2E-09
H28L17 84E+05 3.3E-04 5.2E-10
H30L17 8.8E+05 5.7E-04 8.3E-10
H34L17 3.4E+05 12E-03 3.6E-09
H42L17 5.7E+05 3.7E-04 6.5E-10
H44L17 6.1E+05 7.2E-04 1.2E-09
H46L17 29E+05 1.3E-03 4.6E-09
HS7L17 71E+05 55E-04 7.7E-10
H71L17 3.7E+05 1.2E-03 3.3E-09
H78L17 6.1E+05 7.0E-04 1.1E-09
HO92L17 3.1E+05 1.3E-03 4.1E-09
H97L50 3.6E+05 1.3E-03 3.5E-09
H98L50 2.9E+05 1.3E-03 4.6E-09

[0319] [EHE ) 13150 NR1O th RIHi #8 = 45 & &5 18 Ik A

(DABE - NE BHEAURREHEZHHE

BB NEHE/NE AR K E NRIO 400 I E K
(hhh(F 5 & 50 %% © 258) ~ mmm(fF 5 &% 51 5% © 259) ~ hhm(/F ¥
s AU 9% 0 260) mmh(FF 31 &% AU 5% ¢ 261) > hmm (fF 51 3 5l 5% : 262)
mhm (fF 7 58 5 9% © 263) ~ mhh(FF 513 B1 5% : 264) 2 EKE » & C
K U ff 0 His 2 88 & Myc £ 3% (HHHHHHEQKLISEEDL/fF 51 &
AlSE - 287) M AFIGYAMEBFER - Ll FreeStyle 293
Expression System(invitrogen ") @B R H - 1L F ANH - N E
B 4 AU K 8k & NR10-ECD Z ;R EE 418 26 FroR -

2125-10186A-PF 106
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[0320] e B EBERHBEAE - NEFEHEERERE
(hhh » mmm + hhm » mmh * hmm - mhm + mhh) > {4 L Ni-NTA
Superflow & &= B Mt £ 1T - JA Bl » # Ni-NTA Superflow
(QIAGEN)1 mL F# i 7f Polyprepempty & (BioRad) > E &
30 mL Z 8% E3F > Ll 150 mM &/ EE 20 mM Bf 4 >
D-PBS(Dulbecco's Phosphate-Buffered Salines)E % % » Ml &
150 mM & fL 8882 250 mM Bk % 7 D-PBS %42 - B %R E 5 MU
E4S4% F8 10 K Z Amicon-Ultra(Millipore)EY £ & D-PBS 7%
HETRE -

[0321] )M BHE THRBEARAEERHE

mEEZ AR MEHFEERKEREULEERS
0.5pg/lane » £ 4-20%BAMEHEEB(E—L2) R #ETE
K oo TE F Bz B E 2 (blotting) £ B & # El ¥| PVDF f&
(Millipore) > A& 5% BEAE Y9 A9 TBS [HE - 1 R (AN B A
NR10 fi g f& | 2 )7 Spg/mL @ H44MS8L17: 1 / (/NE i A
NR10 #7#8 t& ] Z)? Spg/mL Z ND41:1 F (Myc & B %)
RUE& 5 % BAEESZ TBS HEBR 500 2 Myc 8
(SantaCruz ~ Cat.#sc-789) WZEEKIE 1 /NBF -

[0322) A& 0.05% Tween'™ 20 2 TBS 5B ¥ 3 475 3 =t
% O FHE_XEBRE - ABELECHABENRIORBRAAER
W M B B OB I W F LA ¥ IgGy(BIOSOURCE -
Cat.#AHI0305) /N E& HL A B NR10 $1 88 & B % £ FA & 4 o% /% B8
% ac W F Hi/h B IgG(SantaCruz~ Cat.#sc-2008)» Myc #E & A& H
2 B i M v B 0 E B R IgG(SantaCruz -~
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Cat.#sc-2057) REBHFERE 1 /NBFE-LLA 4 0.05% Tween ™ 20
~ TBS ¥ 348 4 X1 > LL BCIP/NBT Phosphatase substrate,
1-Component System(KPL){ & & - £ It (£ f§ Z TBS(Tris-4& f
BER) %4 1 & TBS(Tris-&E EH MW )M R (TaKaRa)ia g % 24
K ILTMME - SROE 27w -

(0323] EF A LHide - NEHLAEIF - Nk NR10 Z 4
B 4N & B HY hhh » hhm ~ hmm R EE & -

[0324) (&% %] 1]1ER W HE NR10- OSMR -~ IL-31 £ H >
g 7 |

BTRABERBRETZ2ETFE ZTEEARERBEZX
Xt - PHNEEREE  EXAREMMB NRIOEE - OSMR &
RZ @R - RAOFMN L EBE(EEL Macaca mulatta) R R i8 &
A EsksrslF o L PCRIARREMBERE cDNA i
NR10 R - OSMR EERB K - B2 2 KB W HE NRIO -
OSMR ~ IL-31 Z R FF 5 » 4050 & Al 5% © 65~ 69~ 67 Fiw -
X EEMHE NRIO- OSMR -~ IL-31 7 & B 5 70 40 57 51 3% 71
5 0 66 70~ 68 FTR ©

[0325) [£ % %] 2]NR10 &z OSMR F£ 3 Ba/F3 4 fufk > &
1z

BAE 2K NRIO cDNA(FFFIHAI S © 75)ik A R BH & &
pCOS1(Biochem Biophys Res Commun. 228, p838-45, 1996) » #Y
B pCosNR10.3 o ¥ 1 & % (oncostatin)M = # cDNA(OSMR,
GenBank accession No. NMO003999)# A %5 B5#% & L PCR ;‘f%ﬁ
fr WEEEH - HBERIFEHRE pCosl-hOSMR - ¥ R /NE IL-3
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fik 7 1 pro-B 4 B 5k JF 40 B 4% Ba/F3: 1§ 5 8148 10png BIS LU E
% 7L % 3 A (BioRad Gene Pulser, 960uF, 0.33 kV) - 3 A #% »
A% IL-31(R&D Systems)/"fil + & » T EH IL-31 {RF M
JE < 4l B ¥k (hNR10/hOSMR/BaF3 4HHE) X » & & B B & IL-31
ERNFEIHENGE 6N AHAHNYVARARIEERE » EAEFH
CHO #i itk DG44 > LA B LB ARSI KREREE IL-31 -
E AL % £7F - &2 hNR10/hOSMR/BaF3 [F & ith - & & B W &
2 & NRIO R ERBEH OSMR ERF 2 71 AT £ I & &
pCOS1 - f# Ba/F3 ik r BUREMWE IL-31 kKEH AR
#% (cynNR10/cynOSMR/BaF3 4 jf1) -

[0326] [£ % f] 3]NR10 =¥ CHO @itk z & 1r

BHEANEER AR ASE NRIOER(FYIHEANGE - 713)K
MEANERBANERBEBE NRIO ER(FBHISHAS 0 71)49 3
BAFFHAHYARARERE LK EHBURFBUNKE
Witk LEBZFESFLAE AR CHO #ifEtk DG44(BioRad Gene
Pulser, 25uF, 1.5 kV)e DL B B £ > 36 8 A $1 A NR10 #1868 -
FIA FCM f#fr % NRIO RIMABEL EILIZ - X » {RIEMAME
NEE G &R AN NR10 E K Z m & F 5 (FF 50 598 © 73)FT
WIS HERFIORFIISASE: 74 T KB A BB GH
ABREBE NRIO ERNZ@BEFI(FIEASE - T &RE
ZHERFY ORI A S 72 FioR e

[0327] [& % il 4]NR10 ZE 5 (MM &EH)Z B H

AN NR10 cDNA B » F| F PCR A& % 4l i 4b & 15
BA > WFE CRUEGIMA FLAGEE F 5 > & A T/ 2 B %) 4 A
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AREHRE - BRAAESERZZHRE 10ug UWEEILEMEA D
B & B U7 & 41§ %% DG44(BioRad Gene PulserIl, 25uF, 1.5
V) BEBRBEZABEE LB LABEAREEROES
E3% 0 BAHT FLAG $i B8 & H (SIGMA 81) - BB BB EREL » 2
Al AR NR10 - W[ AR NRIO 2@ E S FF 53 3158 © 77 Fr
o BEBFFINFIIBAIE 78 Fow

[0328] [2 % I 514t A%E NR10 5 f > % ff

WA NRIOE 5 (A BE)E RN 2 =6 4185 R D&
ETEE REBEFEUFROE - BHERA P BE
# o ERE S EH 2 Fon A IL31 K EEE R K
(ANR10/hOSMR/BaF3 41 ff1) > L\ o 1% 1 #£ 17 57 /8 » 12 & NR10
I E 2 NA633 -

[0329] % » fEFI#EAHE A NRIO 2 & £ & (F 5 3% 7l
%I ZHABYARERE > B He MBS K FBE S
DNA G GEEE T AMERAOR BRSHAM IS b
B LERASER 2 oz AE IL31 K EEE 8K
(hNR10/hOSMR/BaF3 #f )z M EHETHE > ¥ H NRIO
5 FE M 2 ND4I -

[0330] [ §i 61AME - # & HilE 2 B IE

NAG633 > & g T & & 2 Bk % 5% FF 51 40 FF 510 3% B0 5% © 104 fy
FoOMETEE Y EEBFIOFI R 108 Fw o X
NAG33 > B 7] % & ~ CDRI 2 i % B 5 51 40 5 51 3% 71 58 : 105
Fio® » CDR2 Z B 85 FF 5040 F 51 8 R % @ 106 7% » CDR3
R B S ESI BRI 107 Fion 0 MW EE Y CDRI >
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BEBFEIOFY #HF % : 109 Fix > CDR2 ~ £ 8 F 51 40
PRI Rl g% © 110 Fr7r » CDR3 Z R E B 51 40 7 %1 3% Bl 9%
IR -BE  KBEZ HEZRSENEBTEEEAEEE
EMH#EL Yyl LER OZHREIBE -

[0331] (2% 6] TIHEFEFZXEUERBETT £ R [gG2 Z
28 4 B & 2 huPM1-SKSC

NS22 Hi B8 W & NRI10 P I 88 & & % & | M =k B 15 A
o REENRFyZRZECTERATFNTE - B TRIHER
Foy ZMZEE BRFETEZFEEBI NEE 1gGl > 1@
B 1gG2 5 1gG4 2 5 % (Ann Hematol. 1998 Jun;76(6):
231-48.) ¢ Fey M I kM P HFEHEZEHE R HHEER
1gG4 » 1gG2 # {& (Nat Biotechnol. 2007 Dec;25(12):1369-72) o
S—FH ERSNBLRBELE HEABEYDHYE  HPF XL
M-MERLYEMBEE  IgC2 FTEEMBEY BHEECHRHER
oz R ERIENREEMMESEL (J Biol Chem. 2008 Jun
6;283(23):16206-15.) A Z U F R ZEFRENENYE /R EY
BZREMZZHUEMEMAENER S E & &8P KA
- BUEFEERE—YE - Wit > ¥ (G2 AIEEBH ZH
ERELBERTH FEELXEUEARER  FELHRBREN
2B ME K -

[0332] BT REFAEL 1662 ZREM  BHEER 1gG2
THRERSZEMBERB R CHl S#B 2 FMHRBETRE -
FRUNERBIETER B4 2 BEEFI G - EBEE
GFEMN H#E CHI &8 EU 45 5% (Sequences of proteins of
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immunological interest, NIH Publication No0.91-3242)131 {ir Z
EHBERE BN IEERENERGER ABERE & H#E
I REEEZ EURE 219N ¥ BN ERG KR
RZEEE SKSCUFFI#H RIS : 62) SBhEFRFEXEERK
EEEEREK - B—FE > RREREEEHZITE BEER
Hifz P RWEFEZ EUGRE 219 it 2 LR R B o & B 4
Mz Hh KEK 2202 F¥HRERIELGKEBR I TE -
BLo BfEH 1gG2 Z EURB 219U 2 ¥ ML 8 B & e ik
BZEZEE SCFFIHAIGT © 153) » k#F [gG2 Z EU 47 5% 220
iz tHEBRNERGHEREZEEE CS(FFIH A9 154)-

(0333 %t H #EME r FAHASLRAHEFZEEEEHA
IgG1(FF 7 s B 5% © 60) ~ K IgG2(F 5l A5t © 132)8 N F 1k
Pl IL-6 SB|PB 2T EEMH #BJEE huPML-VH/F 5 &3 5
5 1 155 L $8 0] & huPMI1-VL/F 5|3 7% : 156)(Cancer Res.
1993 Feb 15;53(4):851-6.)4H & F% =2 huPMI1-SC(5F 5| 3% 71 58
157) huPM1-CS(FF 5 3% 7 %5 : 158)~ huPM1-1gG1 (5 %Il 5% 71 %% -
159) ~ huPM1-IgG2(FE %3 25 : 160)% huPMI1-SKSC(FE %l &%
BUsk:161) Hgh L##mE - £/ huPMI-L(F 5355 © 162)
BIEEDE BB ZRE - BHKBERA 4 27E2ET -

[0334) BT &M B L EEMH Z LB - 3t huPMI1-1gGl -
huPM1-IgG2 + huPM1-SC » huPM1-CS » huPM1-SKSC =~ &'& ¥4
ZFEAEMS LB FXBEHMETHE -EREEM ProPac
WCX-10(Dionex) » #% 814/ A{EH 20 mM Z EE 4, pHS5.0 » 7% &l

fH BEM 20mM ZEi, ] MNaCl, pH5.0 EHEE K E &
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BEEE UGB FXREBWETTFEZEROE 12 Fix -

(0335] H&ER - WE 12 Fic > FHKBEEER 1gGl &
Mk 1gG2 REMY K BEREHBEEEE R L SKSC» &
EMARBERE S—HE BEETER SCHHEEBEEEAR SKSC
Bf - AR EEERERE B2 BEEER CSHE » RER
THEREMN -

(0336] — & AhTHIBHERBERS RTEE
AN HERTHELXCHBEESLER. - T BT
EMHZFEAEAMS  ETUEFRRFHEIHE N E(DSC)ZH
ZHPRMEE (T E)ZFFE(VP-DSC » Microcal A T &) - #h
EHEPEEE(Tn B)GEXEUEZEE  RTHEZEHEE
ABEL HEAEMPHAE(Tm E)S(J Pharm Sci. 2008
Apr;97(4):1414-26.) - Fr 2L > #& huPMI1-IgGl ~ huPM1-IgG2 -
huPM1-SC~ huPM1-CS~ huPM1-SKSC ¥ 4 20 mM Z & %%, 150
mM NaCl, pH6.0 Z & X # 17 & 7 (EasySEP, TOMY) » kL4 0.1
mg/mLZEHEEE >R 40CZE 100C LA 1C/min Z F 5 &E E
ME DSC- B8l Z DSCZE MM BRWE 131" » FabH 43 2
Tm EWU TR 17T FR -

[0337] [ % 17)

] Tm/C
huPM1-1gG1 94. 8
huPM1-1gG2 93.9

huPM1-SC 86.7
huPM1-CS 86. 4
huPM1-SKSC 93.7

[0338] huPMI1-IgGl K huPMl1-IgG2 2 Tm H R E % >
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£ 94°C (I1gG2 &9f& 1C ) fHE NI » huPM1-SC Kk huPM1-CS
~ Tm {H4 86°C » #H& ¥ huPMI1-IgGl K huPM1-1gG2 > Tm &
BEERK - 35— FHE » huPMI-SKSC Z Tm {H 4 94C » KE &
huPM1-IgGl & huPMI1-I1gG2 % & % - huPMI1-SC & huPMI1-CS
WEEEMREERN 1gG2 HEERK > Rt HTHEBELEBE
o k¥ CHI BB ¥fMERILUE h&G&RKEZ
huPM1-SKSC & £ - huPM1-SC & huPMI1-CS ~ Tm & & ®
[gG2 RIEFEKZHEE » 758 Bk huPMI-SC Kk huPMI1-CS Ei
lgG2 ¥ mEmEARMEERERK -

[0339] % - Lk # DSC £ & @i 4 85 > huPMI1-IgGl &
huPM1-SKSC Z Fab 7z E M 3 &R A - B H R Ik
huPM1-SC k& huPMI1-CS fH# L » Fab S0 < B HEHLHE
B > 28 % huPMI1-1gG2 & Fab A 2 B EHL ZEEM > BE
i Eh - DSC Z EEM B A E — Ko » BE B F 2N
W -EHEE TmEEHBZZHE (R EEE)R > TR AE
Ml SRS EE /BT 7 huPM1-1gG2- huPM1-SC & huPM1-CS
FESHEKS » BB huPMI-SC K huPMI-CS » KZK A 1gG2
CEREMKRERTHRE B TR ARAE [gG2 2 EZE MR
EERET>2¥HER B CHl EEBEEZEHEKR W
EAHEM BBREDSCLZREBMH FAERFERKBEH T ZF
MBS W EER CHIl GBI LB T e - X
Wbt FERRRERB > FEBRNE  WEHRK CHL &
BHRZEWERYE TREEFERXRAY G2 BEZZEMN -

[0340] B L k> BEERMK 1gG2 X K WEBMARFENREE %
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BrETEMS BREHSS Y EREBOAREEE > E
FESCHCS FREEURETH Y EUETARERHY &8
B CHI MY BUGS 131 fir 2 % B Bt B AR
G TREGRER L2 AT EEN  BNEEEMEA
B R IE - Wt EE E & - fl40 SKSC -

[0341] [ % Bl 8]Fcy S BIFE 2 BLE EE M14 2 8
E 737 ]

1§62 Z Bl B + 78 Foy S M & & B i1 & & EU 45 9 1 233 -
234235 236 BRI AR - [HR Foy SBEABMLZ D » EU
G5 3272330331 U ABEELEEBY 1564 MEZFFH
UL 4TS EU SR 327 330~ 331 fir 2 B B B K 12G4
~ B % (Eur J Immunol. 1999 Aug:29(8):2613-24 th » G2Aa) - %
T 1gG4 2 BUESE : 330 2 EB AT RE - RSN -
18G2 B B B - B Ut - 49 EU % © 327~ 330 - 331 fr 2 Bt
EBUER 1564 2 FF > SLBRARAREE L T- @i
EREi e o BREB Y FRKFS > E4 S5 RER
G - TS T > B LRI W 1662 2 EU R -
GO BN ERFER  EBLLERORKFES - B
THESRNN > WAL 562 ERUEEETZEEHREAZ
1§62 > EUGBH 39T U2 P BEREAERB Y 2R - BE -
MR B ER TN REER Y EF R R AN R E Y
SKSC(FFIBAS  62) GME 131 18 133 L2 BREA
BERBRATERAY T-HEAEAEMRKY O 81Z®
YHBEKF  EAGERERK Bt BAE EUEE 137
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Mz BEBEEEBERE  DBSNUZ24HEBEEBEKE - (F
131 fr & 139 it im 2 MR 51 B2 1gGl BE — - HEE A=
WHEEBRERZBEEEFI MI4(FFIE A 5 ¢ 129) -

[0342) H $# {# F§ huPMI1-M14 -~ L §# {# F§ huPMI1-L(5 5 %
BlSE @ 162)Z huPMI1-M14 Z R - & - KEBE2FH 7 L H
ZHEET - BHIEZ huPMLI-MU4(FF 5 & Al 5% @ 163) K
huPM1-IgG1l ~ huPMI1-1gG2 Z R E % E - EHEGE FXRE
i RBEEH TR T EEN -

[0343) 4@ 14 Frox * ¥ huPM1-M14 578 huPM1-SKSC
[ % 2 E MR -

[0344] [ & ] 912 E{E H § C R ig f{l 2 25 M F K - 2
Y) &f 58 & 7+ Z huPM1-M58

#l £ huPM1-M58 43 F

huPM1 % 1gGl fii%e - 2t [gG Hie < H i C RimfF ol Z £
BEMEMES AARS CRInlARZBEEEREARE K CX
2 2 AR H B - Bl BE W 07 GRIB AT B C Rum e & 2 B
2 1t (Anal Biochem. 2007 Jan 1;360(1):75-83.)> huPM1 $ 7} % >
HIRSoGBEFILEEZ CREREB Y BEBEHE S
REMREBEFS > EHEEEBEFIEIR K HEE - BEEE
MARBRAHA CRKInEEZBEALNEIK?  TEEXARE
M-FENYE/MEYE REUR CHNERNEZERRKEHE
RBELMARS BHEKAEINHEE BTEF2LE—-YE -
RGN EFSABEL TEH  HFERBEFZREENE - B
AERBEL TH HFELEHEBCRRZIEERAERE - X B
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TROGBZETE FEERBZMEPLRHEHR -

[0345] Pl » R T B4/E(F H 8 C RiFfl 2 &8 4 BIE >
 huPM1-1gGl FEYEFRBENE BEHFER [gG2 RFENE
BEUHREMAELXZESNABERZFAFEEE  BALNTHE -

[0346] EMS  HNESLEME G2 ABEEREH >
EEE il it REMBKERN huPMI-SKSC» & 3K 2
EUGS BTz SBRENRKSEEE 38U 24EBRDNARR
Hkl » 268 fi 2HKBIMARLBEER - 355 L 21 KB DN
BBEE 49 ZHmENABEERE > L #HATRH
& HiE C Rt Z RE M » F 446 fu 2 H BB K 447 i Z B B
B¢ &% 8 Z huPMI1-MS8( /% % 3 5l % © 164) - H # F H
huPM1-M58 ~ L $ f F§ huPMI-L(F % 3% B % : 162)
huPM1-M58 2 K8 - B8 » IKBEWG 4 L& FEET -

[0347) #f 3 F7 8 ff 2 huPMI1-M58 K huPMI1-IgGl -
huPM1-1gG2 Z 2 EMHFTE HHABRFXBEN  ZTEMZ
SFEFEADSC EMBEME SCHZ T EER

[0348] DSC Z 45 Rk 18 From e N> 4@ 13 K& 16 Frw
huPM1-M58 # Jr 81 huPMI1-SKSC Fl# » FHEEZEMEMER
BHERET -

[0349] [ % 18]

& Tm/°C
huPM1-IgG1 94. 8
huPM1-1gG2 93.9
huPM1-SKSC 93.7
huPM1-M58 93.7
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[0350] huPM1-M58 7 (i 4% b 7 87 M4 5¥ &

G FzmBEFHFEMER (BIEHNHK) SHHN IgC
SF T EWFE S8 FcRn {E F (Nat Rev Immunol. 2007
Sep;7(9):715-25) « F| 3 i &K fF F (pinocytosis) i A Bl & A &
(endosome)Z 1gG 53 F » B AN AN B M RE T (pH6.0 [t
) BIE B FE B HI FcRn 454 - K A58 FcRn 424 2 IgG
7 F o EAFE /NG (lysosome) » RIBE/NRDTHE > BREEF
FcRn 7 IgG S FFHMMEEERE  HEOEP2hEEGET
(pH7.4 M 27) - # B FcRn fEBE M H & K B M4 -

[0351) 1gG # ~ Hi B » B &1 F 1gGl -~ 1gG2 ~ 1gG3 ~ 1gG4
ZEBEEFEL  BREENRABEZMOEFFLRE  BHRE
1gG1-1gG24y 36 H ~1gG3 49 29 H ~1gG4 /% 16 H (Nat Biotechnol.
2007 Dec;25(12):1369-72.) > B3 K 1gGl &k 1gG2 Z M 4 F /&
HAMERE —HMS NBEBEZEEZBHE R g6l 1gG2 -
IgG4> HEFREZ gCHRBZEYHBRE—SRAZFE
BEHREHEHME I6C EEEFINE @ ZAHNLBRAHE
FcRn 7 % & M 2 7 3 (J Biol Chem. 2007 Jan 19;282(3):
1709-17 ~ J Immunol. 2006 Jan 1;176(1):346-56) -

[0352] B4 7% /N B FcRn 82 A 8 FcRn [ 77 7£ f& 2 (Proc Natl
Acad Sci US A. 2006 Dec 5;103(49):18709-14) » K It & T 78 |
BEBZFIKCRBRZ cCHREEABZMBPHEME - F
BEFEHNRABE FCRo Z& & R A FcRo EFREE/NE + 2
[l %% oh % %% {4 (Int Immunol. 2006 Dec;18(12):1759-69) -

[0353] $#f A 48 FcRn Z 4 & 57 {8
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FcRn % FcRn B B2-Y K EB ZHER - RBAMN AME
FcRn K F 51 (J. Exp. Med. 180 (6), 2377-2381 (1994)) » &l {F
Z DNA 3| F - Bl A% cDNA(Human Placenta Marathon-Ready
cDNA, Clontech) &R » FHBMIEMNSF » L PCR EHE R
BAEERERZDNARE - URBEZ DNARERENR - Fl H
PCR Z#R&EBE LB SR E B Z 4 4 &5 (Metl-Leu290)#Y
DNARERA UHEATSGYHEBRFERE (NE FcRn IF E &
FHl/FFI 3 Ae% : 165) - E&EM  REBAMKN AR B2-MKE
[ £ K & 5 (Proc. Natl. Acad. Sci. U.S.A. 99 (26), 16899-16903
(2002)) » % fE Z DNA 2| F o LA A ¥ cDNA(Hu-Placenta
Marathon-Ready cDNA, CLONTECH) & 1 tF - 8 E®9 5| F >
LU PCR ZHERBEEREKZ DNA RE - LB EZ DNA
FE Bl I PCREKBEAEER I GER B2-HMRE
A4 & (Metl-Metl19)Z DNA R EERK » HE AT SYHARE
HHBANER-MEREAREBRFI/FFIHAGH © 166) -

[0354] "I & A FcRo 2RI B ABRBA T BEABEK
JB HEK293H £k (Invitrogen){# F§ 10%k& 4 M % (Invitrogen) > #
BMENASE FcRn RAE B2-WHREZERBUBEERLZEZA
Wi - B ZEBEEBEOUWE » £ IgG Sepharose 6 Fast
Flow(Amersham Biosciences) > f& 8 (J Immunol. 2002 Nov
1;169(9):5171-80.)7 FiE#E# « 2 % » F|FH HiTrap Q HP(GE
Healthcare)it {7 %5 8 -

[0355] #f A A% FcRn Z 45 & ¥ > {£ A Biacore 3000 -
RECEEELERESERRZEGE L R AHE 1gG
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Kappa BB BEAESWYWZ A FcRo X G {F A
ZAB FcRnE& 8 stEBEHMMEXKD)- ERTME » EXEF
7 (running buffer){# F§ & 150 mM NaCl 2 50 mM Na-§ i & 42
& pH6.0O FIAABEESEAKELDE L BEERESAR
CMS5(BIACORE) - Z % » FHIHE LU E 0.02% Tween20 Z &k &
mRWERE - FHUERNBEEN &A% 5 A FcRn- ¥
BBy A FcRo 2 & &M -

[0356] 37 11 > 5 & (£ A #K #8 BlAevaluation - & E| 2
EiFER > KE A FcRo XS BN & R AT N Hi 88 2 hFcRn &
EE BHFURBREHRNMEERS  SFTEHEH N AE FcRn
ZEMME -

[0357) {# A A %8 FcRn 78 B 5¥ & huPM1-1gG1- huPM1-M58
AR 4R e

[0358] huPM1-IgGl K& huPMI1-M58 ¥ i A% FcRn 2 & &
M Z 2F(E » K I8 BlAcore # 1T - 1% 19 Fi/x > huPM1-M58 ~
o MEE huPMI-IgGl EEZY 14 FEE -

[0359] [ % 19]

KD(uM)
huPM1-1gG1 1.62
huPM1-M58 1. 17

[0360] A ¥ FcRn ERBEE /B MmFhHE M TE
AN¥E FcRn ERKR#EJE /NE (B6.mFcRn-/-.-hFcRn Tg line 276
+/+ J/NE - Jackson Laboratories)d » ZEYEIE Z FFE MK T35
AET - KIEEN/NEUL Ilmghkg 2 TFTEHBFRAETER
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Y WLERRM - SHERWAMAIZETK 4C > LL 15,000 rpm
BELH IS SOR - KOoOBMZMBERENRER-20T L
TZAREEIERME /L MR BEER ELISA KA ZE -

(0361] {# F§ A ¥8 FcRn # 78 7 M 5¥ {8 huPMI1-IgGl -
huPM1-M58 72 N (fn 4% o ' & %

# 17 huPM1-1gG1l B huPMI1-M58 7 A %8 FcRn £ & & 58 /)\
BRPZ2mBEPmEMEFE HER > WE 17 x> R
huPM1-M58 &8 7 huPM1-IgGl » ¥ ghle i =& - B R E R A
BMFRnZ &S5 MHE ABEFCRnEREHE/ B P2 mMBE P HE M
R AERR -

[0362] [£ % 5 10]{E F§ Biacore JAIEMNEN B K E 2 B
il

{# F§ Biacore T100(GE Healthcare Bioscience) » # 1T i &
NMEREZHEZERWER - & rec-EEE AZYMED)(X T
HFEAE ABELEREERR L FHEE(LELE AR
e LEREESIWMYRE > AEnREHEZHEEER -
MEGEHANERSERE Y rhNRI0O- RAEE I ZHRER -
STHB NS HBECEEEY k. (UMs) REBEEEH k
(1/s) IRBEEHE Ko (M) E2H 25+ HE A Biacore T100
Evaluation Software version 1.1(GE Healthcare Bioscience) -

[0363] ZEE0E A HREE&SER ZEEL

MAEBEEKELDE A BEERESRE CMS(GE
Healthcare Bioscience)Z T A /i #2 I (flow cell) b - & Jk 4% @1 &
{8 F§ HBS-EP+ (10 mM HEPES, 0.15 M NaCl, 3 mM EDTA,
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0.05% v/v FREEME P20) > LAfRE 10 pL/min EITHE -
WEESR 2R ERFEEER ZELEL 75 mg/mL EDC (N-
ZE-N-Q-_HRERERE)R _ B RBEBRE)E 11.5
mg/mL NHS (N-BERHAMTK)Z 1:1 JEE K 100puL JE 1L
WHHEMALL 10 mM ZBE & &K (pHAS)E H K SOpg/mL Z
EHE A THERE 2B #FRE 1M ZEREERE
(pH8.5)100pL » FRK EZEHEATEL - & B Y
4000-5000 RU & &4k - B E 25C # 1T -

[0364] W E LB A W ZMNBEMMNRIOZHERBRK
FE Z 8RR M R E

BokEEKRMER HBS-EP+ - £ H BB MH K 0.25pg/mL >
FEENELE AL 100 RU- FRHER T Y Z rhNR10 &
HBS-EP+ - B f K 0~38.5-77.0~ 154 n0M> 3 0-19.25-77.01
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FrolR
110> PINRER(ITAIRE]
<120> 7 NR10 fiife R ELFE A
<130> C1-A0712Y1P

<150> JP 2007-315143
<151> 2007-12-05

<150> JP 2008-247425
<151> 2008-09-26

<160> 287

<170> PatentIn version 3.4
Q210> 1

211> 5

<212> PRT
213> /INFE

<400> 1

Gly Tyr Ile Met Asn
1 5

<210> 2
Q211> 17
<212> PRT
213> /IFER

<400> 2

Leu Ile Asn Pro Tyr Asn Gly Asp Thr Asn Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly
<210> 3
Q211> 12

<212> PRT

2125-10186A-PF 1



20163447

<213>

<400>

9
/MR
3

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr

1

<210>
Ll
212>
213>

<400>

Glu Val
1

Ser Met

Ile Met

Gly Leu
50

Lys Gly
65

Met Glu

Ala Arg

Gln Gly

<210>
21
<212>
213>

<400>

4
121
PRT

5

IR

4

Gln

Lys

Asn

35

Ile

Lys

Leu

Asp

Thr

115

5
11
PRT

Leu Gln

Ile Ser

20

Trp Val

Asn Pro

Ala Thr

Leu Ser
85

Gly Tyr
100

Ser Val

/NRER,

2125-10186A-PF

Gln

Cys

Lys

Tyr

Leu

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Thr

Asp

Val

Gly

Ala

Ser

40

Gly

Val

Ser

Gly

Ser
120

Pro

Ser

25

His

Asp

Asp

Glu

Pro

105

Ser

10

Glu Leu Val
10

Gly Tyr Ser

Gly Lys Asn

Thr Asn Tyr

60

Lys Ser Ser
75

Asp Ser Ala
90

Tyr Thr Met

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Gly Ala
15

Gly Tyr

Trp Ile

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly



201634479

Arg Ala Ser Glu Asn Ile Tyr Ser Phe Leu Ala

1 5

<210> 6
Q211> 7
<212> PRT
213> IFER

<400> 6

Asn Ala Lys Thr Leu
1 5

210> 7
211> 9
<212> PRT
213> /IER

<400> 7

Gln His His Tyr Glu
1 5

<210> 8
211> 107
<212> PRT
213> /IFE

<400> 8

Asp Ile Gln Met Thr
1 5

Glu Thr Val Thr Ile
20

Leu Ala Trp Tyr Gln
35

Tyr Asn Ala Lys Thr
50

Ser Gly Ser Gly Thr

2125-10186A-PF

Ala Lys

Ser Pro Leu Thr

Gln Ser Pro Ala

Thr Cys Arg Ala

25

Gln Lys Gln Gly
40

Leu Ala Lys Gly
55

Gln Phe Ser Leu

10

Ser Leu

10

Ser Glu

Lys Ser

Val Pro

Lys Ile

Ser Ala

Asn Ile

Pro His
45

Ser Arg
60

Asn Ser

Ser

Tyr

30

Leu

Phe

Leu

Val Gly

15

Ser Phe

Leu Val

Ser Gly

Gln Pro
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65 70 75 80

Glu Asp Phe Gly Ser Tyr Tyr Cys Gln His His Tyr Glu Ser Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 9
Q211> 5
<212> PRT
213> /INER

<400> 9

Gly Tyr Ile Met Asn
1 5

<210> 10
Q11> 17
<212> PRT
213> /IFER

<400> 10

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 11
2l 12
<212> PRT
Q213> /IER

<400> 11

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr
1 5 10

<210> 12
211> 121

<212> PRT

2125-10186A-PF 4
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213>

<400>

Glu Val

Ile Met

Gly Leu

50

Lys Gly
65

Met Glu

Ala Arg

Gln Gly

<210>
2l
212>
213>

<400>

N

12

Gln

Lys

Asn

35

Ile

Lys

Leu

Asp

Thr

115

13
11
PRT

Leu

Ile
20

Trp

Asn

Ala

Leu

Gly

100

Ser

N,

13

Gln

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln Ser

Cys Lys

Lys Gln

Tyr Asn

55

Leu Thr
70

Leu Thr

Asp Asp

Thr Val

Gly

Ala

Ser

40

Gly

Val

Ser

Gly

Ser
120

Pro

Ser
25

His

Gly

Asp

Glu

Pro
105

Ser

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Leu

Tyr

Lys

Ser

Ser

75

Ser

Thr

Arg Thr Ser Glu Asn Ile Tyr Ser Phe Leu Ala

1

<210>
211>
212>
213>

<400>

14

PRT

IR

14

2125-10186A-PF

5

10

Val

Ser

Asn

Tyr

60

Ser

Ala

Met

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Gly Ala
15

Gly Tyr

Trp Ile

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

ey
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Asn Ala Lys Thr Leu Ala Lys

1

<210> 15
211> 9
<212> PRT
Q213> IFER

<400> 15

5

Gln His His Tyr Glu Ser Pro Leu Thr

1
210> 16
Q11> 107
<212> PRT
Q213> /INFER

<400> 16

Asp Ile Gln Met
1

Glu Thr Val Thr
20

Leu Ala Trp Tyr
35

Tyr Asn Ala Lys
50

Ser Gly Ser Gly
65

Glu Asp Phe Gly

Thr Phe Gly Gly

100

210> 17
211> 5

2125-10186A-PF

5

Thr

Ile

Gln

Thr

Thr

Ser

85

Gly

Gln Ser

Thr Cys

Gln Lys

Leu Ala

55

Gln Phe
70

Tyr Phe

Thr Lys

Pro

Arg

Gln

40

Lys

Ser

Cys

Leu

Ala

Thr
25

Gly

Leu

Gln

Glu
105

Ser
10

Ser

Lys

Val

Lys

His

90

Ile

Leu Ser Ala Ser Val Gly
15

Glu Asn Ile Tyr Ser Phe
30

Ser Pro His Leu Leu Val
45

Pro Ser Arg Phe Ser Gly
60

Ile Asn Ser Leu Gln Pro
75 80

His Tyr Glu Ser Pro Leu
95

Lys
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<212> PRT
213> /IER

<400> 17

Gly Tyr Ile Met Asn
1 5

<210> 18
Q211> 17
<212> PRT
213> INER

<400> 18

Leu Ile Asn Pro Tyr Asn Gly Gly Ala Glu Tyr Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210> 19
Q1D 12
<212> PRT
Q213> INER

<400> 19

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr
1 5 10

<210> 20
211> 121
<212> PRT
213> /INER

<400> 20

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Thr
l 5 10 15

Ser Met Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30

2125-10186A-PF 7

Lep
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Ile Met Asn Trp Val Lys Gln Ser His Gly Lys Asn Leu Glu Trp Ile
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Ala Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Phe Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Leu Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 21
QI 11
<212> PRT
213> /INFH

<400> 21

Arg Ala Asn Glu Asn Ile Tyr Ser Tyr Leu Ala
1 5 10

<210> 22
Q211> 7
<212> PRT
213> /INFER

<400> 22

Asn Ala Lys Thr Leu Ala Glu
1 5

210> 23
211> 9
<212> PRT
213> IFER

<400> 23

2125-10186A-PF 8 -
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Gln His His Tyr Gly Thr Pro Pro Thr

1

<210>
<21
<212>
213>
<400>

Asp 1le
1

Glu Thr

Leu Ala

Tyr Asn

50

Ser Gly
65

Glu Asp

Thr Phe

<210>
<211
212>
213>

<400>

Asn Tyr
1

210>
21

5

24
107
PRT
INE R
24
Gln Met Thr Gln
Val Thr Phe Thr

20

Trp Tyr Gln Gln
35

Ala Lys Thr Leu

Ser Gly Thr Gln

70

Phe Gly Ser Tyr
85

Gly Gly Gly Thr
100

25

PRT
ER

25

Trp Met His
5

26
17

2125-10186A-PF

Ser Pro Ala

Cys Arg Ala

25

Lys Gln Gly
40

Ala Glu Gly
55

Phe Ser Leu

Tyr Cys Gln

Lys Leu Glu
105

Ser
10

Asn

Lys

Val

Lys

His

90

Ile

Leu

Glu

Ser

Pro

Ile

75

His

Lys

Ser Ala Ser

Asn Ile Tyr
30

Pro Gln Leu
45

Ser Arg Phe
60

Asn Ser Leu

Tyr Gly Thr

Val Gly
15

Ser Tyr

Leu Val

Ser Gly

Gln Pro

80

Pro Pro
95



201634479

<212> PRT
213> /INFH

<400> 26

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

Gly

210> 27
211> 8
<212> PRT
Q213> IFER

<400> 27

Asp Gly Tyr Asp Asp Phe Asp His
1 5

<210> 28
211> 116
<212> PRT
213> /IER

<400> 28

Glu Val Gln Leu Gln Gln Ser Gly Thr Val Leu Ala Arg Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Ala Ile Tyr Pro Gly Asn Ser Asp Thr Asp Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Lys Leu Thr Ala Val Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Thr Asn Glu Asp Ser Ala Val Phe Phe Cys

2125-10186A-PF 10
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85 90

95

Thr Thr Gly Tyr Asp Asp Phe Asp His Trp Gly Gln Gly Thr Thr Leu

100 105

Thr Val Ser Ser

<210>
211>
212>
213>

<400>

115

29
12

PRT
IRE

29

Arg Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu His

1

<210>
211>
212>
<213>

<400>

5 10

30

PRT
IR

30

Ser Thr Ser Asn Leu Ala Ser

1

<2102
21
<212>
213>

<400>

5

31

PRT
IR

31

Gln Gln Tyr Ser Gly Tyr Pro Leu Thr

1

<210>
<2l
212>
213>

<400>

5

32
108
PRT
MR,

32

2125-10186A-PF 11

110

e
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Glu Asn Val

Glu Lys Val

His
35

Tyr Leu

Ile Tyr

50

Gly Ser
65

Ala Glu

Leu Thr Phe

<210> 33
211>
212>

213>

DNA

<400> 33
atgggatgga

gtccagcetge

tgcaaggcectt

ggaaagaacc

cagaagttca

gaactcctca

gacgacggac

gccaaaacga

Ser

Gly

Asp

Leu Thr Gl

Thr Th

20

Met

Trp Tyr Gl

Thr Ser As

Th
70

Ser Gly

Ala
85

Ala Th

Gly Gl

100

Gly

1406

INEE R,

gctggatett

aacagtctgg

ctggttactc

ttgagtggat

agggcaagge

gtctgacatc

cctatactat

cacccccatce

2125-10186A-PF

n Ser Pro

r Cys Arg

n Gln Lys

40

n Leu Ala
55

r Ser Tyr

r Tyr Tyr

y Thr Lys

tctettecte

acctgagctg

attcactgge

tggacttatt

cacattaact

agaggactct

ggactactgg

tgtctatcca

Ala

Ile
10

Met

Ala
25

Ser Ser

Ser Gly Ala

Ser Gly Val

Phe Thr

75

Tyr

Gln
90

Cys Gln

Leu Glu Ile

105

ctgtcaggaa

gtgaagcctg

tacatcatga

aatccttaca

gtagacaagt

gcagtctatt

ggtcaaggaa

ctggceectg

Ser Ala

Ser Val
30

Ser Pro
45

Pro Ala
60

Ile Ser

Tyr Ser

Lys

ctgcaggtgt

gagcttcaat

actgggtgaa

atggtgatac

catccagcac

actgtgcaag

cctcagtcac

gatctgetge

12

Ser Pro Gly

156

Ser Ser Ser

Lys Leu Trp

Arg Phe Ser

Ser Val Glu

80

Gly Tyr Pro

95

ccactctgag

gaagatctcc

gcagagccat

taactacaac

agcctacatg

ggatggttac

cgtctectea

ccaaactaac

60

120

180

240

300

360

420

480
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tccatggtga ccctgggatg cctggtcaag ggctatttec ctgagceccagt gacagtgacc

tggaactctg gatccctgtc cageggtgtg cacaccttec cagetgtect gecagtctgac

ctctacactc tgagcagctc agtgactgtc ccctccageca cctggcccag cgagaccgte

acctgcaacg ttgcccaccce ggccagcage accaaggtgg acaagaaaat tgtgeccagg

gattgtggtt gtaagccttg catatgtaca gtcccagaag tatcatctgt cttcatcttc

cccccaaage ccaaggatgt getcaccatt actctgactc ctaaggtcac gtgtgttgtg

gtagacatca gcaaggatga tcccgaggtc cagttcagct ggtttgtaga tgatgtggag

gtgcacacag ctcagacgca accccgggag gagcagttca acagcacttt ccgectcagte

agtgaacttc ccatcatgca ccaggactgg ctcaatggca aggagttcaa atgcagggtc

aacagtgcag ctttccctge ccccatcgag aaaaccatct ccaaaaccaa aggcagaccg

aaggctccac aggtgtacac cattccacct cccaaggage agatggccaa ggataaagtc
agtctgacct gcatgataac agacttcttc cctgaagaca ttactgtgga gtggcagtgg
aatgggcagc cagcggagaa ctacaagaac actcagccca tcatggacac agatggctct
tacttcgtct acagcaagct caatgtgcag aagagcaact gggaggcagg aaatactttce
acctgectetg tgttacatga gggcctgeac aaccaccata ctgagaagag cctctcccac
tctcctggta aataatgage ggecge

210> 34

211> 445

<212> PRT

213> /IFER

<400> 34

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Met Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30

2125-10186A-PF 13

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1406

j\ oy



201634479

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Thr

145

Thr

Val

Ser

Ala

Cys

225

Phe

Met

Leu

50

Gly

Glu

Arg

Gly

Tyr

130

Leu

Trp

Leu

Ser

Ser

210

Lys

Pro

Asn

35

Ile

Lys

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Thr

195

Ser

Pro

Pro

Trp

Asn

Ala

Leu

Gly

100

Ser

Leu

Ser

Ser

180

Trp

Thr

Cys

Lys

Val Thr Cys Val

2125-10186A-PF

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Asp

Pro

Lys

Ile

Pro

245

Val

Lys

Tyr

Leu

70

Leu

Asp

Thr

Pro

Val

150

Ser

Leu

Ser

Val

Cys

230

Lys

Val

Gln

Asn

55

Thr

Thr

Asp

Val

Gly

135

Lys

Leu

Tyr

Glu

Asp

215

Thr

Asp

Asp

Ser

40

Gly

Val

Ser

Gly

Ser

120

Ser

Gly

Ser

Thr

Thr

200

Lys

Val

Val

Ile

His

Asp

Asp

Glu

Pro

105

Ser

Ala

Tyr

Ser

Leu

185

Val

Lys

Pro

Leu

Ser

Gly

Thr

Lys

Asp

90

Tyr

Ala

Ala

Phe

Gly

170

Ser

Thr

Ile

Glu

Thr

250

Lys

Lys

Asn

Ser

75

Ser

Thr

Lys

Gln

Pro

155

Val

Ser

Cys

Val

Val

235

Ile

Asp

Asn

Tyr

60

Ser

Ala

Met

Thr

Thr

140

Glu

His

Ser

Asn

Pro

220

Ser

Thr

Asp

14

Leu

45

Asn

Ser

Val

Asp

Thr

125

Asn

Pro

Thr

Val

Val

205

Arg

Ser

Leu

Pro

Glu

Gln

Thr

Tyr

Tyr

110

Pro

Ser

Val

Phe

Thr

190

Ala

Asp

Val

Thr

Glu

Trp

Lys

Ala

Tyr

95

Trp

Pro

Met

Thr

Pro

175

Val

His

Cys

Phe

Pro

255

Val

Ile

Phe

Tyr

80

Cys

Gly

Ser

Val

Val

160

Ala

Pro

Pro

Gly

Ile

240

Lys

Gln
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260 265 270

Phe Ser Trp Phe Val Asp Asp Val Glu Val His Thr Ala Gln Thr Gln
275 280 285

Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Ser Val Ser Glu Leu
290 295 300

Pro Ile Met His Gln Asp Trp Leu Asn Gly Lys Glu Phe Lys Cys Arg
305 310 315 320

Val Asn Ser Ala Ala Phe Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
325 330 335

Thr Lys Gly Arg Pro Lys Ala Pro Gln Val Tyr Thr Ile Pro Pro Pro
340 345 350

Lys Glu Gln Met Ala Lys Asp Lys Val Ser Leu Thr Cys Met Ile Thr
355 360 365

Asp Phe Phe Pro Glu Asp Ile Thr Val Glu Trp Gln Trp Asn Gly Gln
370 375 380

Pro Ala Glu Asn Tyr Lys Asn Thr Gln Pro Ile Met Asp Thr Asp Gly
385 390 395 400

Ser Tyr Phe Val Tyr Ser Lys Leu Asn Val Gln Lys Ser Asn Trp Glu
405 410 415

Ala Gly Asn Thr Phe Thr Cys Ser Val Leu His Glu Gly Leu His Asn
420 425 430

His His Thr Glu Lys Ser Leu Ser His Ser Pro Gly Lys
435 440 445

<210> 35
211> 1716
<212> DNA
213> /INFR

<400> 35
atgagtgtgce ccactcaggt cctggggttg ctgetgetgt ggettacagg tgeccagatgt 60

gacatccaga tgactcagtc tccagectce ctatctgecat ctgtgggaga aactgtcacc 120

2125-10186A-PF 15

W
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atcacatgtc

ggaaaatctc

aggttcagtg

gaagattttg

ggcaccaagc

tccagtgage

cccaaagaca

aacagttgga

ttgaccaagg

tcaacttcac

<210>

211>

212>
213>

36
214
PRT

<400> 36

Asp Ile Gln Met

1

Glu Thr Val Thr Ile

Leu Ala Trp Tyr

35

gagcaagtga

ctcacctcct

gcagtggatc

ggagttatta

tggaaatcaa

agttaacatc

tcaatgtcaa

ctgatcagga

acgagtatga

ccattgtcaa

IR

5

20

Gln

Gln

gaatatttac

ggtctataat

tggcacacag

ctgtcaacat

acgggetgat

tggaggtgce

gtggaagatt

cagcaaagac

acgacataac

gagcttcaac

Thr Cys Arg Ala Ser

Lys Gln
40

agttttttag

gcaaaaacct

ttttctetga

cattatgaga

gctgcaccaa

tcagtegtgt

gatggcagtg

agcacctaca

agctatacct

aggaatgagt

Thr Gln Ser Pro Ala Ser Leu

10

Glu
25

Gly Lys Ser

catggtatca

tagcaaaagg

agatcaacag

gtcctctgac

ctgtatccat

gettcttgaa

aacgacaaaa

gcatgagcag

gtgaggccac

gttaatgagc

gcagaaacag

tgtgccatca

cctgecagcect

gttcggtgga

cttceccacca

caacttctac

tggegtecetg

caccctcacg

tcacaagaca

ggcege

Ser Ala Ser Val Gly

Asn Ile
30

His
45

Pro

15

Tyr Ser Phe

Leu Leu Val

180

240

300

360

420

480

540

600

660

716

Val Ser Arg Phe Ser Gly

60

Tyr Asn Ala Lys Thr Leu Pro

50

Ala Lys Gly
55

Ile
75

Leu Gln Pro
80

Thr Gln Ser

70

Ser Gly Ser Gly Phe Ser Leu Asn

65

Lys

Glu Asp Phe Gly Ser Tyr Tyr Cys Gln His His Tyr Glu Ser Pro Leu

2125-10186A-PF 16



201634479

Thr Phe Gly Gly

Pro Thr Val
115

Gly Ala Ser
130

Asn Val Lys
145

Asn Ser Trp

Ser Thr Leu

Thr Cys Glu

195

Phe Asn Arg
210

<210> 37

211> 1406
<212> DNA
213>

<400> 37
atgggatgga

gtccagetge

tgcaaggctt

ggaaagaacce

cagaagttca

gaactcctca

100

Ser

Val

Trp

Thr

Thr

180

Ala

Asn

MR,

2125-10186A-PF

85

Gly

Ile

Val

Lys

Asp

165

Leu

Thr

Glu

gctggatett

aacagtctgg

ctggttactc

ttgagtggat

agggcaaggce

gtctgacatc

Thr Lys Leu

Phe Pro Pro

120

135

Ile Asp Gly

150

Gln Asp Ser

Thr Lys Asp

His Lys Thr

200

Cys

tctettecte

acctgagctg

attcactggc

tggacttatt

cacattaact

agaggactct

90

Glu Ile
105

Ser Ser

Cys Phe Leu Asn Asn

Ser Glu

Lys Asp

170

Glu Tyr
185

Ser Thr

Lys

Glu

Phe

Arg

155

Ser

Glu

Ser

ctgtcaggaa

gtgaagcctg

tacatcatga

aatccttaca

gtagacaagt

gcagtctatt

Arg Ala Asp
110

Gln Leu Thr
125

Tyr Pro Lys
140

Gln Asn Gly

Thr Tyr Ser

Arg His Asn

190

Pro Ile Val
205

ctgcaggtgt

gagcttcaat

actgggtgaa

atggtggtac

catccagtac

actgtgcaag

17

95

Ala Ala

Ser Gly

Asp Ile

Val Leu

160

Met Ser
175

Ser Tyr

Lys Ser

ccactctgag

gaagatctcc

gcagagccat

tagctacaac

agcctacatg

ggatggttac

60

120

180

240

300

360

LA



201634479

gacgacggac

gccaaaacga

tccatggtga

tggaactctg

ctctacactc

acctgcaacg

gattgtggtt

ccecccaaage

gtagacatca

gtgcacacag

agtgaacttc

aacagtgcag

aaggctccac

agtctgacct

aatgggcagce

tacttcgtct

acctgectetg

tctectggta

<210>

211>

<212>

213>

<400>

cctatactat

cacccccecate

ccctgggatg

gatccctgte

tgagcagctc

ttgcccacce

gtaagcecttg

ccaaggatgt

gcaaggatga

ctcagacgca

ccatcatgca

ctttecetge

aggtgtacac

gcatgataac

cagcggagaa

acagcaagct

tgttacatga

aataatgagc

ggactactgg

tgtctatcca

cctggtcaag

cageggtgty

agtgactgtc

ggccagceage

catatgtaca

gctcaccatt

tcecgaggte

acccegggag

ccaggactgg

ccccatcgag

cattccacct

agacttctte

ctacaagaac

caatgtgcag

gggeetgeac

ggccge

ggtcaaggaa

ctggececetg

ggctatttec

cacaccttcc

ccctecagea

accaaggtgg

gtcccagaag

actctgactc

cagttcagcet

gagcagttca

ctcaatggca

aaaaccatct

cccaaggage

cctgaagaca

actcagccca

aagagcaact

aaccaccata

cctcagtcac

gatctgetge

ctgagccagt

cagctgtect

cctggceccag

acaagaaaat

tatcatctgt

ctaaggtcac

ggtttgtaga

acagcacttt

aggagttcaa

ccaaaaccaa

agatggccaa

ttactgtgga

tcatggacac

gggaggcagg

ctgagaagag

cgtctectea

ccaaactaac

gacagtgacc

gcagtctgac

cgagaccgtc

tgtgeccagg

cttcatctte

gtgtgtigtg

tgatgtggag

ccgetcagte

atgcagggtc

aggcagaccg

ggataaagtc

gtggecagtgg

agatggctct

aaatactttc

ccteteccac

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

2125-10186A-PF

18

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1406



201634479

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Thr

145

Thr

Val

Ser

Ala

Cys
225

Met

Met

Leu

50

Gly

Glu

Arg

Gly

Tyr

130

Leu

Trp

Leu

Ser

Ser

210

Lys

Lys

Asn

35

Ile

Lys

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Thr

195

Ser

Pro

Ile

20

Trp

Asn

Ala

Leu

Gly

100

Ser

Leu

Cys

Ser

Ser

180

Trp

Thr

Cys

2125-10186A-PF

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Asp

Pro

Lys

Ile

Cys

Lys

Tyr

Leu

70

Leu

Asp

Thr

Pro

Val

150

Ser

Leu

Ser

Val

Cys
230

Lys

Gln

Asn

55

Thr

Thr

Asp

Val

Gly

135

Lys

Leu

Tyr

Glu

Asp

215

Thr

Ala

Ser

40

Gly

Val

Ser

Gly

Ser

120

Ser

Gly

Ser

Thr

Thr

200

Lys

Val

Ser

25

His

Gly

Asp

Glu

Pro

105

Ser

Ala

Tyr

Ser

Leu

185

Val

Lys

Pro

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Ala

Ala

Phe

Gly

170

Ser

Thr

Ile

Glu

Tyr

Lys

Ser

Ser

75

Ser

Thr

Lys

Gln

Pro

155

Val

Ser

Cys

Val

Val
235

Ser

Asn

Tyr

60

Ser

Ala

Met

Thr

Thr

140

Glu

His

Ser

Asn

Pro

220

Ser

19

Phe

Leu

45

Asn

Ser

Val

Asp

Thr

125

Asn

Pro

Thr

Val

Val

205

Arg

Ser

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Pro

Ser

Val

Phe

Thr

190

Ala

Asp

Val

15

Gly

Trp

Lys

Ala

Tyr

95

Trp

Pro

Met

Thr

Pro

175

Val

His

Cys

Phe

Tyr

Ile

Phe

Tyr

80

Cys

Gly

Ser

Val

Val

160

Ala

Pro

Pro

Gly

Ile
240



201634479

Phe Pro Pro

Val

Phe

Pro

Pro

305

Val

Thr

Lys

Asp

Pro

385

Ser

Ala

His

Thr

Ser

Arg

290

Ile

Asn

Lys

Glu

Phe

370

Ala

Tyr

Gly

His

<210>
21
212>
<21

Cys

Trp

275

Glu

Met

Ser

Gly

Gln

355

Phe

Glu

Phe

Asn

Thr

435

39
716
DNA

Lys

Val

260

Phe

Glu

His

Ala

Arg

340

Met

Pro

Asn

Val

Thr

420

Glu

IR,

2125-10186A-PF

Pro

245

Val

Val

Gln

Gln

Ala

325

Pro

Ala

Glu

Tyr

Tyr

405

Phe

Lys

Lys

Val

Asp

Phe

Asp

310

Phe

Lys

Lys

Asp

Lys

390

Ser

Thr

Ser

Asp

Asp

Asp

Asn

295

Trp

Pro

Ala

Asp

Ile

375

Asn

Lys

Cys

Leu

Val

Ile

Val

280

Ser

Leu

Ala

Pro

Lys

360

Thr

Thr

Leu

Ser

Ser
440

Leu

Ser

265

Glu

Thr

Asn

Pro

Gln

345

Val

Val

Gln

Asn

Val

425

His

Thr

250

Lys

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

Val

410

Leu

Ser

Ile

Asp

His

Arg

Lys

316

Glu

Tyr

Leu

Trp

Ile

395

Gln

His

Pro

Thr

Asp

Thr

Ser

300

Glu

Lys

Thr

Thr

Gln

380

Met

Lys

Glu

Gly

20

Leu

Pro

Ala

285

Val

Phe

Thr

Ile

Cys

365

Trp

Asp

Ser

Gly

Lys
445

Thr

Glu

270

Gln

Ser

Lys

Ile

Pro

350

Met

Asn

Thr

Asn

Leu
430

Pro

255

Val

Thr

Glu

Cys

Ser

335

Pro

Ile

Gly

Asp

Trp

415

His

Lys

Gln

Gln

Leu

Arg

320

Lys

Pro

Thr

Gln

Gly

400

Glu

Asn



201634479

<400> 39
atgagtgtgc

gacatccaga

atcacatgtc

ggaaaatctc

aggttcagtg

gaagattttg

ggcaccaagc

tccagtgage

cccaaagaca

aacagttgga

ttgaccaagg

tcaacttcac

<210> 40

211> 214

<212> PRT

213>

<400> 40

ccactcaggt

tgactcagtc

gaacaagtga

ctcacctect

gcagtggatc

ggagttattt

tggaaatcaa

agttaacatc

tcaatgtcaa

ctgatcagga

acgagtatga

ccattgtcaa

INERER,

cctggggtty

tccagectce

gaatatttac

ggtctataat

tggcacacag

ctgtcaacat

acgggctgat

tggaggtgece

gtggaagatt

cagcaaagac

acgacataac

gagcttcaac

ctgetgetgt

ctatctgcat

agttttttag

gcaaaaacct

ttttctctga

cattatgaga

gctgcaccaa

tcagtcegtgt

gatggcagtg

agcacctaca

agctatacct

aggaatgagt

Asp Ile Gln Met Thr Gln Ser Pro Ala Ser Leu

1

5

10

Glu Thr Val Thr Ile Thr Cys Arg Thr Ser Glu

20

25

Leu Ala Trp Tyr Gln Gln Lys Gln Gly Lys Ser

35

40

Tyr Asn Ala Lys Thr Leu Ala Lys Gly Val Pro

50

2125-10186A-PF

55

ggcttacagg

ctgtgggaga

catggtatca

tagcaaaagg

agatcaacag

gtcctetgac

ctgtatccat

gcttecttgaa

aacgacaaaa

gcatgagcag

gtgaggccac

gttaatgage

tgccagatgt

aactgtcacc

gcagaaacag

tgtgccatcea

cctgecagecet

gttcggtgga

cttceccacca

caacttctac

tggegtectg

caccctcacg

tcacaagaca

ggccge

Ser Ala Ser Val Gly

15

Asn Ile Tyr Ser Phe

30

Pro His Leu Leu Val

45

Ser Arg Phe Ser Gly

60

21

60

120

180

240

300

360

420

480

540

600

660

716

D



201634479

Ser Gly Ser

65

Glu

Thr

Pro

Gly

Asn

145

Asn

Ser

Thr

Phe

Asp

Phe

Thr

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>
211>
212>
213>

<400>
atgggatgga gctggatctt tctcttectc ctgtcaggaa

Phe

Gly

Val

115

Ser

Lys

Trp

Leu

Glu

195

Arg

41
1406
DNA

Gly

Gly

Gly

100

Ser

Val

Trp

Thr

Thr

180

Ala

Asn

INER

41

Thr

Ser

85

Gly

Ile

Val

Lys

Asp

165

Leu

Thr

Glu

Gln

70

Tyr

Thr

Phe

Cys

Ile

150

Gln

Thr

His

Cys

Phe

Phe

Lys

Pro

Phe

135

Asp

Asp

Lys

Lys

Ser

Cys

Leu

Pro

120

Leu

Gly

Ser

Asp

Thr
200

Leu

Gln

Glu

105

Ser

Asn

Ser

Lys

Glu

185

Ser

Lys

His

90

Ile

Ser

Asn

Glu

Asp

170

Tyr

Thr

Ile

75

His

Lys

Glu

Phe

Arg

155

Ser

Glu

Ser

gtccagctgc aacagtctgg acctgagctg gtgaagectg

tgcaaggett ctggttactc attcactgge tacatcatga

ggaaagaacc ttgagtggat tggacttatt aatccttaca

2125-10186A-PF

Asn

Tyr

Arg

Gln

Tyr

140

Gln

Thr

Arg

Pro

ctgcaggtgt ccactctgag

gaacttcaat gaagatatcc

actgggtgaa gcagagccat

atggtggtge tgagtacaac

22

Ser

Glu

Ala

Leu

125

Pro

Asn

Tyr

His

Ile
205

Leu Gln

Ser

Asp

110

Thr

Lys

Gly

Ser

Asn

190

Val

Pro

95

Ala

Ser

Asp

Val

Met

175

Ser

Lys

Pro

80

Leu

Ala

Gly

Ile

Leu

160

Ser

Tyr

Ser

60

120

180

240



201634479

cagaagttca

gagctcctca

gacgacggac

gccaaaacga

tccatggtga

tggaactctg

ctctacactc

acctgcaacg

gattgtggtt

cccccaaagc

gtagacatca

gtgcacacag

agtgaacttc

aacagtgcag

aaggctccac

agtctgacct

aatgggcagc

tacttcgtct

acctgctetg

tctectggta

<210> 42

<211> 445

<212> PRT
213>

aggacaaggc

gtctgacatce

cctatactat

cacccccate

ccetgggatg

gatccctgte

tgagcagctc

ttgeccacce

gtaagccttg

ccaaggatgt

gcaaggatga

ctcagacgca

ccatcatgca

ctttccetge

aggtgtacac

gcatgataac

cagcggagaa

acagcaagct

tgttacatga

aataatgagc

INEER

2125-10186A-PF

cacattcact

tgaagactct

ggactactgg

tgtctatcca

cctggtcaag

cagcggtgtig

agtgactgtc

ggccagcage

catatgtaca

gctcaccatt

tccegaggtce

accccgggag

ccaggactgg

cccecatcgag

cattccacct

agacttcttce

ctacaagaac

caatgtgcag

gggeetgeac

ggccege

gtagacaagt

gcagtctatt

ggtcaaggaa

ctggeecectg

ggctatttcee

cacaccttcce

ccctccagea

accaaggtgg

gtcccagaag

actctgactc

cagttcagct

gagcagttca

ctcaatggca

aaaaccatct

cccaaggagce

cctgaagaca

actcagccca

aagagcaact

aaccaccata

catccagcac

actgtgcaag

cctcagtcac

gatctgetge

ctgagccagt

cagctgtcct

cctggeccag

acaagaaaat

tatcatctgt

ctaaggtcac

ggtttgtaga

acagcacttt

aggagttcaa

CcCcaaaaccaa

agatggccaa

ttactgtgga

tcatggacac

gggaggcragg

ctgagaagag

23

agcctacatg

ggatggttac

cgtctectea

ccaaactaac

gacagtgacc

gcagtctgac

cgagaccgtce

tgtgeccagg

cttcatctte

gigtgtigtg

tgatgtggag

ccgctcagte

atgcagggtc

aggcagaccg

ggataaagtc

gtggcagtgg

agatggctct

aaatactttc

cctcteccac

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1406

LoD



201634479

<400> 42

Glu Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Thr

145

Thr

Val

Ser

Ala

Met

Met

Leu

50

Asp

Glu

Arg

Gly

Tyr

130

Leu

Trp

Leu

Ser

Ser
210

Lys

Asn

35

Ile

Lys

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Thr

195

Ser

Leu

Ile

20

Trp

Asn

Ala

Leu

Gly

100

Ser

Leu

Cys

Ser

Ser

180

Trp

Thr

2125-10186A-PF

Gln

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Asp

Pro

Lys

Gln

Cys

Lys

Tyr

Phe

70

Leu

Asp

Thr

Pro

Val

150

Ser

Leu

Ser

Val

Ser

Lys

Gln

Asn

55

Thr

Thr

Asp

Val

Gly

135

Lys

Leu

Tyr

Glu

Asp
215

Gly

Ala

Ser

40

Gly

Val

Ser

Gly

Ser

120

Ser

Gly

Ser

Thr

Thr

200

Lys

Pro

Ser

25

His

Gly

Asp

Glu

Pro

105

Ser

Ala

Tyr

Ser

Leu

185

Val

Lys

Glu

10

Gly

Gly

Ala

Lys

Asp

90

Tyr

Ala

Ala

Phe

Gly

170

Ser

Thr

Ile

Leu

Tyr

Lys

Glu

Ser

75

Ser

Thr

Lys

Gln

Pro

155

Val

Ser

Cys

Val

Val

Ser

Asn

Tyr

60

Ser

Ala

Met

Thr

Thr

140

Glu

His

Ser

Asn

Pro

220

24

Lys

Phe

Leu

4b

Asn

Ser

Val

Asp

Thr

125

Asn

Pro

Thr

Val

Val

20b

Arg

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Pro

Ser

Val

Phe

Thr

190

Ala

Asp

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

Trp

Pro

Met

Thr

Pro

175

Val

His

Cys

Thr

Tyr

Ile

Phe

Tyr

80

Cys

Gly

Ser

Val

Val

160

Ala

Pro

Pro

Gly



201634479

Cys

225

Phe

Val

Phe

Pro

Pro

305

Val

Thr

Lys

Asp

Pro

385

Ser

Ala

His

Lys

Pro

Thr

Ser

Arg

290

Ile

Asn

Lys

Glu

Phe

370

Ala

Tyr

Gly

His

Pro

Pro

Cys

Trp

275

Glu

Met

Ser

Gly

Gln

355

Phe

Glu

Phe

Asn

Thr
435

<210> 43

Cys

Lys

Val

260

Phe

Glu

His

Ala

Arg

340

Met

Pro

Asn

Val

Thr

420

Glu

2125-10186A-PF

Ile

Pro

245

Val

Val

Gln

Gln

Ala

325

Pro

Ala

Glu

Tyr

Tyr

405

Phe

Lys

Cys

230

Lys

Val

Asp

Phe

Asp

310

Phe

Lys

Lys

Asp

Lys

390

Ser

Thr

Ser

Thr

Asp

Asp

Asp

Asn

295

Trp

Pro

Ala

Asp

Ile

375

Asn

Lys

Cys

Leu

Val

Val

Ile

Val

280

Ser

Leu

Ala

Pro

Lys

360

Thr

Thr

Leu

Ser

Ser
440

Pro

Leu

Ser

265

Glu

Thr

Asn

Pro

Gln

345

Val

Val

Gln

Asn

Val

425

His

Glu

Thr
250

Lys

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

Val

410

Leu

Ser

Val

235

Ile

Asp

His

Arg

Lys

315

Glu

Tyr

Leu

Trp

Ile

395

Gln

His

Pro

Ser

Thr

Asp

Thr

Ser

300

Glu

Lys

Thr

Thr

Gln

380

Met

Lys

Glu

Gly

25

Ser

Leu

Pro

Ala

285

Val

Phe

Thr

Ile

Cys

365

Trp

Asp

Ser

Gly

Lys
445

Val

Thr

Glu

270

Gln

Ser

Lys

Ile

Pro

350

Met

Asn

Thr

Asn

Leu
430

Phe

Pro

255

Val

Thr

Glu

Cys

Ser

335

Pro

Ile

Gly

Asp

Trp

415

His

Ile

240

Lys

Gln

Gln

Leu

Arg

320

Lys

Pro

Thr

Gln

Gly

400

Glu

Asn



201634479

<21
212>
213>

716
DNA

<400> 43

atgagtgtgc

gacatccaga

ttcacatgtce

ggaaaatctc

aggttcagtg

gaagattttg

ggecaccaagc

tccagtgagce

cccaaagaca

aacagttgga

ttgaccaagg

tcaacttcac

210>

21

212>
213>

44
214
PRT

<400> 44

IR,

ccactcaggt

tgactcagtc

gagcaaatga

ctcagctcct

gcagtggatc

ggagttatta

tggaaatcaa

agttaacatc

tcaatgtcaa

ctgatcagga

acgagtatga

ccattgtcaa

/IR,

cctggggttg

tccagectcee

gaatatttac

ggtctataat

aggcacacag

ctgtcaacat

acgggcectgat

tggaggtgce

gtggaagatt

cagcaaagac

acgacataac

gagcttcaac

ctgetgetgt

ctatctgcat

agttatttag

gcaaaaacct

ttttctctga

cattatggaa

gctgcaccaa

tcagtcgtgt

gatggcagtg

agcacctaca

agctatacct

aggaatgagt

ggcitacagg

ctgtgggaga

catggtatca

tagcagaagg

agatcaacag

ctcectecgac

ctgtatccat

gcttettgaa

aacgacaaaa

gcatgagcag

gtgaggccac

gttaatgagce

tgccagatgt

aactgtcacc

gcagaaacag

tgtgecatca

cctgecagect

giticggtgga

cttcecacca

caacttctac

tggegteetg

caccctcacg

tcacaagaca

ggcege

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

1

5

10

15

Glu Thr Val Thr Phe Thr Cys Arg Ala Asn Glu Asn Ile Tyr Ser Tyr

20

25

30

Leu Ala Trp Tyr Gln Gln Lys Gln Gly Lys Ser Pro Gln Leu Leu Val

35

2125-10186A-PF

40

45

26

60

120

180

240

300

360

420

480

540

600

660

716
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Tyr Asn Ala Lys Thr Leu Ala Glu Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Gln Phe Ser Leu Lys Ile Asn Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Gly Ser Tyr Tyr Cys Gln His His Tyr Gly Thr Pro Pro
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg Ala Asp Ala Ala
100 105 110

Pro Thr Val Ser Ile Phe Pro Pro Ser Ser Glu Gln Leu Thr Ser Gly
115 120 125

Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe Tyr Pro Lys Asp Ile
130 135 140

Asn Val Lys Trp Lys Ile Asp Gly Ser Glu Arg Gln Asn Gly Val Leu
145 150 155 160

Asn Ser Trp Thr Asp Gln Asp Ser Lys Asp Ser Thr Tyr Ser Met Ser
165 170 175

Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu Arg His Asn Ser Tyr
180 185 190

Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser Pro Ile Val Lys Ser
195 200 205

Phe Asn Arg Asn Glu Cys
210

<210> 45
<211> 1391
<212> DNA
213> /MRER

<400> 45
atggaatgta actggatact tccttttatt ctgtcggtaa tttcaggggt ctactcagag 60

gttcagctcc agcagtctgg gactgtgetg gcaaggectg gggettecgt gaagatgtcc 120

2125-10186A-PF 27



201634479

tgcaaggett

ggacagggtc

cagaagttca

gaactcagca

gacttcgacc

ccatctgtet

ggatgectgg

ctgtccageg

agctcagtga

cacccggeca

ccttgecatat

gatgtgctca

gatgatcccg

acgcaacccce

atgcaccagg

cctgeececa

tacaccattc

ataacagact

gagaactaca

aagctcaatg

catgagggcc

tgagcggeceg

ctggctacac

tagaatggat

agggcaaggc

gcctgacaaa

actggggceca

atccactgge

tcaagggcta

gtgtgcacac

ctgtccecte

gcagcaccaa

gtacagtccce

ccattactct

aggtccagtt

gggaggagea

actggctcaa

tcgagaaaac

cacctcccaa

tcttecctga

agaacactca

tgcagaagag

tgcacaacca

2125-10186A-PF

ctttaccaac

tggtgctatt

caaactgact

tgaggactct

aggcaccact

ccctggatct

tttcecectgag

cttcccaget

cagcacctgg

ggtggacaag

agaagtatca

gactcctaag

cagetggttt

gttcaacagce

tggcaaggag

catctccaaa

ggagcagatg

agacattact

gcccatcatg

caactgggag

ccatactgag

tactggatgce

tatcctggaa

gcagtcacat

geggtetttt

ctcacagtct

gctgeccaaa

ccagtgacag

gtcctgeagt

cccagcgaga

aaaattgtge

tctgtcttea

gtcacgtgtg

gtagatgatg

actttccget

ttcaaatgca

accaaaggca

gccaaggata

gtggagtggc

gacacagatg

gcaggaaata

aagagcctct

actgggtaaa

atagtgatac

ccgccagcac

tctgtaccac

cctcagccaa

ctaactccat

tgacctggaa

ctgacctcta

ccgtecaccetg

ccagggattg

tctteececee

ttgtggtaga

tggaggtgca

cagtcagtga

gggtcaacag

gaccgaaggc

aagtcagtct

agtggaatgg

gctettactt

ctttcacctg

cccactetee

28

acagaggcct

tgactacaac

tgcctacatg

tggttacgac

aacgacaccce

ggtgacccetg

ctctggatce

cactctgagc

caacgttgcc

tggttgtaag

aaagcccaag

catcagcaag

cacagctcag

acttcccate

tgcagcttic

tccacaggtg

gacctgcatg

gcagccageg

cgtctacage

ctctgtgtta

tggtaaataa

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1391
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<210>
211>
212>
213>

<400>

46
440
PRT

MR

46

Glu Val Gln

1

Ser

Trp

Gly

Lys

65

Met

Thr

Thr

Pro

Val

145

Ser

Leu

Ser

Val

Met

Ala

50

Gly

Glu

Thr

Val

Gly

130

Lys

Leu

Tyr

Lys

His

35

Ile

Lys

Leu

Gly

Ser

115

Ser

Gly

Ser

Thr

Leu

Met

20

Trp

Tyr

Ala

Ser

Tyr

100

Ser

Ala

Tyr

Ser

Leu
180

Glu Thr Val

2125-10186A-PF

Gln

Ser

Val

Pro

Lys

Ser

85

Asp

Ala

Ala

Phe

Gly

165

Ser

Thr

Gln

Cys

Lys

Gly

Leu

70

Leu

Asp

Lys

Gln

Pro

150

Val

Ser

Cys

Ser

Lys

Gln

Asn

55

Thr

Thr

Phe

Thr

Thr

135

Glu

His

Ser

Asn

Gly

Ala

Arg

40

Ser

Ala

Asn

Asp

Thr

120

Asn

Pro

Thr

Val

Val

Thr

Ser

25

Pro

Asp

Val

Glu

His

105

Pro

Ser

Val

Phe

Thr

185

Ala

Val

10

Gly

Gly

Thr

Thr

Asp

90

Trp

Pro

Met

Thr

Pro

170

Val

His

Leu

Tyr

Gln

Asp

Ser

75

Ser

Gly

Ser

Val

Val

155

Ala

Pro

Pro

Ala

Thr

Gly

Tyr

60

Ala

Ala

Gln

Val

Thr

140

Thr

Val

Ser

Ala

29

Arg

Phe

Leu

45

Asn

Ser

Val

Gly

Tyr

125

Leu

Trp

Leu

Ser

Ser

Pro

Thr

30

Glu

Gln

Thr

Phe

Thr

110

Pro

Gly

Asn

Gln

Thr

190

Ser

Gly

15

Asn

Trp

Lys

Ala

Phe

95

Thr

Leu

Cys

Ser

Ser

175

Trp

Thr

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Leu

Ala

Leu

Gly

160

Asp

Pro

Lys
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Val

Cys

225

Lys

Val

Asp

Phe

Asp

305

Phe

Lys

Lys

Asp

Lys

385

Ser

Thr

Asp

210

Thr

Asp

Asp

Asp

Asn

290

Trp

Pro

Ala

Asp

Ile

370

Asn

Lys

Cys

195

Lys

Val

Val

Ile

Val

275

Ser

Leu

Ala

Pro

Lys

355

Thr

Thr

Leu

Ser

Lys

Pro

Leu

Ser

260

Glu

Thr

Asn

Pro

Gln

340

Val

Val

Gln

Asn

Val
420

2125-10186A-PF

Ile

Glu

Thr

245

Lys

Val

Phe

Gly

Ile

325

Val

Ser

Glu

Pro

Val

405

Leu

Val

Val

230

Ile

Asp

His

Arg

Lys

310

Glu

Tyr

Leu

Trp

Ile

390

Gln

His

Pro

215

Ser

Thr

Asp

Thr

Ser

295

Glu

Lys

Thr

Thr

Gln

375

Met

Lys

Glu

200

Arg

Ser

Leu

Pro

Ala

280

Val

Phe

Thr

Ile

Cys

360

Trp

Asp

Ser

Gly

Asp

Val

Thr

Glu

265

Gln

Ser

Lys

Ile

Pro

345

Met

Asn

Thr

Asn

Leu
425

Cys

Phe

Pro

250

Val

Thr

Glu

Cys

Ser

330

Pro

Ile

Gly

Asp

Trp

410

His

Gly

Ile

235

Lys

Gln

Gln

Leu

Arg

315

Lys

Pro

Thr

Gln

Gly

395

Glu

Asn

Cys

220

Phe

Val

Phe

Pro

Pro

300

Val

Thr

Lys

Asp

Pro

380

Ser

Ala

His

30

205

Lys

Pro

Thr

Ser

Arg

285

Ile

Asn

Lys

Glu

Phe

365

Ala

Tyr

Gly

His

Pro

Pro

Cys

Trp

270

Glu

Met

Ser

Gly

Gln

350

Phe

Glu

Phe

Asn

Thr
430

Cys

Lys

Val

255

Phe

Glu

His

Ala

Arg

335

Met

Pro

Asn

Val

Thr

415

Glu

Ile

Pro

240

Val

Val

Gln

Gln

Ala

320

Pro

Ala

Glu

Tyr

Tyr

400

Phe

Lys
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Ser Leu Ser His Ser Pro Gly Lys
435 440

<210> 47
211> 725
<212> DNA
213> /IEE

<400> 47

atggattttc tggtgcagat tttcagcttc ttgctaatca

agaggagaaa atgtgctcac ccagtctcca gcaatcatgt

gtcaccatga cctgcaggge cagctcaagt gtaagttcca

cagaagtcag gtgcctccee caaactctgg atttatagea

gtccetgete gettcagtgg cagtgggtct gggacctett

gtggaggctg aagatgetge cacttattac tgccagcaat

ttcggaggegg ggaccaagcet ggaaataaaa cgggetgatg

ttcccaccat ccagtgageca gttaacatct ggaggtgeet

aacttctacc ccaaagacat caatgtcaag tggaagattg

ggecgtcectga acagttggac tgatcaggac agcaaagaca

accctcacgt tgaccaagga cgagtatgaa cgacataaca

cacaagacat caacttcacc cattgtcaag agcttcaaca

geege
<210> 48
211> 215

<212> PRT
213> /INFER

<400> 48

gtgectecagt

ctgcatctcc

gttacttgca

cttccaactt

actatttcac

acagtggtta

ctgcaccaac

cagtcgtgtg

atggcagtga

gcacctacag

gctatacctg

ggaatgagtg

tgcaatgtcc

aggggaaaag

ctggtaccag

ggcttctgga

aatcagcagt

cccactcacg

tgtatccate

cttcttgaac

acgacaaaat

catgagcagc

tgaggccact

ttaatgagcg

Glu Asn Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly

1 5 10

2125-10186A-PF

31

15

60

120

180

240

300

360

420

480

540

600

660

720

725

LFT
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Glu Lys

Tyr Leu

Ile Tyr

50

Gly Ser
65

Ala Glu

Leu Thr

Ala Pro

Gly Gly

130

Ile Asn
145

Leu Asn

Ser Ser

Tyr Thr

Ser Phe

210

<210>

<2l

212>
213>

Val

His
35

Ser

Gly

Asp

Phe

Thr
115

Ala

Val

Ser

Thr

Cys
195

Asn

49
425
DNA

Thr

20

Trp

Thr

Ser

Ala

Gly

100

Val

Ser

Lys

Trp

Leu

180

Glu

Arg

ANILF3

2125-10186A-PF

Met

Tyr

Ser

Gly

Ala

85

Gly

Ser

Val

Trp

Thr

165

Thr

Ala

Asn

Thr

Gln

Asn

Thr

70

Thr

Gly

Ile

Val

Lys

150

Asp

Leu

Thr

Glu

Cys

Gln

Leu

55

Ser

Tyr

Thr

Phe

Cys

135

Ile

Gln

Thr

His

Cys
215

Arg

Lys

40

Ala

Tyr

Tyr

Lys

Pro

120

Phe

Asp

Asp

Lys

Lys
200

Ala

25

Ser

Ser

Tyr

Cys

Leu

105

Pro

Leu

Gly

Ser

Asp

185

Thr

Ser

Gly

Gly

Phe

Gln

90

Glu

Ser

Asn

Ser

Lys

170

Glu

Ser

Ser

Ala

Val

Thr

75

Gln

Ile

Ser

Asn

Glu

155

Asp

Tyr

Thr

Ser

Ser

Pro

60

Ile

Tyr

Lys

Glu

Phe

140

Arg

Ser

Glu

Ser

32

Val

Pro

45

Ala

Ser

Ser

Arg

Gln

125

Tyr

Gln

Thr

Arg

Pro
205

Ser Ser
30

Lys Leu

Arg Phe

Ser Val

Gly Tyr
95

Ala Asp
110

Leu Thr

Pro Lys

Asn Gly

Tyr Ser
175

His Asn
190

Ile Val

Ser

Trp

Ser

Glu

80

Pro

Ala

Ser

Asp

Val

160

Met

Ser

Lys
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<220>
223> ANTLABRRZFES

<400> 49

ccaccatgga ctggacctgg agggtcttct gettgetgge tgtagectcca ggtgetcact

cccaggtgca getggtgecag tctggggetg aggtgaagaa gectggggece tcagtgaagg

tttcctgcaa ggecatctgga tacaccttca ccggctacat catgaactgg gtgegacagg

cccctggaca agggecttgag tggatgggac ttattaatcc ttacaatggt ggtactagcet

acaaccagaa gttcaagggc agagtcacga ttaccgegga cgaatccacg agcacagcct

acatggagct gagcagcctg agatctgagg acacggccegt gtattactgt gcgagagatg

gttacgacga cggaccctat actatggact actggggcca gggecacccte gtcacagtcet

cctea

<210> 50

211> 121
<212> PRT
213> ANLF3I

<220>
223> ALERZFF%

<400> 50

Gln Val Gln Leu Val Gln Ser
1 5

Ser Val Lys Val Ser Cys Lys
20

Ile Met Asn Trp Val Arg Gln
35

Gly Leu Ile Asn Pro Tyr Asn
50 55

Lys Gly Arg Val Thr Ile Thr

2125-10186A-PF

Gly Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
25 30

Ala Pro Gly Gln Gly Leu Glu Trp Met
40 45

Gly Gly Thr Ser Tyr Asn Gln Lys Phe
60

Ala Asp Glu Ser Thr Ser Thr Ala Tyr

33

60

120

180

240

300

360

420

425

;i'«\
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65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 51
<211> 398
<212> DNA
213> ATR3

<220>
223> ATLERZFES

<400> 51

ccaccatgga catgagggtc cccgetcage tcetgggget cctgetacte tggcetccgag

gtgccagatg tgacatccag atgacccagt ctccatccte cctgtetgeca tctgtaggag

acagagtcac catcacttgc cgaacaagtg agaatattta cagtttttta gcatggtatc

agcagaaacc agggaaagcc cctaagctcc tgatctataa tgcaaaaacc ttagcaaaag

gggtcccate aaggttcagt ggcagtggat ctgggacaga tttcactctc accatcagea

gtctgcaacc tgaagatttt gcaacttact actgtcaaca tcattatgag agtcctctga

cgttcggegg agggaccaag gtggagatca aacgtacg
210> 52
211> 107

<212> PRT
213> AILF3

<220>
223> ANTLARZFEY

<400> 52

2125-10186A-PF 34

60

120

180

240

300

360

398
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Asp Ile Gln
1

Asp Arg Val

Leu Ala Trp

35

Tyr Asn Ala
50

Ser Gly Ser
65

Glu Asp Phe

Thr Phe Gly

<210> 53

211> 1422
<212> DNA
213>

<220>
<223>

<400> 53

gaattccacc

tcactcccag

gaaggtttcc

acaggccccet

tagctacaac

agcctacatg

agatggttac

Met

Thr

20

Tyr

Lys

Gly

Ala

Gly
100

N3

2125-10186A-PF

Thr
Ile
61n
Thr
Thr
Thr

85

Gly

atggactgga

gtgcagetgg

tgcaaggeat

ggacaagggce

cagaagttca

gagctgagca

gacgacggac

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

ANLERZ S

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Ser Ser
10

Arg Thr Ser

Pro

40

Lys

Thr

Cys

Val

cctggagggt

tgcagtctgg

ctggatacac

ttgagtggat

agggcagagt

gcctgagatce

cctatactat

25

Gly Lys

Gly Vval

Leu Thr

Gln His

90

Glu Ile
105

Leu

Glu

Ala

Pro

Ile

75

His

Lys

cttctgettg

ggctgaggtg

cttcaccgge

gggacttatt

cacgattacc

tgaggacacg

ggactactgg

Ser Ala Ser

Asn Ile Tyr
30

Pro Lys Leu
45

Ser Arg Phe
60

Ser Ser Leu

Tyr Glu Ser

ctggctgtag

aagaagcctg

tacatcatga

aatccttaca

gcggacgaat

gcegtgtatt

ggccagggcea

35

Val Gly
15

Ser Phe

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu
95

ctccaggtgce

gggcectcagt

actgggtgcg

atggtggtac

ccacgagcac

actgtgcgag

ccetegtcac

60

120

180

240

300

360

420
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agtctcctca

cacctccgag

gacggtgtcg

acagtcctca

cacccagacc

agttgagcgce

gtcagtcttce

ggtcacgtge

cgtggacggc

cacgtteccgt

gtacaagtgc

aaccaaaggg

gaccaagaac

cgtggagtgg

ggactccgac

gcaggggaac

gaagagcctc

<210>

<21

212>
213>

54
447
PRT

<220>

223>

<400> 54

gctagcacca

agcacagcgg

tggaactcag

ggactctact

tacacctgca

aaatcttgtg

ctcttccece

gtggtgstegg

gtggaggtgce

gtggtcageg

aaggtctcca

cagceccgag

caggtcagcc

gagagcaatg

ggetecttet

gtcttctcat

tcecetgtete

ANLFF5

AT ERZFFS

2125-10186A-PF

agggcccatc

ccetgggetg

gcgetetgac

ccctcageag

acgtagatca

tcgagtgecc

caaaacccaa

acgtgagcca

ataatgccaa

tcctecacegt

acaaaggcct

aaccacaggt

tgacctgect

ggcagccgga

tcctctacag

gcteegtgat

cgggtaaatg

ggtcttceee

cctggtcaag

cagcggegtg

cgtggtgacc

caagcccagce

accgtgcecca

ggacaccctce

cgaagaccce

gacaaagcca

cgtgcaccag

cccagcececcee

gtacaccctg

ggtcaaaggc

gaacaactac

caagctcacc

gcatgaggct

ataagcggcc

ctggegeect

gactacttcc

cacaccttcce

gtgcectceca

aacaccaagg

gcaccacctg

atgatctccce

gaggtccagt

cgggaggage

gactggetga

atcgagaaaa

ccecccatece

ttctacccca

daagaccacac

gtggacaaga

ctgcacaacc

36

cctccaagag

ccgaaccggt

cggetgtect

gcaacttcgg

tggacaagac

tggcaggacc

ggacccctga

tcaactggta

agttcaacag

acggcaagga

ccatctccaa

gggaggagat

gcgacatcge

ctccecatget

gcaggtggea

actacacaca

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1422
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Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val
225

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys
230

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val
235

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

37

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Gly

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Gly

Ser

Val

Phe

Val

190

Val

Lys

Pro

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val
240

L
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Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
<21
212>
<213>

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His

435

55
719
DNA

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ANLF3I

2125-10186A-PF

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

38

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Ser Arg Thr

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu
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<220>

<223> ATLARZF5

<400> 55

ccaccatgga

gtgccagatg

acagagtcac

agcagaaacc

gggtcccatce

gtctgcaacc

cgtteggegg

tctteecgee

ataacttcta

gtaactccca

gcaccctgac

cccatcaggg

<210>

AN

<212>
213>

56
214
PRT

220>

223>

<400> 56

catgagggtce

tgacatccag

catcacttgce

agggaaagcece

aaggttcagt

tgaagatttt

agggaccaag

atctgatgag

tcccagagag

ggagagtgtc

gctgagcaaa

cctgagetceg

ALF3

ANLERRZFFS

ccegetcage

atgacccagt

cgaacaagtg

cctaagctce

ggcagtggat

gcaacttact

gtggagatca

cagttgaaat

gccaaagtac

acagagcagsg

gcagactacg

cccgtcacaa

tcctgggget

ctccatccte

agaatattta

tgatctataa

ctgggacaga

actgtcaaca

aacgtacggt

ctggaactgce

agtggaaggt

acagcaagga

agaaacacaa

agagcttcaa

cctgetacte

cctgtctgea

cagtttttta

tgcaaaaacc

tttcactctce

tcattatgag

ggctgcacca

ctctgttgtg

ggataacgcc

cagcacctac

agtctacgcce

caggggagag

tggctcegag

tctgtaggag

gcatggtate

ttagcaaaag

accatcagca

agtcctctga

tctgtcttcea

tgeectgetga

ctccaatcgg

agcctcagcea

tgcgaagtca

tgttgataa

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 Thr Ser Glu Asn Ile Tyr Ser Phe

20

2125-10186A-PF

25

30

39

60

120

180

240

300

360

420

480

540

600

660

719
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Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Asn Ala Lys Thr Leu Ala Lys 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 Thr Tyr Tyr Cys Gln His His Tyr Glu Ser Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 ’ 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 57
211> 327
<212> DNA
213> A

<400> 57
cgtacggtgg ctgcaccatc tgtcttcate ttcccgecat ctgatgagea gttgaaatct 60

2125-10186A-PF 40
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ggaactgecet ctgttgtgtg

tggaaggtgg ataacgccct

agcaaggaca gcacctacag

aaacacaaag tctacgcctg

agcttcaaca ggggagagtg

<210>
211>
212>
213>
<400>

Arg Thr
1

Gln Leu

Tyr Pro

Ser Gly
50

Thr Tyr
65

Lys His

Pro Val

<2105
QI
212>
213>

58
107
PRT
AN

58

Val

Lys

Arg

35

Asn

Ser

Lys

Thr

59
990
DNA
AR

Ala

Ser

20

Glu

Ser

Leu

Val

Lys
100

2125-10186A-PF

Ala

Gly

Ala

Gln

Ser

Tyr

85

Ser

Pro

Thr

Lys

Glu

Ser

70

Ala

Phe

Ser

Ala

Val

Ser

55

Thr

Cys

Asn

ttgataa

Val Phe

Ser Val
25

Gln Trp

40

Val Thr

Leu Thr

Glu Val

Arg Gly
105

Ile
10

Val

Lys

Glu

Leu

Thr

90

Glu

cctgetgaat aacttctatc

ccaatcgggt aactcccagg

cctcagcage accctgacge

cgaagtcacc catcagggcec

Phe

Cys

Val

Gln

Ser

75

His

Cys

ccagagaggc caaagtacag

agagtgtcac agagcaggac

tgagcaaagc agactacgag

tgagctcgee cgtcacaaag

Pro

Leu

Asp

Asp

60

Lys

Gln

41

Pro

Leu

Asn

45

Ser

Ala

Gly

Ser Asp Glu
15

Asn Asn Phe
30

Ala Leu Gln

Lys Asp Ser

Asp Tyr Glu
80

Leu Ser Ser
95

120

180

240

300

327

top



201634479

<400> 59

gctagcacca

ggcacagcgg

tggaactcag

ggactctact

tacatctgca

aaatcttgtg

ccgtcagtet

gaggtcacat

tacgtggacg

agcacgtacc

gagtacaagt

aaagccaaag

ctgaccaaga

geegtggagt

ctggactccg

cagcagggga

cagaagagcc

<210>

2L

<212>
213>

60
330
PRT
AN

<400> 60

agggcccate

ccectgggetg

gcgeectgac

ccctcageag

acgtgaatca

acaaaactca

tcctettece

gegtggtggt

gcgtggaggt

gtgtggtcag

gcaaggtctc

ggecagececg

accaggtcag

gggagagcaa

acggctectt

acgtcttctce

tctcectgte

ggtctteece

cctggtcaag

cageggeglg

cgtggtgacc

caagcccage

cacatgccca

cccaaaaccc

ggacgtgagce

gcataatgcc

cgtectecace

caacaaagcc

agaaccacag

cctgacctge

tgggcageceg

cttcctcectac

atgctcegtg

tccgggtaaa

ctggcaccct

gactacttcc

cacaccttcc

gtgcecteca

aacaccaagg

ccgtgeccag

aaggacaccc

cacgaagacc

aagacaaagc

gtcctgecacce

ctcccagcecce

gtgtacaccc

ctggtcaaag

gagaacaact

agcaagctca

atgcatgagg

cctccaagag

ccgaaccggt

cggetgtect

gcagettggg

tggacaagaa

cacctgaact

tcatgatctc

ctgaggtcaa

cgcgggagga

aggactggcet

ccatcgagaa

tgeceeccate

gcttetatee

acaagaccac

ccgtggacaa

ctctgcacaa

cacctctggg

gacggtgteg

acagtcctca

cacccagacc

agttgagccce

cctgggggga

ccggacccecet

gttcaactgg

gcagtacaac

gaatggcaag

aaccatctcce

ccgggatgag

cagcgacatc

gceteeegtg

gagcagglgg

ccactacacg

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1

2125-10186A-

5

PF

10

42

15

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

990
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Ser

Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

Val

145

Tyr

Glu

His

Lys

Gln
225

Thr

Pro

Val

50

Ser

Ile

Val

Ala

Pro

130

Val

Val

Gln

Gln

Ala

210

Pro

Ser

Glu

35

His

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

Tyr

Asp

195

Leu

Arg

Gly

20

Pro

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Pro

Glu

Leu Thr Lys Asn

2125-10186A-PF

Gly

Val

Phe

Val

Val

85

Lys

Leu

Thr

Val

Val

165

Ser

Leu

Ala

Pro

Gln

Thr

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

Val

Ala

Val

Ala

55

Val

His

Cys

Gly

Met

135

His

Val

Tyr

Gly

Ile

215

Val

Ser

Ala

Ser

40

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Lys

200

Glu

Tyr

Leu

Leu

25

Trp

Leu

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Thr

Gly

Asn

Gln

Ser

Ser

90

Thr

Ser

Arg

Pro

Ala

170

Val

Tyr

Thr

Leu

Cys

Cys

Ser

Ser

Ser

75

Asn

His

Val

Thr

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Leu

Leu

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser

220

Pro

Val

43

Val

Ala

45

Gly

Gly

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

Lys

205

Lys

Ser

Lys

Lys

30

Leu

Leu

Thr

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

Ala

Arg

Gly

Asp

Thr

Tyr

Gln

Asp

95

Pro

Pro

Thr

Asn

Arg

175

Val

Ser

Lys

Asp

Phe

Tyr

Ser

Ser

Thr

80

Lys

Cys

Pro

Cys

Trp

160

Glu

Leu

Asn

Gly

Glu

240

Tyr

e
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Pro Ser Asp

Asn Tyr Lys

275
Leu Tyr Ser
290

Val
305

Phe Ser

Gln Lys

<210>
AN
<212>
213>

61
984
DNA

<400> 61

gctagcacca

agcacagcgg

tggaactcag

ggactctact

tacacctgca

aaatcttgtg

ctcttcececee

giggtggteg

gtggaggtge

gtggtcageg

aaggtctcca

Ser Leu

245

Ile Ala

260

Thr

Thr

Lys

Cys Ser

Val Glu

Pro Pro

Leu Thr Val

Val Met

Trp

Val

280

Asp
295

His

310

325

A

agggceccatc

ccetgggetg

gecgetctgac

ccctecageag

acgtagatca

tcgagtgecec

caaaacccaa

acgtgagcca

ataatgccaa

tccteaccegt

acaaaggcct

2125-10186A-PF

Ser Leu Ser

Pro

ggtcttceee

cctggtcaag

cagcggegtg

cgtggtgace

caagcccagce

accgtgcecca

ggacaccctc

cgaagaccce

gacaaagcca

cgtgeaccag

cceagcececcee

250

Glu
265

Ser Asn

Leu Asp Ser

Lys Ser Arg

Glu Ala Leu

315

Gly Lys

330

ctggegeecet

gactacttcc

cacaccttcc

gtgececteca

aacaccaagg

gcaccacctg

atgatctccce

gaggtccagt

cgggaggage

gactggctga

atcgagaaaa

255

Gly Gln Pro Glu Asn

270

Asp Gly Ser Phe Phe

285

Trp Gln Gln Gly Asn

300

His Asn His Tyr Thr

cctccaagag

ccgaaccggt

cggetgtect

gcaacttcgg

tggacaagac

tggcaggacce

ggacccctga

tcaactggta

agttcaacag

acggcaagga

ccatctccaa

44

320

cacctccgag

gacggtgtcg

acagtcctca

cacccagacce

agttgagcgc

gtcagtcttc

ggtcacgtge

cgtggacgge

cacgttccgt

gtacaagtgc

aaccaaaggg

60

120

180

240

300

360

420

480

540

600

660
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cagccccgag
caggtcagcc
gagagcaatg
ggctecttet
gtcttctceat

tceetgtete
210> 62

211> 326
<212> PRT
213> AE|

400> 62

Ala Ser Thr
1

Ser Thr Ser

Phe Pro Glu

35

Gly Val His
50

Leu Ser Ser
65

Tyr Thr Cys

Thr Val Glu

Pro Val Ala
115

Lys

Glu
20

Pro

Thr

Val

Asn

Arg

100

Gly

2125-10186A-PF

aaccacaggt

tgacctgect

ggcagccgga

tcctctacag

gcteegtgat

cgggtaaatg

Gly

Ser

Val

Phe

Val

Val

85

Lys

Pro

Pro

Thr

Thr

Pro

Thr

70

Asp

Ser

Ser

ataa

Ser

Ala

Val

Ala

95

Val

His

Cys

Val

gtacaccctg

ggtcaaaggc

gaacaactac

caagctcacc

gcatgaggct

Val

Ala

Ser

40

Val

Pro

Lys

Val

Phe
120

cceecatece

ttctacccca

aagaccacac

gtggacaaga

ctgcacaacc

Phe

Leu

25

Trp

Leu

Ser

Pro

Glu

105

Leu

Pro Leu
10

Gly Cys

Asn Ser

Gln Ser

Ser Asn
75

Ser Asn
90

Cys Pro

Phe Pro

gggaggagat

gcgacatcge

ctcccatget

gecaggtggea

actacacaca

Ala

Leu

Gly

Ser

60

Phe

Thr

Pro

Pro

45

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

Lys
125

Ser

Lys

30

Leu

Leu

Thr

Val

Pro

110

Pro

gaccaagaac

cgtggagtgg

ggactccgac

gcaggggaac

gaagagcctc

Ser
15

Asp

Thr

Tyr

Gln

Asp

95

Ala

Lys

Lys

Tyr

Ser

Ser

Thr

80

Lys

Pro

Asp

720

780

840

900

960

984



201634479

Thr Leu Met Ile

Val

145

Val

Ser

Leu

Ala

Pro

225

Gln

Ala

Thr

Leu

Ser

305

Ser

130

Ser

Glu

Thr

Asn

Pro

210

Gln

Val

Val

Pro

Thr

290

Val

Leu

<210>
211>
212>
<213

His Glu

Val His

Phe Arg

180

Gly Lys
195

Ile Glu

Val Tyr

Ser Leu

Glu Trp
260

Pro Met
275

Val Asp

Met His

Ser Pro

63
995
DNA
N |

2125-10186A-PF

Ser

Asp

Asn

165

Val

Glu

Lys

Thr

Thr

245

Glu

Leu

Lys

Glu

Gly
325

Arg

Pro

150

Ala

Val

Tyr

Thr

Leu

230

Cys

Ser

Asp

Ser

Ala

310

Lys

Thr

135

Glu

Lys

Ser

Lys

Ile

215

Pro

Leu

Asn

Ser

Arg

295

Leu

Pro

Val

Thr

Val

Cys

200

Ser

Pro

Val

Gly

Asp

280

Trp

His

Glu

Gln

Lys

Leu

185

Lys

Lys

Ser

Lys

Gln

265

Gly

Gln

Asn

Val

Phe

Pro

170

Thr

Val

Thr

Arg

Gly

250

Pro

Ser

Gln

His

Thr

Asn

155

Arg

Val

Ser

Lys

Glu

235

Phe

Glu

Phe

Gly

Tyr
315

Cys

140

Trp

Glu

Val

Asn

Gly

220

Glu

Tyr

Asn

Phe

Asn

300

Thr

46

Val

Tyr

Glu

His

Lys

205

Gln

Met

Pro

Asn

Leu

285

Val

Gln

Val

Val

Gln

Gln

190

Gly

Pro

Thr

Ser

Tyr

270

Tyr

Phe

Lys

Val

Asp

Phe

175

Asp

Leu

Arg

Lys

Asp

255

Lys

Ser

Ser

Ser

Asp

Gly

160

Asn

Trp

Pro

Glu

Asn

240

Ile

Thr

Lys

Cys

Leu
320
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<400> 63

gctagcacca agggcccatc cgtcttceee ctggegeect getccaggag cacctccgag 60
agcacagccg ccctgggetg cctggtcaag gactacttcc ccgaaccggt gacggtgtcg 120
tggaactcag gcgccctgac cageggegtg cacaccttece cggetgtect acagtcctca 180
ggactctact ccctcagcag cgtggtgacc gtgccctecca gecagettggg cacgaagacce 240
tacacctgca acgtagatca caagcccagec aacaccaagg tggacaagag agttgagtcc 300
aaatatggtc ccccatgcce accatgeccca gcacctgagt tcctgggggg accatcagte 360
ttcctgttce ccccaaaacc caaggacact ctcatgatct cccggacccc tgaggtcacg 420
tgegtggtgg tggacgtgag ccaggaagac cccgaggtcce agttcaactg gtacgtggat 480
ggcgtggagg tgcataatge caagacaaag ccgcgggagg agcagttcaa cagcacgtac 540
cgtgtggtca gegtectcac cgtectgecac caggactgge tgaacggecaa ggagtacaag 600
tgcaaggtct ccaacaaagg cctccegtcec tccatcgaga aaaccatctc caaagccaaa 660
gggcagcece gagagccaca ggtgtacace ctgeccccat cccaggagga gatgaccaag 720
aaccaggtca gcctgacctg cctggtcaaa ggcttctacc ccagecgacat cgecgtggag 780
tgggagagca atgggcagec ggagaacaac tacaagacca cgcctccegt getggactce 840
gacggctcct tcttcctcta cagcaggeta accgtggaca agagcaggtg gcaggagggg 900
aatgtcttct catgctccgt gatgcatgag gectctgecaca accactacac acagaagagce 960
ctctecectgt ctetgggtta atgataageg gecege 995
<210> 64

211> 326

<212> PRT

213> A

<400> 64

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

2125-10186A-PF 47

"
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Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Ser

Glu

35

His

Ser

Cys

Glu

Leu

115

Leu

Ser

Glu

Thr

Asn
195

Ser

Gln

Glu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

Tyr

180

Gly

Ile

Val

Gln Val Ser

2125-10186A-PF

Ser

Val

Phe

Val

Val

85

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Ala

Val

Ala

55

Val

His

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Cys

Ala

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Lys

200

Ile

Pro

Leu

Leu

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

Val

Gly

Asn

Gln

Ser

Ser

90

Cys

Leu

Glu

Gln

Lys

170

Leu

Lys

Lys

Ser

Lys

Cys

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln

235

Gly

Leu

Gly

Ser

60

Leu

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

48

Val

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Lys

30

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Asp

Thr

Tyr

Lys

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

Tyr

Ser

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys

240

Asp



201634479

Ile

Thr

Ala

Thr

Leu

245

Val Glu

260

Trp

Pro Pro Val

275

Thr Val

Glu

Leu

Arg

290
Cys Ser
305

Leu Ser

<210>
<21
212>
213>

65

DNA

<400> 65

atgatgtgga

ctgccageta

acttggagtc

tttggaaaaa

tgctettttt

gaaaatggag

aaaactgaac

cggattgaat

cgattcagga

gatacaaacc

ctgcgatgtg

Val

Leu

2208

Asp

Met His

Lys

Glu

Ser Asn

Asp Ser
280

Ser Arg
295

Ala Leu

310

Leu
325

Ser

R

cctgggcact

agcctgagaa

caggaaagga

aacatgataa

tccttccaag

atggtgtaat

cacctgagat

ggataaagcc

cagtcaatag

aaacctacaa

cggtcaagga

2125-10186A-PF

Gly

gtggatgttc

catttcctgt

aactagttat

ttgtacaacc

aataacgatc

taaatctgat

tttcagtgtg

tgagttggca

taccagectgg

ccttatgggg

gtcaaagttc

250

Gly Gln Pro
265

Asp Gly Ser

Trp Gln Glu

His Asn His
315

cctttactct

gtctactact

acccagtaca

agtagttcta

ccagataatt

atgacatgtt

aaaccagttt

cctgttteat

atggaagtca

ctgcaggcett

tggagtgact

Glu Asn Asn Tyr
270

Phe Phe Leu Tyr

285

Gly Asn Val Phe

300

Tyr Thr Gln Lys

gcaaattcgg

ataggaaaaa

cagctaagag

caagtgaaaa

ataccattga

ggagattaga

tgggcatcaa

ctgatttaaa

acttcgctaa

ttacagagta

ggagccaaga

49

255

Lys

Ser

Ser

Ser
320

cctggeaget

tttaacctge

aacttacgct

tcgtgetteg

ggtggaaget

ggacatagceg

acgaatgatt

atatgcactt

gaaccgtaaa

tgtcgtaget

aaaaatggga

60

120

180

240

300

360

420

480

540

600

660



201634479

atgactgagg

gtggatggaa

gagaaaacac

acagtgaaca

tctatgattt

attcaggaaa

ctagtggtga

ccggacatgg

tggacaatcc

atgttgcacg

ccatcaaaag

tggaaagaga

caagctgaag

ctggagtccce

gggggaatca

atccttataa

tatggtctca

gctgaaagta

gagtctgatg

gacaagttgg

acagatgaag

acccacccect

aagaagctcc

gaaggccagt

ttggctacaa

ccactaacca

cttataattc

agtcatttcg

agtggcaaag

actcagagca

agcaagataa

acaaagttgg

gtcctgagac

ttcccaagag

gtggaaaagg

tgaaacgaaa

acgggaccag

cttctctgat

aaaaacccaa

gtatagccac

actctgtgaa

ttattgacaa

ccagaacggg

tcagggctga

2125-10186A-PF

atgtggectg

gcggttgtta

catatggtac

gcagcttgaa

tcttgggaag

gtgcattgag

ctctgetecta

ccccactett

attaaaacct

cgagccatat

caaggtggag

tgagagaaag

attctccaag

gacctcttac

cataaatttc

tggtggaggce

caaattgact

atggecgtgga

cacagaagac

gtcggteggte

tcaggaaaac

ctgtccectg

gaactgtgga
tggaagaagg
tttccagaaa
ctgcatctgg
tctccagtga
gtcatgcagg
gacgtgaaca
tcctgggaat
ttctggtget
tccatccagg
aacattggceg
ggtatcatct
acagtcaact
actgtteggg
aagacattgt
cttcttatte
cacctgtgtt
gatgatttca
aggatcttaa
aactttggga
aatttaggag

gggaaaagtt

gagtcctgaa

caagaggagc

acaacactaa

gaggcgagag

ccaccctgag

cctgeettge

cttggatgat

ctgtgtctca

ataacatctc

cttatgccaa

tgaagacggt

gcaactacac

ccagcatctt

tcatggccag

cattcagtgt

tcattatcct

ggeccagtgt

aggataagct

aaccatgttc

atgttctgca

gggaaaagaa

ttgaggagct

50

accaactgag

cccagtccta

cctcacagag

ctattgggtg

gattccagcc

tgaggaccag

tgaatggttt

ggccacgaac

tgtgtatcca

agaaggcatt

cacgatcaca

catcttttac

gcagtatggce

caccagtgct

ttttgagatt

gacggtggcea

tceccaaccct

aaacctgaag

cacccccagt

agaaatgttc

tgagtatgtg

cccagtttca

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980
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cctgagattc ctcccagaaa atcccaatac ctacgttcga ggatgccaga agggacctge 2040
ctagaagccg aagagcaget tctegtttct ggtcaaagtc tagaaagtct agcaccagac 2100
catgtgeggg aggcagegge cccaaatccg tatttgaaaa attcagtgac aaccagggaa 2160
tttcttgtgt ctcaaaaact tccagagcac accaaaggag aagtctaa 2208
210> 66
211> 735

<212> PRT
213> ERBf

<400> 66

Met Met Trp Thr Trp Ala Leu Trp Met Phe Pro Leu Leu Cys Lys Phe
1 5 10 15

Gly Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr
20 25 30

Tyr Tyr Arg Lys Asn Leu Thr Cys Thr Trp Ser Pro Gly Lys Glu Thr
35 40 45

Ser Tyr Thr Gln Tyr Thr Ala Lys Arg Thr Tyr Ala Phe Gly Lys Lys
50 55 60

His Asp Asn Cys Thr Thr Ser Ser Ser Thr Ser Glu Asn Arg Ala Ser
65 70 75 80

Cys Ser Phe Phe Leu Pro Arg Ile Thr Ile Pro Asp Asn Tyr Thr Ile
85 90 95

Glu Val Glu Ala Glu Asn Gly Asp Gly Val Ile Lys Ser Asp Met Thr
100 105 110

Cys Trp Arg Leu Glu Asp Ile Ala Lys Thr Glu Pro Pro Glu Ile Phe
115 120 125

Ser Val Lys Pro Val Leu Gly Ile Lys Arg Met Ile Arg Ile Glu Trp
130 135 140

Ile Lys Pro Glu Leu Ala Pro Val Ser Ser Asp Leu Lys Tyr Ala Leu

2125-10186A-PF

51

PR
c

R
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145

Arg

Lys

Ala

Lys

Glu

225

Val

Ala

Glu

Leu

Tyr

305

Ile

Ala

Asn

Thr

Phe

Asn

Phe

Phe

210

Ala

Asp

Pro

Asn

Glu

290

Asn

Gln

Glu

Thr

Leu
370

Arg

Arg

Thr

195

Trp

Pro

Gly

Val

Asn

275

Leu

Ser

Glu

Asp

Trp

355

Ser

Thr

Lys

180

Glu

Ser

Cys

Arg

Leu

260

Thr

His

Leu

Lys

Gln

340

Met

Trp

2125-10186A-PF

Val

165

Asp

Tyr

Asp

Gly

Arg

245

Glu

Asn

Leu

Gly

Ser

325

Leu

Ile

Glu

150

Asn

Thr

Val

Trp

Leu

230

Pro

Lys

Leu

Gly

Lys

310

Phe

Val

Glu

Ser

Ser

Asn

Val

Ser

215

Glu

Val

Thr

Thr

Gly

295

Ser

Arg

Val

Trp

Val
375

Thr

Gln

Ala

200

Gln

Leu

Arg

Leu

Glu

280

Glu

Pro

Cys

Lys

Phe

360

Ser

Ser

Thr
185

Leu

Glu

Trp

Leu

Gly

265

Thr

Ser

Val

Ile

Trp

345

Pro

Gln

Trp

170

Tyr

Arg

Lys

Arg

Leu

250

Tyr

Val

Tyr

Thr

Glu

330

Gln

Asp

Ala

155

Met

Asn

Cys

Met

Val

235

Trp

Asn

Asn

Trp

Thr

315

Val

Ser

Met

Thr

Glu

Leu

Ala

Gly

220

Leu

Lys

Ile

Thr

Val

300

Leu

Met

Ser

Asp

Asn
380

52

Val

Met

Val

205

Met

Lys

Lys

Trp

Thr

285

Ser

Arg

Gln

Ala

Ser

365

Trp

Asn

Gly

190

Lys

Thr

Pro

Ala

Tyr

270

Asn

Met

Ile

Ala

Leu

350

Glu

Thr

Phe

175

Leu

Glu

Glu

Thr

Arg

255

Phe

Gln

Ile

Pro

Cys

335

Asp

His

Ile

160

Ala

Gln

Ser

Glu

Glu

240

Gly

Pro

Gln

Ser

Ala

320

Leu

Val

Pro

Gln
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Gln

385

Met

Lys

Gly

Arg

Gly

465

Leu

Ser

Leu

Gly

Lys

545

Ala

Leu

Leu

Val

Asp

Leu

Glu

Val

Lys

450

Lys

Glu

Thr

Ser

Gly

530

Pro

Glu

Asn

Lys

Val
610

Lys

His

Gly

Lys

435

Gly

Gly

Ser

Ser

Phe

515

Leu

Asn

Ser

Leu

Pro

595

Asn

Leu

Asp

Ile

420

Thr

Ile

Phe

Leu

Ala

500

Ser

Leu

Lys

Ser

Lys

580

Cys

Phe

2125-10186A-PF

Lys

Lys

405

Pro

Val

Ile

Ser

Lys

485

Gly

Val

Ile

Leu

Ile

565

Glu

Ser

Gly

Pro

390

Val

Ser

Thr

Cys

Lys

470

Arg

Gly

Phe

Leu

Thr

550

Ala

Ser

Thr

Asn

Phe

Gly

Lys

Ile

Asn

455

Thr

Lys

Ile

Glu

Ile

535

His

Thr

Asp

Pro

Val
615

Trp

Glu

Gly

Thr

440

Tyr

Val

Thr

Asn

Ile

520

Ile

Leu

Trp

Asp

Ser

600

Leu

Cys

Pro

Pro

425

Trp

Thr

Asn

Ser

Gly

505

Ile

Leu

Cys

Arg

Ser

585

Asp

Gln

Tyr

Tyr

410

Glu

Lys

Ile

Ser

Tyr

490

Thr

Leu

Thr

Trp

Gly

570

Val

Lys

Glu

Asn

395

Ser

Thr

Glu

Phe

Ser

475

Thr

Ser

Ile

Val

Pro

555

Asp

Asn

Leu

Met

Ile

Ile

Lys

Ile

Tyr

460

Ile

Val

Ile

Thr

Ala

540

Ser

Asp

Thr

Val

Phe

620

53

Ser

Gln

Val

Pro

445

Gln

Leu

Arg

Asn

Ser

525

Tyr

Val

Phe

Glu

Ile

605

Thr

Val

Ala

Glu

430

Lys

Ala

Gln

Val

Phe

510

Leu

Gly

Pro

Lys

Asp

590

Asp

Asp

Tyr

Tyr

415

Asn

Ser

Glu

Tyr

Met

495

Lys

Ile

Leu

Asn

Asp

575

Arg

Lys

Glu

Pro

400

Ala

Ile

Glu

Gly

Gly

480

Ala

Thr

Gly

Lys

Pro

560

Lys

Ile

Ser

Ala
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Arg Thr Gly

625
Thr

His Pro

Leu Pro Val

Met
675

Ser Arg

Val Ser Gly

690
Ala Ala
705

Ala

Phe Leu Val

<210>
21>
212>
<2135

67
495
DNA
&2

<400> 67
atggcectcte

ggctggetga

atagtcgagg

ggggtgcteg

aacatcatcc

aaatctgtta

gaaacaaaca

tctcaacagt

Gln Glu

Asn

Asn Leu

630

Phe Arg

645
Ser Pro
660

Pro Glu

Gln

Ser

Pro Asn

Ala

Glu

Gly

Leu

Pro

Asp Cys

Ile Pro

Thr Cys

680

Glu
695

Ser

Tyr Leu

710

Gln
725

Ser

ik

actcagcagg

cctcecacac

aattacagtc

tgtcccagaa

acagcccage

ttgatgagat

tttctgtgee

tttcagagtg

2125-10186A-PF

Lys

Leu Pro

cceecgegacg

gttgcecegtce

cctctecgaag

ttacacgctg

catccgggea

catagagcac

aacagacacc

catggacctt

Glu
635

Gly Gly

Leu Gly

650

Pro

Pro Arg Lys

665

Leu Glu Ala

Leu Ala Pro

Ser
715

Lys Asn

Glu His Thr

730

tcegtgetgt

catttcctac

atgcttttga

ccgtgtcteca

tatctcaaga

ctcgacaaac

catgaatgta

gcattaaaat

Lys Asn

Ser

Lys

Ser Gln

Glu

Phe

Tyr

Tyr Val
640

Glu Glu
655

Leu Arg

670

Glu Glu

685

Asp His

700

Val Thr

Lys Gly

ttectgetetg

aaccaagtga

aagatgtgaa

cccectgacge

caatcagaca

tcatatttca

aacgcttcat

cgttgacttc

54

Gln

Val

Thr

Glu

Leu Leu

Arg Glu

Arg Glu

720

Val
735

ctgcetggga

tatacagaaa

ggaagacaag

ccagccgceca

gttagacaac

agatgcacca

cctgactatt

tggagcccag

60

120

180

240

300

360

420

480
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caggccacca cttaa

<210>
211>
<212>
<213>

<400>

68
164
PRT

R

68

Met Ala Ser

1

Cys

Leu

Ser

Ser

65

Asn

Gln

Lys

Asp

Ser

145

Gln

Cys

Gln

Lys

50

Gln

Ile

Leu

Leu

Thr

130

Glu

Ala

Leu

Pro

35

Met

Asn

Ile

Asp

Ile

115

His

Cys

Thr

210> 69
211> 2934

His

Gly

20

Ser

Leu

Tyr

His

Asn

100

Phe

Glu

Met

Thr

2125-10186A-PF

Ser

Gly

Asp

Leu

Thr

Ser

85

Lys

Gln

Cys

Asp

Ala

Trp

Ile

Lys

Leu

70

Pro

Ser

Asp

Lys

Leu
150

Gly

Leu

Gln

Asp

55

Pro

Ala

Val

Ala

Arg

135

Ala

Pro

Thr

Lys

40

Val

Cys

Ile

Ile

Pro

120

Phe

Leu

Ala

Ser

25

Ile

Lys

Leu

Arg

Asp

105

Glu

Ile

Lys

Thr

10

His

Val

Glu

Thr

Ala

90

Glu

Thr

Leu

Ser

Ser

Thr

Glu

Asp

Pro

75

Tyr

Ile

Asn

Thr

Leu
155

Val

Leu

Glu

Lys

60

Asp

Leu

Ile

Ile

Ile

140

Thr

55

Leu

Pro

Leu

45

Gly

Ala

Lys

Glu

Ser

125

Ser

Ser

Phe

Val

30

Gln

Val

Gln

Thr

His

110

Val

Gln

Gly

Leu

15

His

Ser

Leu

Pro

Ile

95

Leu

Pro

Gln

Ala

Leu

Phe

Leu

Val

Pro

80

Arg

Asp

Thr

Phe

Gln
160

495

i’ B
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<212> DNA

213> ERBf

<400> 69
atggctctat

taccagagtg

accaattcta

caggaattga

tgggteggga

tcggaactce

gccagtttce

caagattatc

ggctccaatg

ttggaaggga

aatagtgtgce

aatgtcagta

aaggactttt

acggacactg

ttttctgggg

gactcacaag

gtcaatatcc

tttgaaaatg

aatttcacat

gtttctatca

ttgtagtctt

aagtcttggce

tacatcagag

aaatggtatt

attacagcac

ctttggaatg

ctgagccaaa

ttggacgggs

ttaccatttg

aacagattca

ctttcattag

aaggcataga

cttgtgaatc

ccttgggetg

aaaagaaact

aaatgtataa

tttttaacct

taaatgccac

atttgtgtca

acgtgaacgg

2125-10186A-PF

tcagacaaca

tgaacgttta

tttgcattta

tcagatccag

cactgtgaag

tgccacacac

tttctggage

cactttgttc

ttatgtttct

cggagaacaa

gaatagaggg

aggcatcgtt

ccaggacttc

gtctaaacaa

ttgtacgcac

cttcacactc

gactcatcga

aaatgccatc

gattgaactc

tgagtacttc

ttcttcttaa

ccattgactc

caatggactg

atcagtagga

tggaaccagg

tttgtaagaa

aactggagtt

gttttcecta

aggaacattc

cttgatccac

acaaatatct

ctctttgtet

aacactttge

ccttcccaaa

aaaaactggt

atagctgaaa

gtttatttaa

atgacctgga

catggtgaag

ttaagtgaac

cattgctgtce

ctgtgtcact

tccacaacct

ttgaaacatc

ttctgcattg

tcaagagtgt

cctgggagga

aagataagct

aaaataatgt

atgtaactgce

attgtgaggce

caaaagtact

actgtacttg

gctacacttt

gtaattggca

attacttaag

tgaatccttt

aggtgcactc

gaaaaatgat

tggaacctge

56

cttgaggact

taaagtttcc

tccttatcat

caatgtcgtc

gagctgggaa

gatagacgat

agtcagtgta

gglggaagaa

atcctgttat

attcaacttg

gagtcaagga

tgaggagcce

ggatcctggg

atttgaatca

aataactcaa

gaagagaagt

tagtgtcaac

catgaggaat

gcaatacgat

cacagaatat

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200
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atggcccgag

cagaacttca

aactcagagc

gccaatggaa

tcagagctcc

tcctaccaaa

gtcatctctg

ggtggattct

tggtgtgacc

acagtcatta

ttatctacaa

gctecttecag

agttggaaag

ctgaaatcca

tcagaatgtt

ctaaagccag

cccaatgeta

atcctactge

cagtggatca

tcgttaataa

ccagatgcta

aggaagtcac

tacgetgtge

ccacacttga

caggaaatca

agatcctgtt

gttccattce

tctgegteac

cggaccctga

ctctgtettg

atccccagga

gcacagatgc

aaaggattgc

acaaccctca

attactctac

aggcgaggea

gcaaatacaa

aatccttcta

cgttcacgaa

ccatggtttt

aggagacgtg

aattcaagga

ttgaagttgt

tcacagaaac

2125-10186A-PF

tgatgccagce

agctgceteeg

tactgtgacc

ctataatgta

ggcaccagcec

agctaacaac

aaacaaagag

gaaaccccag

tgtgctecag

ttttaggceca

ttgtttatta

cgtgetggta

tgaatctcaa

gtgccaccca

aattgacaac

tgagtttttc

ggtcacgact

ctgegtettg

ttatcctgac

gaaccctcac

cagcaagcca

tgagttaact

cacttctgga

tcagaggccce

ttattctgga

gttgtagaaa

aacagcacaa

agtgtgggesg

gttgaggaag

cctggagatg

tggaagaatg

ggagttcgat

gagaaaaaaa

gatatgttga

cctggtttta

cgatttcaaa

ccagaagaaa

gttactccat

ccggatgaac

ctcatcatga

atccctgacce

ctaacaataa

gaagggacaa

aagcctaact

aatggactga

ctgatgtctg

agccattatc

acctagacaa

aactaatcct

cttcteectge

aaagaattgc

ttataggcta

taggtcccaa

acgacttcag

caggatactc

catcccactce

tacaagggta

aggcagttct

aggcattgat

tcactagtgce

actcctccat

tcgtgtgeta

cttacaagag

tgaatgtcag

agatacagct

acctttatct

57

atggagtggt

gagaagtgtg

aaaactgcat

accgtccagg

cgacaggtgt

ttctataata

aggcacagag

tgttgtggac

taccacaagc

aatctatggg

tcaggaactg

cttcactctg

ccatgtctat

ttcagatggt

tgtggacaac

tggecgagggce

gttgattcgt

cttgaaaagt

cagcatcctg

tgactgtatc

cctaggcact

ccttccaaca

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2220

2280

2340

2400

2460

2520

A

r
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gaaaagaatc

gcagettetg

atgctaggac

aactccctgg

tcacccatgt

tcagagtata

aatagcagcc

<210>

<2l

212>
213>

70
977
PRT
k&
<400> 70

Met Ala Leu
1

Ser Leu Arg

Val
35

Thr Pro

Leu Gln

50

His

Met Val Phe

65

Trp Val Gly

Trp Ser Trp

Ile Lys

115

Arg

actctggcecce

acgctggcetce

taatgacctc

gagaagtccce

ctggagacaa

aaatgcaaat

tttcctcaat

i3

Phe Val

Thr
20

Tyr

Ser Leu

Trp Thr

Gln Ile

Asn Tyr

85

Glu
100

Ser

Ser Val

2125-10186A-PF

Val

Gln

Lys

Val

Gln

70

Ser

Glu

Ile

tggceectge

ttgtggccat

acctgaaaat

agctggagaa

ggacagtctc

ggcagtccece

taccctttta

Phe Gln

Ser Glu

Val Ser

40
His Asn
55

Ile Ser

Thr Thr

Pro

Leu

Asp
120

Asp

atctgttttg

gttccagtac

gtactaaagg

acaagtttga

ccaacaaacc

ctgegtettg

gatccaggtg

Thr Thr

10

Phe

Val Ala

25

Leu

Thr Asn Ser

Leu Pro Tyr

Glu
75

Arg Ile

Val Lys Trp

90

Leu Glu Cys

105
Ala

Ser Phe

agaactttac

cccecaaage

cgctagaaaa

attatgtgtc

cagtggagcc

ccetgectee

aacactaccg

Phe Leu Thr

Glu Leu

30

Arg

Ile His Gln

45

His Gln Glu

60
Thr

Ser Asn

Asn Gln Val

Ala Thr His

110

Glu
125

Pro Pro

58

ctacaaccag

cccaccaagt

aaactacatg

ccagttggcet

accacactgt

cccgaccgag

ctaa

Leu Leu

15

Pro Leu

Ser Leu

Leu Lys

Val Val

80
Leu His
95

Phe Val

Asn Phe

2580

2640

2700

2760

2820

2880

2934
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Trp

Gly

145

Gly

Val

Pro

Arg

Gly

225

Lys

Trp

Gln

Thr

Met

305

Val

Phe

Ser

130

Arg

Ser

Ser

His

Gly

210

Ile

Asp

Asp

Ser

His

290

Tyr

Asn

Ser

Asn

Gly

Asn

Cys

Val

195

Thr

Glu

Phe

Pro

Tyr

275

Lys

Asn

Ile

Val

Trp

Thr

Val

Tyr

180

Thr

Asn

Gly

Ser

Gly

260

Thr

Asn

Phe

Leu

Asn
340

Trp Lys Val His

2125-10186A-PF

Ser

Leu

Thr

165

Leu

Ala

Ile

Ile

Cys

245

Thr

Leu

Trp

Thr

Phe

325

Phe

Ser

Ser

Phe

150

Ile

Glu

Phe

Tyr

Val

230

Glu

Asp

Phe

Cys

Leu

310

Asn

Glu

Met

Trp
135

Val

Cys

Gly

Asn

Cys

215

Leu

Ser

Thr

Glu

Asn

295

Ile

Leu

Asn

Arg

Glu

Phe

Tyr

Lys

Leu

200

Glu

Phe

Gln

Ala

Ser

280

Trp

Ala

Thr

Val

Asn

Glu

Pro

Val

Gln

185

Asn

Ala

Val

Asp

Leu

265

Phe

Gln

Glu

His

Asn

345

Asn

Val

Lys

Ser

170

Ile

Ser

Ser

Ser

Phe

250

Gly

Ser

Ile

Asn

Arg

330

Ala

Phe

Ser

Asp

155

Arg

His

Val

Gln

Lys

235

Asn

Trp

Gly

Thr

Tyr

315

Val

Thr

Thr

Val

140

Lys

Asn

Gly

Pro

Gly

220

Val

Thr

Ser

Glu

Gln

300

Leu

Tyr

Asn

Tyr

59

Gln

Leu

Ile

Glu

Phe

205

Asn

Leu

Leu

Lys

Lys

285

Asp

Arg

Leu

Ala

Leu

Asp

Val

Gln

Gln

190

Ile

Val

Glu

His

Gln

270

Lys

Ser

Lys

Met

Ile

350

Cys

Tyr

Glu

Asn

175

Leu

Arg

Ser

Glu

Cys

255

Pro

Leu

Gln

Arg

Asn

335

Met

Gln

Leu

Glu

160

Asn

Asp

Asn

Lys

Pro

240

Thr

Ser

Cys

Glu

Ser

320

Pro

Thr

Ile
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Glu

Val

385

Met

Glu

Ala

Val

Ile

465

Ser

Leu

Gly

Lys

Leu

545

Trp

Asn

Leu

370

Asn

Ala

Trp

Pro

Thr

450

Leu

Glu

Asp

Ala

Glu

530

Ser

Cys

Thr

355

His

Gly

Arg

Ser

Asp

435

Leu

Phe

Leu

Arg

Ser

51b

Val

Trp

Asp

Thr

Gly

Glu

Val

Gly

420

Val

Phe

Tyr

Arg

Cys

500

Pro

Glu

Lys

His

Ser
580

2125-10186A-PF

Glu

Tyr

Arg

405

Gln

Trp

Trp

Asn

Ser

485

Ser

Ala

Glu

Pro

Pro

565

Thr

Gly

Phe

390

Asn

Arg

Lys

Val

470

Ile

Tyr

Ser

Glu

Gln

550

Gln

Val

Lys

375

Leu

Ala

Phe

Ser

Pro

455

Val

Pro

Gln

Ile

Arg

535

Pro

Asp

Ile

360

Met

Ser

Asp

Thr

Val

440

Leu

Val

Ala

Ile

Ile

520

Ile

Gly

Val

Ser

Met

Glu

Ala

Thr

425

Asn

Ser

Glu

Pro

Cys

505

Val

Ala

Asp

Leu

Thr
585

Gln

Leu

Ser

410

Leu

Ser

Lys

Asn

Ala

490

Val

Ile

Gly

Val

Gln

570

Asp

Tyr

Glu

395

His

Glu

Glu

Leu

Leu

475

Asn

Thr

Ser

Thr

Ile

555

Trp

Ala

Asp

380

Pro

Phe

Ala

Pro

His

460

Asp

Ser

Ala

Ala

Glu

540

Gly

Lys

Phe

60

365

Val

Ala

Trp

Ala

Gly

445

Ala

Lys

Thr

Asn

Asp

525

Gly

Tyr

Asn

Arg

Ser

Thr

Lys

Pro

430

Asn

Asn

Pro

Lys

Asn

510

Pro

Gly

Val

Val

Pro
590

Ile

Glu

Trp

415

Ser

His

Gly

Ser

Leu

495

Ser

Glu

Phe

Val

Gly

575

Gly

Asn

Tyr

400

Thr

Glu

Thr

Lys

Arg

480

Ile

Val

Asn

Ser

Asp

560

Pro

Val
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Arg

Leu

Asn

625

Ser

Tyr

Gln

Asp

Ser

705

Pro

Met

Met

Pro

Phe

785

Pro

Leu

Tyr

Leu

610

Pro

Trp

His

Lys

Asn

690

Phe

Asn

Leu

Ile

Asp

770

Lys

Asp

Leu

Asp
595

Glu

His

Lys

Val

Ala

675

Pro

Tyr

Ala

Ile

Val

755

Ile

Glu

Ala

Gly

Phe

Lys

Val

Asp

Tyr

660

Val

Glu

Glu

Thr

Arg

740

Cys

Pro

Asn

Ile

Thr
820

2125-10186A-PF

Arg

Lys

Leu

Tyr

645

Leu

Leu

Glu

Phe

Phe

725

Ile

Tyr

Asp

Pro

Glu

805

Arg

Ile

Thr

Val

630

Ser

Lys

Ser

Lys

Phe

710

Thr

Leu

Leu

Pro

His

790

Val

Lys

Tyr

Gly

615

Asp

Thr

Ser

Asp

Ala

695

Val

Lys

Leu

Lys

Tyr

775

Leu

Val

Ser

Gly

600

Tyr

Met

Glu

Lys

Gly

680

Leu

Thr

Val

Pro

Ser

760

Lys

Thr

Ser

Leu

Leu

Ser

Leu

Ser

Ala

665

Ser

Ile

Pro

Thr

Met

745

Gln

Ser

Ile

Lys

Thr
825

Ser

Gln

Thr

Gln

650

Arg

Glu

Val

Phe

Thr

730

Val

Trp

Ser

Met

Pro

810

Glu

Thr

Glu

Ser

635

Pro

Gln

Cys

Asp

Thr

715

Pro

Phe

Ile

Ile

Asn

795

Glu

Thr

Lys

Leu

620

His

Gly

Cys

Cys

Asn

700

Ser

Asp

Cys

Lys

Leu

780

Val

Gly

Glu

61

Arg
605

Ala

Ser

Phe

His

Lys

685

Leu

Ala

Glu

Val

Glu

765

Ser

Ser

Thr

Leu

Ile

Pro

Phe

Ile

Pro

670

Tyr

Lys

Gly

His

Leu

750

Thr

Leu

Asp

Lys

Thr
830

Ala

Ser

Thr

Gln

655

Arg

Lys

Pro

Glu

Ser

735

Leu

Cys

Ile

Cys

Ile

815

Lys

Cys

Asp

Leu

640

Gly

Phe

Ile

Glu

Gly

720

Ser

Ile

Tyr

Lys

Ile

800

Gln

Pro
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Asn

Pro

Ala

865

Met

Lys

Leu

Ser

Met

945

Asn

Arg

Tyr

Cys

850

Gly

Leu

Asn

Asn

Leu

930

Gln

Ser

<210>
211>
212>
213>

<400>
atgatgtgga cctgggcact gtggatgttc cctttactct

Leu

835

Ile

Ser

Gly

Tyr

Tyr

915

Pro

Met

Ser

71
1665
DNA

Tyr

Cys

Cys

Leu

Met

900

Val

Thr

Ala

Leu

pEREEY 3

71

Leu

Phe

Gly

Met

885

Asn

Ser

Asn

Val

Ser
965

Leu

Glu

His

870

Thr

Ser

Gln

Pro

Pro

950

Ser

Pro

Asn

855

Val

Ser

Leu

Leu

Val

935

Leu

Ile

Thr

840

Phe

Pro

Pro

Gly

Ala

920

Glu

Arg

Thr

Glu

Thr

Val

Glu

Glu

905

Ser

Pro

Leu

Leu

Lys

Tyr

Pro

Asn

890

Val

Pro

Pro

Ala

Leu
970

Asn

Asn

Pro

875

Val

Pro

Met

His

Leu

955

Asp

ctgccageta agecctgagaa catttcetgt gtctactact

acttggagtc caggaaagga aactagttat acccagtaca

tttggaaaaa aacatgataa ttgtacaacc agtagttcta

2125-10186A-PF

His Ser
845

Gln Ala
860

Lys Ala

Leu Lys

Ala Gly

Ser Gly
925

Cys Ser
940

Pro Pro

Pro Gly

gcaaattegg cctggecaget

ataggaaaaa tttaacctge

cagctaagag aacttacgct

caagtgaaaa tcgtgcttcg

62

Gly Pro

Ala Ser

Pro Pro

Ala Leu

895

Glu Thr

910

Asp Lys

Glu Tyr

Pro Thr

Glu His
975

Gly

Asp

Ser

880

Glu

Ser

Asp

Lys

Glu

960

Tyr

60

120

180

240
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tgctettttt

gaaaatggag

aaaactgaac

cggattgaat

cgattcagga

gatacaaacc

ctgcgatgtg

atgactgagg

gtggatggaa

gagaaaacac

acagtgaaca

tctatgattt

attcaggaaa

ctagtggtga

ccggacatgg

tggacaatcc

atgttgcacg

ccatcaaaag

tggaaagaga

caagctgaag

ctggagtccce

gggggaatca

tccttecaag

atggtgtaat

cacctgagat

ggataaagcce

cagtcaatag

aaacctacaa

cggtcaagga

aagaagctcc

gaaggccagt

ttggctacaa

ccactaacca

cttataattc

agtcatttcg

agtggcaaag

actcagagca

agcaagataa

acaaagttgg

gtcctgagac

ttcccaagag

gtggaaaagg

tgaaacgaaa

acgggaccag

2125-10186A-PF

aataacgatc

taaatctgat

tttcagtgtg

tgagttggca

taccagctgg

ccttatgggg

gtcaaagttc

atgtggcectg

geggttgtta

catatggtac

gcagcttgaa

tcttgggaag

gtgcattgag

ctctgetecta

cccecactett

attaaaacct

cgagccatat

caaggtggag

tgagagaaag

attctccaag

gacctcttac

cataaatttc

ccagataatt

atgacatgtt

aaaccagttt

cctgtttcat

atggaagtca

ctgcaggctt

tggagtgact

gaactgtgga

tggaagaagg

tttccagaaa

ctgcatctgg

tctccagtga

gtcatgcagg

gacgtgaaca

tcctgggaat

ttctggtget

tccatccagg

aacattggcg

ggtatcatct

acagtcaact

actgttcggg

aagacattgt

ataccattga

ggagattaga

tgggcatcaa

ctgatttaaa

acttcgctaa

ttacagagta

ggagccaaga

gagtcctgaa

caagaggagc

acaacactaa

gaggcgagag

ccaccctgag

cctgeettge

cttggatgat

ctgtgtctca

ataacatctc

cttatgccaa

tgaagacggt

gcaactacac

ccagcatctt

tcatggccag

cattcagtgt

63

ggtggaaget

ggacatagcg

acgaatgatt

atatgcactt

gaaccgtaaa

tgtcgtaget

aaaaatggga

accaactgag

cccagtcecta

cctcacagag

ctattgggtg

gattccagce

tgaggaccag

tgaatggttt

ggecacgaac

tgtgtatcca

agaaggcatt

cacgatcaca

catcttttac

gcagtatgge

caccagtgct

ttttgagatt

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

£
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atccttataa cttctctgat tggtggagge cttcttatte tcattatcct gacggtggea 1620
tatggtctca aaaaacccaa caaattgact cacctgtgtt aatga 1665
210> 172

<211> 553

<212> PRT

213> RERF

<400> 72

Met Met Trp Thr Trp Ala Leu Trp Met Phe Pro Leu Leu Cys Lys Phe
1 5 10 15

Gly Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr
20 25 30

Tyr Tyr Arg Lys Asn Leu Thr Cys Thr Trp Ser Pro Gly Lys Glu Thr
35 40 45

Ser Tyr Thr Gln Tyr Thr Ala Lys Arg Thr Tyr Ala Phe Gly Lys Lys
50 55 60

His Asp Asn Cys Thr Thr Ser Ser Ser Thr Ser Glu Asn Arg Ala Ser
65 70 75 80

Cys Ser Phe Phe Leu Pro Arg Ile Thr Ile Pro Asp Asn Tyr Thr Ile
85 90 95

Glu Val Glu Ala Glu Asn Gly Asp Gly Val Ile Lys Ser Asp Met Thr
100 105 110

Cys Trp Arg Leu Glu Asp Ile Ala Lys Thr Glu Pro Pro Glu Ile Phe
115 120 125

Ser Val Lys Pro Val Leu Gly Ile Lys Arg Met Ile Arg Ile Glu Trp
130 135 140

Ile Lys Pro Glu Leu Ala Pro Val Ser Ser Asp Leu Lys Tyr Ala Leu
145 150 155 160

Arg Phe Arg Thr Val Asn Ser Thr Ser Trp Met Glu Val Asn Phe Ala
165 170 175

2125-10186A-PF 64
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Lys

Ala

Lys

Glu

225

Val

Ala

Glu

Leu

Tyr

305

Ile

Ala

Asn

Thr

Gln
385

Asn

Phe

Phe

210

Ala

Asp

Pro

Asn

Glu

290

Asn

Gln

Glu

Thr

Leu

370

Asp

Arg

Thr

195

Trp

Pro

Gly

Val

Asn

275

Leu

Ser

Glu

Asp

Trp

355

Ser

Lys

Lys
180

Glu

Ser

Cys

Arg

Leu

260

Thr

His

Leu

Lys

Gln

340

Met

Trp

Leu

Met Leu His Asp

2125-10186A-PF

Asp

Tyr

Asp

Gly

Arg

245

Glu

Asn

Leu

Gly

Ser

325

Leu

Ile

Glu

Lys

Lys

Thr

Val

Trp

Leu

230

Pro

Lys

Leu

Gly

Lys

310

Phe

Val

Glu

Ser

Pro

390

Val

Asn

Val

Ser

215

Glu

Val

Thr

Thr

Gly

295

Ser

Arg

Val

Trp

Val

375

Phe

Gly

Gln

Ala

200

Gln

Leu

Arg

Leu

Glu

280

Glu

Pro

Cys

Lys

Phe

360

Ser

Trp

Glu

Thr
185

Leu

Glu

Trp

Leu

Gly

265

Thr

Ser

Val

Ile

Trp

345

Pro

Gln

Cys

Pro

Tyr

Arg

Lys

Arg

Leu

250

Tyr

Val

Tyr

Thr

Glu

330

Gln

Asp

Ala

Tyr

Tyr

Asn

Cys

Met

Val

235

Trp

Asn

Asn

Trp

Thr

315

Val

Ser

Met

Thr

Asn

395

Ser

Leu

Ala

Gly

220

Leu

Lys

Ile

Thr

Val

300

Leu

Met

Ser

Asp

Asn

380

Ile

Ile

65

Met

Val

205

Met

Lys

Lys

Trp

Thr

285

Ser

Arg

Gln

Ala

Ser

365

Trp

Ser

Gln

Gly

190

Lys

Thr

Pro

Ala

Tyr

270

Asn

Met

Ile

Ala

Leu

350

Glu

Thr

Val

Ala

Leu

Glu

Glu

Thr

Arg

255

Phe

Gln

Ile

Pro

Cys

335

Asp

His

Ile

Tyr

Tyr

Gln

Ser

Glu

Glu

240

Gly

Pro

Gln

Ser

Ala

320

Leu

Val

Pro

Gln

Pro

400

Ala
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Lys

Gly

Arg

Gly

465

Leu

Ser

Leu

Gly

Lys
545

Glu

Val

Lys

450

Lys

Glu

Thr

Ser

Gly

530

Pro

<210>
211>
212>
213>

<400>
atgatgtgga

Gly

Lys
435

Gly

Gly

Ser

Ser

Phe
515

Leu

Asn

73
1665
DNA

A

73

ctgccagceta

acttggagtc

tttggagaaa

tgetettttt

Ile

420

Thr

Ile

Phe

Leu

Ala

500

Ser

Leu

Lys

2125-10186A-PF

405

Pro

Val

Ile

Ser

Lys

485

Gly

Val

Ile

Leu

cctgggcact

agcctgagaa

caggaaagga

aacatgataa

tcecttccaag

Ser

Thr

Cys

Lys

470

Arg

Gly

Phe

Leu

Thr
550

Lys

Ile

Asn

455

Thr

Lys

Ile

Glu

Ile

535

His

Gly

Thr

440

Tyr

Val

Thr

Asn

Ile

520

Ile

Leu

gtggatgctc

catttcctgt

aaccagttat

ttgtacaacc

aataacgatc

Pro

425

Trp

Thr

Asn

Ser

Gly

505

Ile

Leu

Cys

410

Glu

Lys

Ile

Ser

Tyr

490

Thr

Leu

Thr

Thr

Glu

Phe

Ser

475

Thr

Ser

Ile

Val

ccctecactet

gtctactact

acccagtaca

aatagttcta

ccagataatt

Lys

Ile

Tyr

460

Ile

Val

Ile

Thr

Ala
540

Val

Pro

445

Gln

Leu

Arg

Asn

Ser

525

Tyr

Glu
430

Lys

Ala

Gln

Val

Phe

510

Leu

Gly

gcaaattcag

ataggaaaaa

cagttaagag

caagtgaaaa

ataccattga

66

415

Asn Ile

Ser Glu

Glu Gly

Tyr Gly

480

Met Ala
495

Lys Thr

Ile Gly

Leu Lys

cctggecaget

tttaacctge

aacttacgct

tcgtgetteg

ggtggaaget

60

120

180

240

300
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gaaaatggag

aaaactgaac

caaattgaat

cgattcagga

gataaaaacc

ctgecgatgtg

atgactgagg

gcggatggaa

gagaaaacac

acaatgaaca

tctatgattt

attcaagaaa

ctagtggtga

ccggatgtgg

tggacgatcc

atgttgcatg

ccatcagaag

tggaaagaga

caagctgaag

ctggagtcce

gggggaacca

atcctcataa

atggtgtaat

cacctaagat

ggataaagcc

cagtcaacag

aaacgtacaa

cggtcaagga

aagaagctcc

gaaggccagt

ttggctacaa

ctactaacca

cttataattc

aatcgtttca

agtggcaaag

actcagagcc

agcaagataa

acaaagttgg

gtcctgagac

ttcccaagag

gtggaaaagg

tgaaacgaaa

acgggaccag

cttctctgat

2125-10186A-PF

taaatctcat

tttcegtgtg

tgagttggeg

taccagcectgg

cctcacgggsg

gtcaaagttc

atgtggectg

gcggttgtta

catatggtac

gcagcttgaa

tcttgggaag

gtgcattgag

ctctgectcta

caccacccett

attaaaacct

cgagccatat

caaggtggag

tgagagaaag

attctccaag

gacctcttac

cataaatttc

tggtggaggc

atgacatact

aaaccagttt

cctgtttcat

atggaagtca

ctgcagcectt

tggagtgact

gaactgtgga

tggaagaagg

tatccagaaa

ctgecatctgg

tctccagtgg

gtcatgcagg

gacgtgaaca

tcctgggaat

ttctggtget

tccatccagg

aacattggeg

ggtatcatct

acagtcaatt

attgttcagg

aagacattgt

cttcttatte

ggagattaga

tgggecatcaa

ctgatttaaa

acttcgctaa

ttacagaata

ggagccaaga

gagtcctgaa

caagaggagc

gcaacactaa

gaggcgagag

ccaccctgag

cctgegttge

cttggatgat

ctgtgtctca

ataacatctc

cttatgccaa

tgaagacggt

gcaactacac

ccagcatctt

tcatggccag

cattcagtgt

tcattatcct

67

gaacatagcg

acgaatgatt

atacacactt

gaaccgtaag

tgtcatagct

aaaaatggga

accagctgag

cccagtcecta

cctcacagaa

ctttitgggtg

gattccagct

tgaggaccag

tgaatggttt

ggccacgaac

tgtgtatcca

agaaggcgtt

cacgatcaca

catcttttac

gcagtacgge

caccagtgct

ctttgagatt

gacagtggca

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

+
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tatggtctca aaaaacccaa caaattgact catctgtgtt aatga 1665
210> 74

<211> 553

<212> PRT

213> A

<400> 74

Met Met Trp Thr Trp Ala Leu Trp Met Leu Pro Ser Leu Cys Lys Phe
1 5 10 15

Ser Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr
20 25 30

Tyr Tyr Arg Lys Asn Leu Thr Cys Thr Trp Ser Pro Gly Lys Glu Thr
35 40 45

Ser Tyr Thr Gln Tyr Thr Val Lys Arg Thr Tyr Ala Phe Gly Glu Lys
50 55 60

His Asp Asn Cys Thr Thr Asn Ser Ser Thr Ser Glu Asn Arg Ala Ser
65 70 75 80

Cys Ser Phe Phe Leu Pro Arg Ile Thr Ile Pro Asp Asn Tyr Thr Ile
85 90 95

Glu Val Glu Ala Glu Asn Gly Asp Gly Val Ile Lys Ser His Met Thr
100 105 110

Tyr Trp Arg Leu Glu Asn Ile Ala Lys Thr Glu Pro Pro Lys Ile Phe
115 120 125

Arg Val Lys Pro Val Leu Gly Ile Lys Arg Met Ile Gln Ile Glu Trp
130 135 140

Ile Lys Pro Glu Leu Ala Pro Val Ser Ser Asp Leu Lys Tyr Thr Leu
145 150 155 160

Arg Phe Arg Thr Val Asn Ser Thr Ser Trp Met Glu Val Asn Phe Ala
165 170 175

Lys Asn Arg Lys Asp Lys Asn Gln Thr Tyr Asn Leu Thr Gly Leu Gln

2125-10186A-PF 68
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Pro

Lys

Glu

225

Ala

Ala

Glu

Leu

Tyr

305

Ile

Ala

Asn

Thr

Gln

385

Met

Phe

Phe

210

Ala

Asp

Pro

Ser

Glu
290

Asn

Gln

Glu

Thr

Leu

370

Asp

Leu

Thr

195

Trp

Pro

Gly

Val

Asn

275

Leu

Ser

Glu

Asp

Trp

355

Ser

Lys

His

180

Glu

Ser

Cys

Arg

Leu

260

Thr

His

Leu

Lys

Gln

340

Met

Trp

Leu

Asp

2125-10186A-PF

Tyr

Asp

Gly

Arg

245

Glu

Asn

Leu

Gly

Ser

325

Leu

Ile

Glu

Lys

Lys
405

Val

Trp

Leu

230

Pro

Lys

Leu

Gly

Lys

310

Phe

Val

Glu

Ser

Pro

390

Val

Ile

Ser

215

Glu

Val

Thr

Thr

Gly

295

Ser

Gln

Val

Trp

Val

375

Phe

Gly

Ala

200

Gln

Leu

Arg

Leu

Glu

280

Glu

Pro

Cys

Lys

Phe

360

Ser

Trp

Glu

185

Leu

Glu

Trp

Leu

Gly

265

Thr

Ser

Val

Ile

Trp

345

Pro

Gln

Cys

Pro

Arg

Lys

Arg

Leu

250

Tyr

Met

Phe

Ala

Glu

330

Gln

Asp

Ala

Tyr

Tyr
410

Cys

Met

Val

235

Trp

Asn

Asn

Trp

Thr

315

Val

Ser

Val

Thr

Asn

395

Ser

Ala

Gly

220

Leu

Lys

Ile

Thr

Val

300

Leu

Met

Ser

Asp

Asn

380

Ile

Ile

69

Val

205

Met

Lys

Lys

Trp

Thr

285

Ser

Arg

Gln

Ala

Ser

365

Trp

Ser

Gln

190

Lys

Thr

Pro

Ala

Tyr

270

Asn

Met

Ile

Ala

Leu

350

Glu

Thr

Val

Ala

Glu

Glu

Ala

Arg

255

Tyr

Gln

Ile

Pro

Cys

335

Asp

Pro

Ile

Tyr

Tyr
415

Ser

Glu

Glu

240

Gly

Pro

Gln

Ser

Ala

320

Val

Val

Thr

Gln

Pro

400

Ala
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Lys Glu

Gly Val

Arg Lys

450

Gly
465

Lys

Leu Glu

Ser Thr

Leu Ser

Gly Gly

530
Lys Pro
545

210>
21>
212>
<213

<400>
atgatgt

ctgccag

acttggagtce

tttggagaaa

tgctettttt

gaaaatggag

2125-101

Gly Val
420

Lys Thr

435

Gly Ile

Gly Phe

Ser Leu

Ser Ala

500

Phe Ser
515

Leu Leu

Asn Lys

75
2199
DNA

AN

75
gga

cta

86A-PF

Pro

Val

Ile

Ser

Lys

485

Gly

Val

Ile

Leu

cctgggeact

agcctgagaa

caggaaagga

aacatgataa

tecttecaag

atggtgtaat

Ser

Thr

Cys

Lys

470

Arg

Gly

Phe

Leu

Thr
550

Glu

Ile

Asn

455

Thr

Lys

Thr

Glu

Ile

535

His

Gly

Thr

440

Tyr

Val

Thr

Asn

Ile

520

Ile

Leu

gtggatgctc

catttcctgt

aaccagttat

ttgtacaacc

aataacgatc

taaatctcat

Pro Glu
425

Trp Lys

Thr Ile

Asn Ser

Ser Tyr

490

Gly Thr
505

Ile Leu

Thr

Leu

Cys

Thr

Glu

Phe

Ser

475

Ile

Ser

Ile

Val

cceteactet

gtctactact

acccagtaca

aatagttcta

ccagataatt

atgacatact

Val Glu

430

Lys

Ile Pro

445

Lys

Tyr Gln Ala

460

Ile Leu Gln

Val Gln Val

Ile Phe

510

Asn

Thr Ser Leu

525

Ala
540

Tyr Gly

gcaaattcag

ataggaaaaa

cagttaagag

caagtgaaaa

ataccattga

ggagattaga

70

Asn Ile

Ser Glu

Glu

Gly

Gly
480

Tyr

Met Ala

495

Lys Thr

Ile Gly

Leu Lys

cctggeaget

tttaacctge

aacttacgcet

tcgtgetteg

ggtggaaget

gaacatagcg

60

120

180

240

300

360
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aaaactgaac

caaattgaat

cgattcagga

gataaaaacc

ctgcgatgtg

atgactgagg

gcggatggaa

gagaaaacac

acaatgaaca

tctatgattt

attcaagaaa

ctagtggtga

ccggatgtgg

tggacgatce

atgttgcatg

ccatcagaag

tggaaagaga

caagctgaag

ctggagtccce

gggggaacca

atcctcataa

tatggtctca

cacctaagat

ggataaagcce

cagtcaacag

aaacgtacaa

cggtcaagga

aagaagctcc

gaaggccagt

ttggctacaa

ctactaacca

cttataattc

aatcgtttca

agtggcaaag

actcagagcc

agcaagataa

acaaagttgg

gtcctgagac

ttcccaagag

gtggaaaagg

tgaaacgaaa

acgggaccag

cttctctgat

daaaacccaa

2125-10186A-PF

ttteegtgtg

tgagttggeg

taccagcetgg

cctcacgggg

gtcaaagttc

atgtggectg

geggttgtta

catatggtac

gcagcttgaa

tcttgggaag

gtgcattgag

ctctgetecta

caccaccctt

attaaaacct

cgagccatat

caaggtggag

tgagagaaag

attctccaag

gacctcttac

cataaatttc

tggtggaggc

caaattgact

aaaccagttt

cctgtttcat

atggaagtca

ctgcagectt

tggagtgact

gaactgtgga

tggaagaagg

tatccagaaa

ctgcatctgg

tctccagtgg

gtcatgcagg

gacgtgaaca

tcctgggaat

ttctggtget

tccatccagg

aacattggeg

ggtatcatct

acagtcaatt

attgttcagg

aagacattgt

cttcttattc

catctgtgtt

tgggcatcaa

ctgatttaaa

acttcgctaa

ttacagaata

ggagccaaga

gagtcctgaa

caagaggagc

gcaacactaa

gaggcgagag

ccaccctgag

cctgegttge

cttggatgat

ctgtgtctca

ataacatctc

cttatgccaa

tgaagacggt

gcaactacac

ccagcatctt

tcatggccag

cattcagtgt

tcattatcct

ggceccaccegt

71

acgaatgatt

atacacactt

gaaccgtaag

tgtcatagcet

aaaaatggga

accagctgag

cccagtccta

cctcacagaa

cttttgggtg

gattccagct

tgaggaccag

tgaatggttt

ggccacgaac

tgtgtatcca

agaaggcgtt

cacgatcaca

catcttttac

gcagtacggce

caccagtgct

ctttgagatt

gacagtggca

tcccaaccect

420

480

540

600

660

720

780

840

500

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

L
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gctgaaagta

gagtctgatg

gacaagttgg

acagatgaag

acctgeccect

cctgagattc

ccagaagcca

gaggaaggag

tctgaaaaac

210>

21

212>
213>

76
732
PRT

AR

<400> 76

Met Met Trp Thr Trp Ala Leu Trp Met

1

Ser Leu Ala

gtatagccac

actctgtgaa

tgattgacaa

ccagaacggg

tcaggecctga

cgeccagaaa

aagagcagct

ccccaaatcce

ttccagagca

5

atggcatgga

cacagaagac

gttggtggte

tcaggaaaac

ttgtccectg

atcccaatac

tctettttet

atatttgaaa

caccaaggga

gatgatttca

aggatcttaa

aactttggga

aatttaggag

gggaaaagtt

ctacgttcga

ggtcaaagtt

aattcagtga

gaagtctaa

Leu Pro
10

Ala Leu Pro Ala Lys Pro Glu Asn

20

25

Tyr Tyr Arg Lys Asn Leu Thr Cys Thr Trp Ser

35

Ser Tyr Thr
50

His Asp Asn
65

Cys Ser Phe

Gln Tyr

Cys Thr

Phe Leu
85

2125-10186A-PF

Thr Val

Thr Asn
70

Pro Arg

40

55

Ser

Ile

Lys Arg Thr Tyr

Thr Ser
75

Ser

Thr Ile Pro

90

aggataagct

aaccatgttc

atgttctgea

gggaaaagaa

ttgaggagcect

ggatgccaga

tagtaccaga

cagccaggga

Ser Leu Cys Lys

Ile
30

Gly
45

Pro

Ala
60

Phe
Glu

Asn

Asp Asn

72

Ser Cys Val

Gly Glu

Arg Ala

Tyr Thr

aaacctgaag

cacccccagt

agaaattttc

tgggtatgtg

cccagtttcea

ggggaccegce

tcatctgtgt

atttcttgtg

Phe
15

Tyr

Lys Glu Thr

Lys

Ser

80

Ile
95

1740

1800

1860

1920

1980

2040

2100

2160

2199
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Glu

Tyr

Arg

Ile

145

Arg

Lys

Pro

Lys

Glu

225

Ala

Ala

Glu

Leu

Tyr

305

Ile

Val

Trp

Val
130

Lys

Phe

Asn

Phe

Phe

210

Ala

Asp

Pro

Ser

Glu

290

Asn

Gln

Glu

Arg

115

Lys

Pro

Arg

Arg

Thr

195

Trp

Pro

Gly

Val

Asn

275

Leu

Ser

Glu

Ala
100

Leu

Pro

Glu

Thr

Lys

180

Glu

Ser

Cys

Arg

Leu

260

Thr

His

Leu

Lys

2125-10186A-PF

Glu

Glu

Val

Leu

Val

165

Asp

Tyr

Asp

Gly

Arg

245

Glu

Asn

Leu

Gly

Ser
325

Asn

Asn

Leu

Ala

150

Asn

Lys

Val

Trp

Leu

230

Pro

Lys

Leu

Gly

Lys

310

Phe

Gly

Ile

Gly

135

Pro

Ser

Asn

Ile

Ser

215

Glu

Val

Thr

Thr

Gly

295

Ser

Gln

Asp

Ala

120

Ile

Val

Thr

Gln

Ala

200

Gln

Leu

Arg

Leu

Glu

280

Glu

Pro

Cys

Gly

105

Lys

Lys

Ser

Ser

Thr

185

Leu

Glu

Trp

Leu

Gly

265

Thr

Ser

Val

Ile

Val

Thr

Arg

Ser

Trp

170

Tyr

Arg

Lys

Arg

Leu

250

Tyr

Met

Phe

Ala

Glu
330

Ile

Glu

Met

Asp

155

Met

Asn

Cys

Met

Val

235

Trp

Asn

Asn

Trp

Thr

315

Val

Lys

Pro

Ile
140

Leu

Glu

Leu

Ala

Gly

220

Leu

Lys

Ile

Thr

Val

300

Leu

Met

73

Ser

Pro

125

Gln

Lys

Val

Thr

Val

205

Met

Lys

Lys

Trp

Thr

285

Ser

Arg

Gln

His

110

Lys

Ile

Tyr

Asn

Gly

190

Lys

Thr

Pro

Ala

Tyr

270

Asn

Met

Ile

Ala

Met

Ile

Glu

Thr

Phe

175

Leu

Glu

Glu

Ala

Arg

255

Tyr

Gln

Ile

Pro

Cys
335

Thr

Phe

Trp

Leu

160

Ala

Gln

Ser

Glu

Glu

240

Gly

Pro

Gln

Ser

Ala

320

Val
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Ala

Asn

Thr

Gln

385

Met

Lys

Gly

Arg

Gly

465

Leu

Ser

Leu

Gly

Lys
545

Glu

Thr

Leu

370

Asp

Leu

Glu

Val

Lys

450

Lys

Glu

Thr

Ser

Gly

530

Pro

Asp

Trp

355

Ser

Lys

His

Gly

Lys

435

Gly

Gly

Ser

Ser

Phe

515

Leu

Asn

Gln

340

Met

Trp

Leu

Asp

Val

420

Thr

Ile

Phe

Leu

Ala

500

Ser

Leu

Lys

Ala Glu Ser Ser

2125-10186A-PF

Leu

Ile

Glu

Lys

Lys

405

Pro

Val

Ile

Ser

Lys

485

Gly

Val

Ile

Leu

Ile

Val

Glu

Ser

Pro

390

Val

Ser

Thr

Cys

Lys

470

Arg

Gly

Phe

Leu

Thr

550

Ala

Val

Trp

Val

375

Phe

Gly

Glu

Ile

Asn

455

Thr

Lys

Thr

Glu

Ile

535

His

Thr

Lys

Phe

360

Ser

Trp

Glu

Gly

Thr

440

Tyr

Val

Thr

Asn

Ile

520

Ile

Leu

Trp

Trp
345

Pro

Gln

Pro

Pro

425

Trp

Thr

Asn

Ser

Gly

506

Ile

Leu

Cys

His

Gln

Asp

Ala

Tyr

Tyr

410

Glu

Lys

Ile

Ser

Tyr

490

Thr

Leu

Thr

Trp

Gly

Ser

Val

Thr

Asn

395

Ser

Thr

Glu

Phe

Ser

475

Ile

Ser

Ile

Val

Pro

555

Asp

Ser

Asp

Asn

380

Ile

Ile

Lys

Ile

Tyr

460

Ile

Val

Ile

Thr

Ala

540

Thr

Asp

74

Ala

Ser

365

Trp

Ser

Gln

Val

Pro

445

Gln

Leu

Gln

Asn

Ser

525

Tyr

Val

Phe

Leu

350

Glu

Thr

Val

Ala

Glu

430

Lys

Ala

Gln

Val

Phe

510

Leu

Gly

Pro

Lys

Asp

Pro

Ile

Tyr

Tyr

415

Asn

Ser

Glu

Tyr

Met

495

Lys

Ile

Leu

Asn

Asp

Val

Thr

Gln

Pro

400

Ala

Ile

Glu

Gly

Gly

480

Ala

Thr

Gly

Lys

Pro

560

Lys
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565 570 575

Leu Asn Leu Lys Glu Ser Asp Asp Ser Val Asn Thr Glu Asp Arg Ile
580 585 590

Leu Lys Pro Cys Ser Thr Pro Ser Asp Lys Leu Val Ile Asp Lys Leu
595 600 605

Val Val Asn Phe Gly Asn Val Leu Gln Glu Ile Phe Thr Asp Glu Ala
610 615 620

Arg Thr Gly Gln Glu Asn Asn Leu Gly Gly Glu Lys Asn Gly Tyr Val
625 630 635 640

Thr Cys Pro Phe Arg Pro Asp Cys Pro Leu Gly Lys Ser Phe Glu Glu
645 650 655

Leu Pro Val Ser Pro Glu Ile Pro Pro Arg Lys Ser Gln Tyr Leu Arg
660 665 670

Ser Arg Met Pro Glu Gly Thr Arg Pro Glu Ala Lys Glu Gln Leu Leu
675 680 685

Phe Ser Gly Gln Ser Leu Val Pro Asp His Leu Cys Glu Glu Gly Ala
690 695 700

Pro Asn Pro Tyr Leu Lys Asn Ser Val Thr Ala Arg Glu Phe Leu Val
705 710 715 720

Ser Glu Lys Leu Pro Glu His Thr Lys Gly Glu Val
725 730

210> 77

<211> 1542
<212> DNA
213> A

<400> 77
atgatgtgga cctgggcact gtggatgctc ccttcactet gcaaattcag cctggceaget 60

ctgccageta agecctgagaa catttcctgt gtctactact ataggaaaaa tttaacctge 120

acttggagtc caggaaagga aaccagttat acccagtaca cagttaagag aacttacgct 180

2125-10186A-PF 75

L
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tttggagaaa

tgctettttt

gaaaatggag

aaaactgaac

caaattgaat

cgattcagga

gataaaaacc

ctgcgatgtg

atgactgagg

gcggatggaa

gagaaaacac

acaatgaaca

tctatgattt

attcaagaaa

ctagtggtga

ccggatgtigg

tggacgatcc

atgttgcatg

ccatcagaag

tggaaagaga

caagctgaag

ctggagtcce

aacatgataa

tccttccaag

atggtgtaat

cacctaagat

ggataaagcc

cagtcaacag

aaacgtacaa

cggtcaagga

aagaagctcc

gaaggccagt

ttggctacaa

ctactaacca

cttataattc

aatcgtttca

agtggcaaag

actcagagcce

agcaagataa

acaaagttgg

gtcctgagac

ttcccaagag

gtggaaaagg

tgaaacgaaa

2125-10186A-PF

ttgtacaacc

aataacgatc

taaatctcat

tttccegtgtg

tgagttggeg

taccagetgg

cctcacgggg

gtcaaagttc

atgtggectg

geggttgtta

catatggtac

gcagcttgaa

tcttgggaag

gtgcattgag

ctctgctcta

caccaccctt

attaaaacct

cgagccatat

caaggtggag

tgagagaaag

attctccaag

gacctcttac

aatagttcta

ccagataatt

atgacatact

aaaccagttt

cctgtttcat

atggaagtca

ctgcagectt

tggagtgact

gaactgtgga

tggaagaagg

tatccagaaa

ctgcatctgg

tcteccagtgg

gtcatgcagg

gacgtgaaca

tcetgggaat

ttctggtget

tccatccagg

aacattggcg

ggtatcatct

acagtcaatt

attgttcagg

caagtgaaaa

ataccattga

ggagattaga

tgggcatcaa

ctgatttaaa

acttcgctaa

ttacagaata

ggagccaaga

gagtcctgaa

caagaggagc

gcaacactaa

gaggcgagag

ccaccctgag

cctgegttge

cttggatgat

ctgtgtctca

ataacatctc

cttatgccaa

tgaagacggt

gcaactacac

ccagcatctt

tcatggccag

76

tcgtgettceg

ggtggaaget

gaacatagcg

acgaatgatt

atacacactt

gaaccgtaag

tgtcatagcet

aaaaatggga

accagctgag

cccagtccta

cctcacagaa

cttttgggte

gattccagcet

tgaggaccag

tgaatggttt

ggccacgaac

tgtgtatcca

agaaggegtt

cacgatcaca

catcttttac

gcagtacggc

caccagtgct

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500
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gggggaacca acgggaccag cataaatttc aagacattgt ca

<210>
€1
212>
213>

<400>

78
514
PRT

AN

78

Met Met Trp

1

Ser

Tyr

Ser

His

65

Cys

Glu

Tyr

Arg

Ile

145

Arg

Lys

Leu

Tyr

Tyr

50

Asp

Ser

Val

Trp

Val

130

Lys

Phe

Asn

Ala

Arg

35

Thr

Asn

Phe

Glu

Arg

115

Lys

Pro

Arg

Arg

Thr

Ala

20

Lys

Gln

Cys

Phe

Ala

100

Leu

Pro

Glu

Thr

Lys
180

2125-10186A-PF

Trp

Leu

Asn

Tyr

Thr

Leu

85

Glu

Glu

Val

Leu

Val

165

Asp

Ala

Pro

Leu

Thr

Thr

70

Pro

Asn

Asn

Leu

Ala

150

Asn

Lys

Leu

Ala

Thr

Val

55

Asn

Arg

Gly

Ile

Gly

135

Pro

Ser

Asn

Trp

Lys

Cys

40

Lys

Ser

Ile

Asp

Ala

120

Ile

Val

Thr

Gln

Met

Pro

25

Thr

Arg

Ser

Thr

Gly

105

Lys

Lys

Ser

Ser

Thr
185

Leu

10

Glu

Trp

Thr

Thr

Ile

90

Val

Thr

Arg

Ser

Trp

170

Tyr

Pro

Asn

Ser

Tyr

Ser

75

Pro

Ile

Glu

Met

Asp

155

Met

Asn

Ser

Ile

Pro

Ala

60

Glu

Asp

Lys

Pro

Ile

140

Leu

Glu

Leu

77

Leu

Ser

Gly

45

Phe

Asn

Asn

Ser

Pro

125

Gln

Lys

Val

Thr

Cys

Cys

30

Lys

Gly

Arg

Tyr

His

110

Lys

Ile

Tyr

Asn

Gly
190

Lys

15

Val

Glu

Glu

Ala

Thr

95

Met

Ile

Glu

Thr

Phe

175

Leu

Phe

Tyr

Thr

Lys

Ser

80

Ile

Thr

Phe

Trp

Leu

160

Ala

Gln

LT
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Pro

Lys

Glu

225

Ala

Ala

Glu

Leu

Tyr

305

Ile

Ala

Asn

Thr

Gln

385

Met

Lys

Phe

Phe

210

Ala

Asp

Pro

Ser

Glu

290

Asn

Gln

Glu

Thr

Leu

370

Asp

Leu

Thr

195

Trp

Pro

Gly

Val

Asn

275

Leu

Ser

Glu

Asp

Trp

355

Ser

Lys

His

Glu

Ser

Cys

Arg

Leu

260

Thr

His

Leu

Lys

Gln

340

Met

Trp

Leu

Asp

Glu Gly Val

2125-10186A-PF

Tyr

Asp

Gly

Arg

245

Glu

Asn

Leu

Gly

Ser

325

Leu

Ile

Glu

Lys

Lys

405

Pro

Val

Trp

Leu

230

Pro

Lys

Leu

Gly

Lys

310

Phe

Val

Glu

Ser

Pro

390

Val

Ser

Ile

Ser

215

Glu

Val

Thr

Thr

Gly

295

Ser

Gln

Val

Trp

Val

375

Phe

Gly

Glu

Ala

200

Gln

Leu

Arg

Leu

Glu

280

Glu

Pro

Cys

Lys

Phe

360

Ser

Trp

Glu

Gly

Leu

Glu

Trp

Leu

Gly

265

Thr

Ser

Val

Ile

Trp

345

Pro

Gln

Cys

Pro

Pro

Arg

Lys

Arg

Leu

250

Tyr

Met

Phe

Ala

Glu

330

Gln

Asp

Ala

Tyr

Tyr

410

Glu

Met

Val

235

Trp

Asn

Asn

Trp

Thr

315

Val

Ser

Val

Thr

Asn

395

Ser

Thr

Ala

Gly

220

Leu

Lys

Ile

Thr

Val

300

Leu

Met

Ser

Asp

Asn

380

Ile

Ile

Lys

78

Val

205

Met

Lys

Lys

Trp

Thr

285

Ser

Arg

Gln

Ala

Ser

365

Trp

Ser

Gln

Val

Lys

Thr

Pro

Ala

Tyr

270

Asn

Met

Ile

Ala

Leu

350

Glu

Thr

Val

Ala

Glu

Glu

Glu

Ala

Arg

255

Tyr

Gln

Ile

Pro

335

Asp

Pro

Ile

Tyr

Tyr

415

Asn

Ser

Glu

Glu

240

Gly

Pro

Gln

Ser

Ala

320

Val

Val

Thr

Gln

Pro

400

Ala

Ile
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420

Gly Val Lys Thr
435

Arg Lys Gly Ile
450

Gly Lys Gly Phe
465

Leu Glu Ser Leu

Ser Thr Ser Ala
500

Leu Ser

210> 79

211> 662

<212> PRT

Q213> AE

<400> 79

Met Lys Leu Ser
1

Thr Trp Ala Leu
20

Ala Leu Pro Ala
35

Lys Asn Leu Thr
50

Gln Tyr Thr Val
65

Cys Thr Thr Asn

2125-10186A-PF

Val

Ile

Ser

Lys

485

Gly

Pro

Trp

Lys

Cys

Lys

Ser
85

Thr

Cys

Lys

470

Arg

Gly

Gln

Met

Pro

Thr

Arg

70

Ser

Ile

Asn

455

Thr

Lys

Thr

Pro

Leu

Glu

Trp

55

Thr

Thr

Thr

440

Tyr

Val

Thr

Asn

Ser

Pro

Asn

40

Ser

Tyr

Ser

425

Trp

Thr

Asn

Ser

Gly
505

Cys

Ser

25

Ile

Pro

Ala

Glu

Lys

Ile

Ser

Tyr

490

Thr

Val

10

Leu

Ser

Gly

Phe

Asn
90

Glu
Phe
Ser
475

Ile

Ser

Asn

Cy§

Cys

Lys

Gly

75

Arg

Ile

Tyr

460

Ile

Val

Ile

Leu

Lys

Val

Glu

60

Glu

Ala

79

Pro

445

Gln

Leu

Gln

Asn

Gly

Phe

Tyr

45

Thr

Lys

Ser

430

Lys

Ala

Gln

Val

Phe
510

Met

Ser

30

Tyr

Ser

His

Cys

Ser

Glu

Tyr

Met

495

Lys

Met

15

Leu

Tyr

Tyr

Asp

Ser
95

Glu

Gly

Gly

480

Ala

Thr

Trp

Ala

Arg

Thr

Asn

80

Phe
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Phe

Ala

Leu

Pro

145

Glu

Thr

Lys

Glu

Ser

225

Cys

Arg

Leu

Thr

His

305

Leu

Leu

Glu

Glu

130

Val

Leu

Val

Asp

Tyr

210

Asp

Gly

Arg

Glu

Asn

290

Leu

Pro

Asn

115

Asn

Leu

Ala

Asn

Lys

195

Val

Trp

Leu

Pro

Lys

275

Leu

Gly

Arg

100

Gly

Ile

Gly

Pro

Ser

180

Asn

Ile

Ser

Glu

Val

260

Thr

Thr

Gly

Gly Lys Ser

2125-10186A-PF

Ile

Asp

Ala

Ile

Val

165

Thr

Gln

Ala

Gln

Leu

245

Arg

Leu

Glu

Glu

Pro

Thr

Gly

Lys

Lys

150

Ser

Ser

Thr

Leu

Glu

230

Trp

Leu

Gly

Thr

Ser

310

Val

Ile

Val

Thr

135

Arg

Ser

Trp

Tyr

Arg

215

Lys

Arg

Leu

Tyr

Met

295

Phe

Ala

Pro

Ile

120

Glu

Met

Met

Asn

200

Cys

Met

Val

Trp

Asn

280

Asn

Trp

Thr

Asp

105

Lys

Pro

Ile

Leu

Glu

185

Leu

Ala

Gly

Leu

Lys

265

Ile

Thr

Val

Leu

Asn

Ser

Pro

Gln

Lys

170

Val

Thr

Val

Met

Lys

Tyr

His

Lys

Ile

155

Tyr

Asn

Gly

Lys

Thr

235

Pro

250

Lys

Trp

Thr

Ser

Arg

Ala

Tyr

Asn

Met

315

Ile

Thr

Met

Ile

140

Glu

Thr

Phe

Leu

Glu

220

Glu

Ala

Arg

Tyr

Gln

300

Ile

Pro

80

Ile

Thr

125

Phe

Trp

Leu

Ala

Gln

205

Ser

Glu

Glu

Gly

Pro

285

Gln

Ser

Ala

Glu

110

Tyr

Arg

Ile

Lys

190

Pro

Lys

Glu

Ala

Ala

270

Glu

Leu

Tyr

Ile

Val

Trp

Val

Lys

Phe

175

Asn

Phe

Phe

Ala

Asp

255

Pro

Ser

Glu

Asn

Gln

Glu

Arg

Lys

Pro

160

Arg

Arg

Thr

Trp

Pro

240

Gly

Val

Asn

Leu

Ser

320

Glu
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Lys

Gln

Met

Trp

385

Leu

Asp

Val

Thr

Ile

465

Phe

Leu

Ala

Ser

Leu
545

Ser

Leu

Ile

370

Glu

Lys

Lys

Pro

Val

450

Ile

Ser

Lys

Gly

Val

530

Ile

Phe

Val

355

Glu

Ser

Pro

Val

Ser

435

Thr

Cys

Lys

Arg

Gly

515

Phe

Leu

Gln

340

Val

Trp

Val

Phe

Gly

420

Glu

Ile

Asn

Thr

Lys

500

Thr

Glu

Ile

2125-10186A-PF

325

Cys

Lys

Phe

Ser

Trp

405

Glu

Gly

Thr

Tyr

Val

485

Thr

Asn

Ile

Ile

Ile

Trp

Pro

Gln

390

Cys

Pro

Pro

Trp

Thr

470

Asn

Ser

Gly

Ile

Leu
550

Glu

Gln

Asp

375

Ala

Tyr

Tyr

Glu

Lys

455

Ile

Ser

Tyr

Thr

Leu

535

Thr

Val

Ser

360

Val

Thr

Asn

Ser

Thr

440

Glu

Phe

Ser

Ile

Ser

520

Ile

Val

Met

345

Ser

Asp

Asn

Ile

Ile

425

Lys

Ile

Tyr

Ile

Val

505

Ile

Thr

Ala

330

Gln

Ala

Ser

Trp

Ser

410

Gln

Val

Pro

Gln

Leu

490

Gln

Asn

Ser

Tyr

Ala

Leu

Glu

Thr

395

Val

Ala

Glu

Lys

Ala

475

Gln

Val

Phe

Leu

Gly
555

Cys

Asp

Pro

380

Ile

Tyr

Tyr

Asn

Ser

460

Glu

Tyr

Met

Lys

Ile

540

Leu

81

Val

Val

365

Thr

Gln

Pro

Ala

Ile

445

Glu

Gly

Gly

Ala

Thr

525

Gly

Lys

Ala

350

Asn

Thr

Gln

Met

Lys

430

Gly

Arg

Gly

Leu

Ser

510

Leu

Gly

Lys

335

Glu

Thr

Leu

Asp

Leu

415

Glu

Val

Lys

Lys

Glu

495

Thr

Ser

Gly

Pro

Asp

Trp

Ser

Lys

400

His

Gly

Lys

Gly

Gly

480

Ser

Ser

Phe

Leu

Asn
560

[\ %]
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Lys Leu Thr His Leu Cys Trp Pro Thr Val Pro Asn Pro Ala Glu Ser
565 570 575

Ser Ile Ala Thr Trp His Gly Asp Asp Phe Lys Asp Lys'Leu Asn Leu
580 585 590

Lys Glu Ser Asp Asp Ser Val Asn Thr Glu Asp Arg Ile Leu Lys Pro
595 600 605

Cys Ser Thr Pro Ser Asp Lys Leu Val Ile Asp Lys Leu Val Val Asn
610 615 620

Phe Gly Asn Val Leu Gln Glu Ile Phe Thr Asp Glu Ala Arg Thr Gly
625 630 635 640

Gln Glu Asn Asn Leu Gly Gly Glu Lys Asn Gly Thr Arg Ile Leu Ser
645 650 655

Ser Cys Pro Thr Ser Ile
660

<210> 80
211> 1732
<212> PRT
213> A

220>
<221> SIGNAL
<222> (1).. (20)
220>

<221> TRANSMEM
222> (520).. (543)

<400> 80

Met Met Trp Thr Trp Ala Leu Trp Met Leu Pro Ser Leu Cys Lys Phe
1 5 10 15

Ser Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr
20 25 30

Tyr Tyr Arg Lys Asn Leu Thr Cys Thr Trp Ser Pro Gly Lys Glu Thr
35 40 45

2125-10186A-PF 82
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Ser

His

65

Cys

Glu

Tyr

Arg

Ile

145

Arg

Lys

Pro

Lys

Glu

225

Ala

Ala

Glu

Tyr

50

Asp

Ser

Val

Trp

Val

130

Lys

Phe

Asn

Phe

Phe

210

Ala

Asp

Pro

Ser

Thr

Asn

Phe

Glu

Arg

115

Lys

Pro

Arg

Arg

Thr

195

Trp

Pro

Gly

Val

Asn

Gln

Cys

Phe

Ala

100

Leu

Pro

Glu

Thr

Lys

180

Glu

Ser

Cys

Arg

Leu

260

Thr

2125-10186A-PF

Tyr

Thr

Leu

85

Glu

Glu

Val

Leu

Val

165

Asp

Tyr

Asp

Gly

Arg

245

Glu

Asn

Thr

Thr

70

Pro

Asn

Asn

Leu

Ala

150

Asn

Lys

Val

Trp

Leu

230

Pro

Lys

Leu

Val

55

Asn

Arg

Gly

Ile

Gly

135

Pro

Ser

Asn

Ile

Ser

215

Glu

Val

Thr

Thr

Lys

Ser

Ile

Asp

Ala

120

Ile

Val

Thr

Gln

Ala

200

Gln

Leu

Arg

Leu

Glu

Arg

Ser

Thr

Gly

105

Lys

Lys

Ser

Ser

Thr

185

Leu

Glu

Trp

Leu

Gly

265

Thr

Thr

Thr

Ile

90

Val

Thr

Arg

Ser

Trp

170

Tyr

Arg

Lys

Arg

Leu

250

Tyr

Met

Tyr

Ser

75

Pro

Ile

Glu

Met

Asp

155

Met

Asn

Cys

Met

Val

235

Trp

Asn

Asn

Ala

60

Glu

Asp

Lys

Pro

Ile

140

Leu

Glu

Leu

Ala

Gly

220

Leu

Lys

Ile

Thr

83

Phe

Asn

Asn

Ser

Pro

125

Gln

Lys

Val

Thr

Val

205

Met

Lys

Lys

Trp

Thr

Gly

Arg

Tyr

His

110

Lys

Ile

Tyr

Asn

Gly

190

Lys

Thr

Pro

Ala

Tyr

270

Asn

Glu

Ala

Thr

95

Met

Ile

Glu

Thr

Phe

175

Leu

Glu

Glu

Ala

Arg

255

Tyr

Gln

Lys

Ser

80

Ile

Thr

Phe

Trp

Leu

160

Ala

Gln

Ser

Glu

Glu

240

Gly

Pro

Gln



201634479

Leu

Tyr

305

Ile

Ala

Asn

Thr

Gln

385

Met

Lys

Gly

Arg

Gly

465

Leu

Ser

Glu

290

Asn

Gln

Glu

Thr

Leu

370

Asp

Leu

Glu

Val

Lys

450

Lys

Glu

Thr

275

Leu

Ser

Glu

Asp

Trp

355

Ser

Lys

His

Gly

Lys

435

Gly

Gly

Ser

Ser

His

Leu

Lys

Gln

340

Met

Trp

Leu

Asp

Val

420

Thr

Ile

Phe

Leu

Ala
500

2125-10186A-PF

Leu

Gly

Ser

325

Leu

Ile

Glu

Lys

Lys

405

Pro

Val

Ile

Ser

Lys

485

Gly

Gly

Lys

310

Phe

Val

Glu

Ser

Pro

390

Val

Ser

Thr

Cys

Lys

470

Arg

Gly

Gly

295

Ser

Gln

Val

Trp

Val

375

Phe

Gly

Glu

Ile

Asn

455

Thr

Lys

Thr

280

Glu

Pro

Cys

Lys

Phe

360

Ser

Glu

Gly

Thr

440

Tyr

Val

Thr

Asn

Ser

Val

Ile

Trp

345

Pro

Gln

Cys

Pro

Pro

425

Trp

Thr

Asn

Ser

Gly
505

Phe

Ala

Glu

330

Gln

Asp

Ala

Tyr

Tyr

410

Glu

Lys

Ile

Ser

Tyr

490

Thr

Trp

Thr

315

Val

Ser

Val

Thr

Asn

395

Ser

Thr

Glu

Phe

Ser

475

Ile

Ser

Val

300

Leu

Met

Ser

Asp

Asn

380

Ile

Ile

Lys

Ile

Tyr

460

Ile

Val

Ile

84

285

Ser

Arg

Gln

Ala

Ser

365

Trp

Ser

Gln

Val

Pro

445

Gln

Leu

Gln

Asn

Met

Ile

Ala

Leu

350

Glu

Thr

Val

Ala

Glu

430

Lys

Ala

Gln

Val

Phe
510

Ile

Pro

Cys

335

Asp

Pro

Ile

Tyr

Tyr

415

Asn

Ser

Glu

Tyr

Met

495

Lys

Ser

Ala

320

Val

Val

Thr

Gln

Pro

400

Ala

Ile

Glu

Gly

Gly

480

Ala

Thr
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Leu

Gly

Lys

545

Ala

Leu

Leu

Val

Arg

625

Thr

Leu

Ser

Phe

Pro

705

Ser

Ser

Gly

530

Pro

Glu

Asn

Lys

Val

610

Thr

Cys

Pro

Arg

Ser

690

Asn

Glu

Phe
515
Leu
Asn
Ser
Leu
Pro
595
Asn
Gly
Pro
Val
Met
675
Gly

Pro

Lys

<210> 81
211> 1716

Ser

Leu

Lys

Ser

Lys

580

Cys

Phe

Gln

Phe

Ser

660

Pro

Gln

Tyr

Leu

2125-10186A-PF

Val

Ile

Leu

Ile

565

Glu

Ser

Gly

Glu

Arg

645

Pro

Glu

Ser

Leu

Pro
725

Phe

Leu

Thr

550

Ala

Ser

Thr

Asn

Asn

630

Pro

Glu

Gly

Leu

Lys

710

Glu

Glu

Ile

535

His

Thr

Asp

Pro

Val

615

Asn

Asp

Ile

Thr

Val

695

Asn

His

Ile
520

Ile

Leu

Trp

Asp

Ser

600

Leu

Leu

Cys

Pro

Arg

680

Pro

Ser

Thr

Ile

Leu

Cys

His

Ser

585

Asp

Gln

Gly

Pro

Pro

665

Pro

Asp

Val

Lys

Leu

Thr

Trp

Gly

570

Val

Lys

Glu

Gly

Leu

650

Arg

Glu

His

Thr

Gly
730

Ile

Val

Pro

555

Asp

Asn

Leu

Ile

Glu

635

Gly

Lys

Ala

Leu

Ala

715

Glu

Thr

Ala

540

Thr

Asp

Thr

Val

Phe

620

Lys

Lys

Ser

Lys

Cys

700

Arg

Val

85

Ser

525

Tyr

Val

Phe

Glu

Ile

605

Thr

Asn

Ser

Gln

Glu

685

Glu

Glu

Leu

Gly

Pro

Lys

Asp

590

Asp

Asp

Gly

Phe

Tyr

670

Gln

Glu

Phe

Ile

Leu

Asn

Asp

575

Arg

Lys

Glu

Tyr

Glu

655

Leu

Leu

Gly

Leu

Gly

Lys

Pro

560

Lys

Ile

Leu

Ala

Val

640

Glu

Arg

Leu

Ala

Val
720

oy
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212> PRT
213>

<400> 81

Met Trp Thr

1

Leu

Phe

Asp

Tyr

65

Ala

Asp

Ala

Arg

Pro

145

Thr

Leu

Asp

Ala

Asp

Thr

50

Ser

Met

Gly

Lys

Met

130

Leu

Glu

Gln

Ser

Val

Arg

35

Ser

Asp

Pro

Lys

Thr

115

Phe

Val

Val

Ala

Arg
195

/N,

Leu

Leu

20

Asn

Tyr

Asn

Pro

Val

100

Glu

Gln

Cys

Asn

Phe

180

Tyr

2125-10186A-PF

Ala

Pro

Leu

Ile

Ala

Asp

85

Lys

Pro

Ile

Met

Phe

165

Thr

Trp

Leu

Thr

Thr

Val

Thr

70

Ile

Ser

Pro

Gln

Leu

150

Glu

Glu

Ser

Trp

Lys

Cys

Thr

55

Glu

Cys

Asp

Ile

Trp

135

Arg

Asn

Tyr

Lys

Ala

Pro

Thr

40

Leu

Ala

Ser

Ile

Ile

120

Lys

Phe

Cys

Val

Trp
200

Phe

Glu

25

Trp

Thr

Ser

Val

Thr

105

Leu

Pro

Arg

Lys

Leu

185

Ser

Ser

10

Asn

Arg

Tyr

Tyr

Glu

90

Tyr

Ser

Arg

Thr

Gln

170

Ala

Lys

Phe Leu

Ile Ser

Pro Glu

Ser Tyr
60

Ser Phe
75

Val Gln

Trp His

Val Asn

Glu Lys

140

Val Asn

155

Val Cys

Leu Arg

Glu Glu

86

Cys

Cys

Lys

45

Gly

Pro

Ala

Leu

Pro

125

Thr

Ser

Asn

Phe

Thr
205

Lys

Val

30

Glu

Lys

Arg

Gln

Ile

110

Ile

Arg

Ser

Leu

Arg

190

Arg

Phe

15

Phe

Thr

Ser

Ser

Asn

95

Ser

Cys

Gly

Arg

Thr

175

Phe

Val

Ser

Tyr

Asn

Asn

Cys

30

Gly

Ile

Asn

Phe

Trp

160

Gly

Asn

Thr
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Met

Ala

225

Arg

Phe

Gln

Thr

Pro

305

Tyr

Ala

Lys

Thr

Val

385

Ala

Glu

Lys

Glu
210

Asp

Gly

Ala

Gln

Ser

290

Asp

Ile

Val

Phe

Ile

370

Tyr

Tyr

Asn

Ser

Glu

Met

Ala

Glu

Tyr

275

Phe

Val

Ala

Asp

Pro

355

Glu

Pro

Ala

Ile

Ala
435

Val

Asn

Pro

Asn

260

Glu

Asn

His

Glu

Thr

340

Ala

Gln

Val

Lys

Gly

420

Arg

2125-10186A-PF

Pro

Gly

Val

245

Ser

Leu

Ser

Glu

Pro

325

Trp

Leu

Asp

Leu

Glu

405

Leu

Asn

His

Asp

230

Leu

Thr

Leu

Leu

Lys

310

Leu

Ile

Ser

Lys

Gly

390

Gly

Arg

Gly

Val
215

Arg

Glu

Asn

Leu

Gly

295

Thr

Leu

Val

Trp

Leu

375

His

Thr

Thr

Phe

Leu

Lys

Lys

Leu

Met

280

Lys

Phe

Val

Glu

Glu

360

Lys

Arg

Pro

Ala

Ile
440

Asp

Val

Thr

Thr

265

Ser

Ser

Gln

Val

Trp

345

Ser

Pro

Val

Leu

Thr

425

Asn

Leu

Arg

Phe

250

Glu

Gln

Gln

Tyr

Asn

330

Leu

Val

Phe

Gly

Lys

410

Ile

Asn

Trp

Leu

235

Gly

Ile

Ala

Glu

Ile

315

Trp

Pro

Ser

Thr

Glu

395

Gly

Thr

Tyr

Arg

220

Leu

Tyr

Asn

His

Ala

300

Lys

Gln

Glu

Gln

Cys

380

Pro

Pro

Trp

Thr

87

Ile

Trp

His

Asn

Ser

285

Ile

Ser

Ser

Ala

Val

365

Tyr

Tyr

Glu

Lys

Val
445

Leu

Lys

Ile

Ile

270

Val

Leu

Met

Ser

Ala

350

Thr

Asn

Ser

Thr

Glu

430

Phe

Glu

Lys

Gln

255

Thr

Ser

Arg

Lys

Ile

335

Met

Asn

Ile

Ile

Arg

415

Ile

Tyr

Pro

Ala

240

Tyr

Thr

Val

Ile

Ala

320

Pro

Ser

Trp

Ser

Gln

400

Val

Pro

Gln

L5



201634479

Ala

Gln

465

Val

Phe

Leu

Gly

Pro

545

Lys

Val

Val

Gly

Thr

625

Pro

Ser

Glu

450

Cys

Met

Lys

Val

Leu

530

Asn

Lys

Val

Val

Lys

610

Ser

Ser

Arg

Gly

Asp

Ala

Thr

Gly

515

Arg

Pro

Ser

Leu

Asn

595

Gly

Pro

Val

Met

Ser Ser Cys

Gly

Leu

Ser

Leu

500

Gly

Lys

Ala

Asn

Lys

580

Phe

Gln

Ser

Leu

Ala

660

Gln

2125-10186A-PF

Lys

Glu

Thr

485

Ser

Gly

Pro

Glu

Met

565

Pro

Glu

Ala

Arg

Thr

645

Asp

Ser

Glu

Ser

470

Arg

Ile

Leu

Asn

Ser

550

Lys

Cys

Asn

Ser

Pro

630

Glu

Glu

Pro

Leu

455

Leu

Ala

Ser

Leu

Arg

535

Ser

Glu

Pro

Phe

Ile

615

Asp

Val

Ala

Gly

Ser

Thr

Gly

Val

Leu

520

Leu

Leu

Thr

Val

Leu

600

Leu

Gly

Ala

Tyr

Leu

Lys

Arg

Gly

Phe

505

Leu

Thr

Ala

Gly

Pro

585

Glu

Gly

Pro

Ser

Ser

665

Ser

Thr

Arg

Thr

490

Glu

Ser

Pro

Thr

Asn

570

Ala

Val

Gly

Pro

Glu

650

Glu

Pro

Val

Thr

475

Asn

Ile

Ile

Leu

Trp

555

Ser

Asp

Val

Glu

Gly

635

Asp

Leu

Pro

Asn

460

Ser

Gly

Val

Lys

Cys

540

Leu

Gly

Leu

Leu

Ala

620

Lys

Ser

Ala

Arg

88

Ser

Tyr

Val

Leu

Thr

525

Cys

Gly

Asp

Ile

Thr

605

Asn

Ser

His

Arg

Glu

His Ala

Thr Val

Arg Ile

495

Leu Thr
510

Val Thr

Pro Asp

Asp Gly

Thr Glu
575

Asp Lys
590

Glu Glu

Glu Tyr

Phe Lys

Ser Thr
655

Gln Pro
670

Asp Gln

Leu

Trp

480

Asn

Ser

Phe

Val

Phe

560

Asp

Leu

Ala

Val

Glu

640

Cys

Ser

Ala
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675 680 685

Gln Asn Pro Tyr Leu Lys Asn Ser Val Thr Thr Arg Glu Phe Leu Val
690 695 700

His Glu Asn Ile Pro Glu His Ser Lys Gly Glu Val
705 710 715

<210> 82

211> 4

<212> PRT
213> ALF3

<220>
223> ANLERZRERKFFSI

<400> 82

Gly Gly Gly Ser
1

<210> 83

211> 4

<212> PRT
213> AL

220>
223> AT ARZIERFS

<400> 83

Ser Gly Gly Gly
1

210> 84
211> 5

<212> PRT
213> ALF3I

<220> .
223> ANLERZBEREF5

<400> 84

2125-10186A-PF 89
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Gly Gly Gly Gly Ser
1 5

<210> 85
211> 5

<212> PRT
213> AIFZ

<2205
223> ANTLARZRERKFFFI

<400> 85

Ser Gly Gly Gly Gly
1 5

<210> 86

211> 6

<212> PRT
213> ALFF

<220>
223> AL ARZEKFES

<400> 86

Gly Gly Gly Gly Gly Ser
1 5

<210> 87
211> 6

<212> PRT
213> ANLF7

<220>
223> ATLARZHEIKFES

<400> 87

Ser Gly Gly Gly Gly Gly
1 5

<210> 88
211> 7

2125-10186A-PF

90
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212>
213>

<220>
223>

<400>

PRT
ALF3

ANLERZRERK RS

88

Gly Gly Gly Gly Gly Gly Ser

1

210>
211>
212>
213>

<2205
<223>

<400>

5

89

PRT

ALFFI

AL AR RERR A5

89

Ser Gly Gly Gly Gly Gly Gly

1

<210>
211>
212>
213>

<2205
<223>

<400>

5
90
40
DNA
AR5

an ALFF%) 1y synthesized primer sequence

90

taatagcgge cgctcattat ttaccaggag agtgggagag

<210
21>
212>
<213>

<220>
223>

<400>

91

40

DNA
ATLF3

an ALF%I 1y synthesized primer sequence

91

2125-10186A-PF 91

40
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taatagcgge cgectcattaa cactcattcc tgttgaaget 40

<210> 92
211> 33
<212> DNA
213> AIRF3

220>
<223> an ATLFF%I1ly synthesized primer sequence

<400> 92
gacgaattcc accatgggat ggagctggat ctt 33

210> 93
<211> 33
<212> DNA
213> ATLF3I

220>
<223> an A% 1y synthesized primer sequence

<400> 93
gacgaattcc accatgagtg tgcccactca ggt 33

<210> 94
<211> 33
<212> DNA
213> ANILF3

220>
<223> an ATLFF%I1ly synthesized primer sequence

<400> 94
gacgaattcc accatggaat gtaactggat act 33

<210> 95
<211> 33
<212> DNA
213> AILF3

220>
<223> an ATLFF%I 1y synthesized primer sequence

<400> 95

2125-10186A-PF 92
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gacgaattcc accatggatt ttctggtgca gat

<210> 96
211> 30

<212> PRT
213> A

<400> 96

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr
20 25 30

<210> 97
211> 14
<212> PRT
213> A

<400> 97

Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10

<210> 98
211> 32
<212> PRT
213> A

<400> 98

Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 99
211> 11
<212> PRT
213> AE

<400> 99

2125-10186A-PF

93

R

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

1

<210>
<21
212>
<213>

<400>

5 10

100
23
PRT
A3

100

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

1

5 10 16

Asp Arg Val Thr Ile Thr Cys

<210>
21
212>
213>

<400>

20

101
15
PRT
NIR

101

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

1

<2105
<21
<212>
<213>

<400>

5 10 15

102
32
PRT
NI

102

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1

) 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys

<210>
21
<212>
<213>

20 25 30

103
10
PRT
A

2125-10186A-PF 94
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<400>

103

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1

<210>
211
212>
<213>

<400>

104
119
PRT

MR

104

Asp Val Gln

1

Ser

Tyr

Met

Lys

65

Leu

Ala

Thr

Leu

Ala

Gly

50

Ser

Gln

Pro

Thr

<210>
L1
<212>
213>

<400>

Ser

Trp

35

Tyr

Arg

Leu

Met

Val
115

Leu

Leu

20

Asn

Ile

Val

Asn

Ile
100

Thr

2125-10186A-PF

5

Arg

Thr

Trp

Ser

Ser

Ser

85

Thr

Val

Glu

Cys

Ile

Tyr

Ile

70

Val

Thr

Ser

Ser

Thr

Arg

Ser

55

Thr

Thr

Asp

Ser

Gly

Val

Gln

40

Gly

Arg

Thr

Trp

Pro

Thr

25

Phe

Ser

Asp

Glu

Phe
105

10

Gly

10

Gly

Pro

Thr

Thr

Asp
90

Phe

Leu

Tyr

Gly

Ser

Ser

75

Thr

Asp

Val

Ser

Asn

Tyr

60

Lys

Ala

Val

95

Lys

Ile

Lys

45

Asn

Asn

Thr

Trp

Pro Ser
15

Thr Ser
30

Leu Glu

Pro Ser

Gln Phe

Tyr Tyr
95

Gly Ala
110

Gln

Asp

Trp

Leu

Phe

80

Cys

Gly
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Ser Asp Tyr Ala Trp Asn
1 5

<210> 106
<211> 15
<212> PRT
213> /IFER

<400> 106

Tyr Ile Ser Tyr Ser Gly Ser Thr Ser Tyr Asn Pro Ser Leu Lys
1 5 10 15

<210> 107
211> 10
<212> PRT
213> IER

<400> 107

Met Ile Thr Thr Asp Trp Phe Phe Asp Val
1 5 10

<210> 108
211> 107
<212> PRT
213> IINER

<400> 108

Asp Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Thr Pro Gly
1 5 10 15

Asp Arg Val Ser Leu Ser Cys Arg Ala Ser His Asp Ile Ser Asp Phe
20 25 30

Leu His Trp Tyr Gln Gln Lys Ser His Glu Ser Pro Arg Leu Leu Ile
35 40 45

Lys Tyr Ala Ser Gln Ser Ile Ser Gly Ile Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Ser Asp Phe Thr Leu Ser Ile Asn Ser Val Glu Pro
65 70 75 80

2125-10186A-PF 96
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Glu Asp Val Gly Val Tyr Tyr Cys Gln Asn Gly His Ser Phe Pro Trp
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 109
211> 11
<212> PRT
213> /INER

<400> 109

Arg Ala Ser His Asp Ile Ser Asp Phe Leu His
1 5 10

<210> 110
Q1> 7
<212> PRT
213> /IER

<400> 110

Tyr Ala Ser Gln Ser Ile Ser
1 5

<210> 111
Q11> 9
<212> PRT
213> /INER

<400> 111

Gln Asn Gly His Ser Phe Pro Trp Thr
1 5

<210> 112
211> 121
<212> PRT
213> AILF3

<220>
223> ANILERRZHERKRF

2125-10186A-PF 97
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<400> 112

Gln Val Gln Leu
1

Ser Val Lys Val
20

Ile Met Asn Trp
35

Gly Leu Ile Asn
50

Lys Gly Arg Val
65

Met Glu Leu Ser
Ala Arg Asp Gly
100

Gln Gly Thr Leu
115

<210> 113
211> 17

<212> PRT
213> ATF3I

220>

Val Gln

Ser Cys

Val Arg

Pro Tyr

Thr Ile
70

Ser Leu
85

Tyr Asp

Val Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

223> ANLERZPEREF5

<400> 113

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu Val Lys Lys
10

Gly Tyr Thr Phe

Gly Gln Gly Leu

45

Thr Ser Tyr Asn
60

Lys Ser Thr Ser
75

Asp Thr Ala Val
90

Tyr Thr Met Asp

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

Glu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Lys

1

Gly

<210> 114

2125-10186A-PF

5

10

98

15
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211> 17
<212> PRT
213> ALF3

<220>
223> ANILAERRZIERKFF

<400> 114

Leu Ile Asp Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly
<210> 115
Q11> 17

<212> PRT
213> AILFF%

<220>
223> ANILERRZIERLF

<400> 115

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Asp Lys Phe Lys
1 5 10 15

Gly

210> 116
211> 17
<212> PRT

213> ALF3

<220>
223> ANLERRZBERKF

<400> 116

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Gln Phe Lys
1 5 10 15

2125-10186A-PF 99
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Gly

<210> 117
Q211> 17

<212> PRT
213> ANILFF3I

<220>
223> ANLARZHERKFFF

<400> 117

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Gln
1 5 10 15

Gly

<210> 118
Q211> 17

<212> PRT
213> ANILF5I

<220>
223> ANILERZIEIKFF

<400> 118

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210> 119
Q211> 17

<212> PRT

213> ANIF%

<220>
223> ANILERRZHAKFS

<400> 119

2125-10186A-PF 100
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Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Gln
1 5 10 15

Asp
<210> 120
211> 14

<212> PRT
213> ANILF%

<220>
223> ANILERRZHEREFS

<400> 120

Trp Val Gln Gln Ser Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10

210> 121
211> 11

<212> PRT
213> ANTLF%

<220>
223> ANILERZIERKAFS

<400> 121

Gln Thr Ser Glu Asn Ile Tyr Ser Phe Leu Ala
1 5 10

210> 122
211> 11

<212> PRT
Q213> ALF3

<220>
223> ANILERRZIEREFS

<400> 122
Arg Thr Ser Glu Asp Ile Tyr Ser Phe Leu Ala

2125-10186A-PF 101

j iy
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<210> 123
Q211> 7

<212> PRT
213> ANIFFI

<220>
223> ANILERRZEAKFF

<400> 123

Asp Ala Lys Thr Leu Ala Lys
1 5

<210> 124
Q211> 7

<212> PRT
213> ALF?I

220>
223> AL ARZHEIKFFF

<400> 124

Asn Ala Gln Thr Leu Ala Lys
1 5

210> 125
1> 7

<212> PRT
213> AZLF3I

<220>
223> ANILARRZBERLFEF

<400> 125

Asn Ala Lys Thr Glu Ala Lys
1 5

210> 126
Q11> 7

212> PRT

2125-10186A-PF 102
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Q213> AL

<220>
223> ANLEAR=ZIERKFES

<400> 126

Asn Ala Lys Thr Leu Ala Gln
1 5

<210> 127
@l 7

<212> PRT
213> ALFR3

220>
223> ANTARZBERKFFFI

<400> 127

Asn Ala Lys Thr Leu Ala Asp
1 5

<210> 128
<211> 324
<212> PRT
213> ALF3

<220>
223> ANLERRZRERCAF3

<400> 128

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

2125-10186A-PF 103

Lo
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Leu

65

Tyr

Thr

Pro

Thr

Val

145

Val

Ser

Leu

Ala

Pro

225

Gln

Ala

Thr

Ser

Thr

Val

Val

Leu

130

Ser

Glu

Thr

Asn

Pro

210

Gln

Val

Val

Pro

Ser

Cys

Glu

Ala

115

Met

Gln

Val

Phe

Gly

195

Ile

Val

Ser

Glu

Pro
275

Val

Asn

Arg

100

Gly

Ile

Glu

His

Arg

180

Lys

Glu

Tyr

Leu

Trp

260

Met

Leu Thr Val Asp

2125-10186A-PF

Val

Val

85

Lys

Pro

Ser

Asp

Asn

165

Val

Glu

Lys

Thr

Thr

245

Glu

Leu

Lys

Thr

70

Asp

Ser

Ser

Arg

Pro

150

Ala

Val

Tyr

Thr

Leu

230

Cys

Ser

Asp

Ser

Val

His

Cys

Val

Thr

135

Glu

Lys

Ser

Lys

Ile

215

Pro

Leu

Asn

Ser

Arg

Pro

Lys

Val

Phe

120

Pro

Val

Thr

Val

Cys

200

Ser

Pro

Val

Gly

Asp

280

Trp

Ser

Pro

Glu

105

Leu

Glu

Gln

Lys

Leu

185

Lys

Lys

Ser

Lys

Gln

265

Gly

Gln

Ser

Ser

90

Cys

Phe

Val

Phe

Pro
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Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys
360

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

114

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Thr

Pro

175

Thr

Asp

Cys

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu
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Val Lys Gly
370

Gly Gln Pro
385

Asp Gly Ser

Trp Gln Gln

His Asn His

435

<210> 135

211> 447

<212> PRT

213>

<220>
<2235

<400> 135

Gln Val Gln
1

Ser Val Lys

Ile Met Asn

35

Gly Leu Ile
50

Lys Gly Arg
65

Met Glu Leu

Ala Arg Asp

Phe

Glu

Phe

Gly
420

Tyr

AL

Leu

Val

20

Trp

Asn

Val

Ser

Gly

2125-10186A-PF

Tyr

Asn

Phe
405

Asn

Thr

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Pro Ser
375

Asn Tyr

390

Leu Tyr

Val Phe

Gln Lys

AL ERRZRERK RS

Gln Ser

Cys Lys

Arg Gln

Tyr Asn
55

Ile Thr
70

Leu Arg

Asp Asp

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ile

Thr

Lys

Cys

425

Leu

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

Ala

Thr

Leu

410

Ser

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Val

Pro

395

Thr

Val

Leu

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Glu
380

Pro

Val

Met

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

115

Trp

Met

Asp

His

Pro
445

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Glu

Leu

Lys

Glu

430

Gly

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

Ser

Asp

Ser

415

Ala

Lys

Gly

15

Gly

Trp

Lys

Ala

Tyr
95

Trp

Asn

Ser

400

Arg

Leu

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly
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Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

2125-10186A-PF

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn
325

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ser
330

Ser

Thr

Pro

1565

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Ser

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

116

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr
335

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile
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Ser Lys

Pro Ser
Val Lys
370

Gly Gln
385

Asp Gly

Trp Gln

His Asn

<210>
<21
<212>
<213>

<2205
223>

<400>

9

Ala

Arg
355

Gly
Pro
Ser
Gln
His

435

136
445
PRT

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ANLFF5

Gly Gln

Glu Met

Tyr Pro

Asn Asn
390

Phe Leu
405

Asn Val

Thr Gln

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

ANLERZRERK RS

136

Gln Val Gln Leu Val Gln

1

5

Ser Val Lys Val Ser Cys

20

Ile Met Asn Trp Val Arg

35

Gly Leu Ile Asn Pro Tyr

50

Lys Gly Arg Val Thr Ile

2125-10186A-PF

Ser

Lys

Gln

Asn

55

Thr

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Ala

Glu
345

Asn

Ile

Thr

Lys

Cys

425

Leu

Ala

Ser

25

Pro

Gly

Asp

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Glu

10

Gly

Gly

Thr

Glu

Gln

Val

Val

Pro

395

Thr

Val

Leu

Val

Tyr

Gln

Ser

Ser

Val

Ser

Glu

380

Pro

Val

Met

Ser

Lys

Thr

Gly

Tyr
60

Thr

117

Tyr

Leu

365

Trp

Val

Asp

His

Pro
445

Lys

Phe

Leu

45

Asn

Ser

Thr
350

Thr

Glu

Leu

Lys

Glu

430

Gly

Pro

Thr

30

Glu

Gln

Thr

Leu Pro

Cys Leu

Ser Asn

Asp Ser

400

Ser Arg
415

Ala Leu

Lys

Gly Ala

15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
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65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys
290

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

2125-10186A-PF

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

Arg

Asp

Val

Ser
135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln
295

Ser

Gly

Ser
120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe
300

118

Val

Asp

Lys

125

Gly

Pro

Thr

Val

Asn

2056

Arg

Gly

Ile

Glu

His

285

Arg

Tyr

Tyr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser
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Val Leu
305

Cys Lys

Ser Lys

Pro Ser

Val Lys
370

Gly Gln
385

Asp Gly

Trp Gln

His Asn

<2107
211>
212>
<213>

<220>
<223>

<400>

9

Thr
Val
Thr
Gln
355
Gly
Pro
Ser

Glu

His
435

137
121
PRT

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ANLFF

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

His
310
Lys
Gln
Met
Pro
Asn
390
Leu

Val

Gln

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

AL ERRZERRAFF

137

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Trp

Pro

Glu
345

Asn

Ile

Thr

Lys

Cys

425

Leu

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu
410

Ser

Ser

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr

20

2125-10186A-PF

25

119

30
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Ile Met Asn Trp Val Gln Gln Ser Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 138
211> 121
<212> PRT
213> ALF3

<220>
223> ANILERRZBEIERFZ

<400> 138

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Ile Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Glu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

2125-10186A-PF 120
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85

90

95

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly

100

105

Gln Gly Thr Leu Val Thr Val Ser Ser

<2105
211>
212>
213>

<220>
<223>

<400>

115

139
121
PRT

ALFF

AT ERRZ ERR A5

139

Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Met

Leu

50

Gly

Glu

Arg

Gly

<210>
211>

Lys

Asn
35

Ile

Arg

Leu

Asp

Thr

115

140
121

Leu

Val
20

Trp

Asp

Val

Ser

Gly

100

Leu

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

120

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala Glu
10

Ser Gly
25

Pro Gly

Gly Thr

Asp Glu

Glu Asp
90

Pro Tyr
105

Ser

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

121

110

Lys Pro

Phe Thr
30

Leu Glu

45

Asn Gln

Ser Thr

Val Tyr

Asp Tyr
110

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

]

I
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212>
<213>

<220>
<223>

<400>

PRT

ALFFF

ANLERZ KRR

140

Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Met

Leu

50

Gly

Glu

Arg

Gly

<210>
211>
212>
213>

<220>
<2235

<400>

Lys

Asn
35

Ile

Arg

Leu

Asp

Thr
115

141
121
PRT

Leu

Val
20

Trp

Asn

Val

Ser

Gly

100

Leu

AL

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

AT AR BERRFFS

141

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Val Lys

Tyr Thr

Gln Gly

Ser Tyr

60

Ser Thr
75

Thr Ala

Thr Met

Lys Pro

Phe Thr
30

Leu Glu

45

Asn Asp

Ser Thr

Val Tyr

Asp Tyr
110

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

2125-10186A-PF

5

10

122

15
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Ser Val

Ile Met
Gly Leu
50

Lys Gly
65

Met Glu

Ala Arg

Gln Gly

<210>
<21
212>
213>

<2205
<223>

<400>

9

Lys

Asn
35

Ile

Arg

Leu

Asp

Thr
115

142
121
PRT

Val Ser
20

Trp Val

Asn Pro

Val Thr

Ser Ser
85

Gly Tyr
100

Leu Val

AR5

Cys Lys

Arg Gln

Tyr Asn
55

Ile Thr

70

Leu Arg

Asp Asp

Thr Val

AL ERRZ RS

142

Ala Ser Gly Tyr
25

Ala Pro Gly Gln
40

Gly Gly Thr Ser

Ala Asp Glu Ser

75

Ser Glu Asp Thr
90

Gly Pro Tyr Thr
105

Ser Ser
120

Thr

Gly

Tyr

60

Thr

Ala

Met

Phe

Leu

45

Asn

Ser

Val

Asp

Thr Gly Tyr
30

Glu Trp Met

Gln Gln Phe

Thr Ala Tyr
80

Tyr Tyr Cys
95

Tyr Trp Gly
110

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

Ser Val Lys Val Ser Cys Lys Ala

5

20

10

25

15

Ser Gly Tyr Thr Phe Thr Gly Tyr

30

Ile Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35

40

45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe

50

2125-10186A-PF

55

60

123

L
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Gln Gly Arg Val Thr Ile Thr

65

70

Met Glu Leu Ser Ser Leu Arg

85

Ala Arg Asp Gly Tyr Asp Asp

100

Gln Gly Thr Leu Val Thr Val

210>
21
212>
213>

<2205
<223>

<400>

Gln Val
1

Ser Val

Ile Met

Gly Leu
50

Gln Asp
65

Met Glu

Ala Arg

Gln Gly

2125-101

115

143
121
PRT
N5

AL &R ZIERRFFS

143

Gln Leu Val

Lys Val Ser

20

Asn Trp Val
35

Ile Asn Pro

Arg Val Thr

Leu Ser Ser

85

Asp Gly Tyr
100

Thr Leu Val

86A-PF

Gln Ser

Cys Lys

Arg Gln

Tyr Asn

55

Ile Thr

70

Leu Arg

Asp Asp

Thr Val

Ala

Ser

Gly

Ser
120

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

Asp Glu Ser Thr Ser Thr Ala Tyr

75

80

Glu Asp Thr Ala Val Tyr Tyr Cys

90

95

Pro Tyr Thr Met Asp Tyr Trp Gly

105

Ser

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

110

Glu Val Lys Lys Pro
10

Gly Tyr Thr Phe Thr
30

Gly Gln Gly Leu Glu
45

Thr Ser Tyr Asn Gln
60

Glu Ser Thr Ser Thr
75

Asp Thr Ala Val Tyr
90

Tyr Thr Met Asp Tyr
110

124

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly
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<210>
AR
212>
213>

<220>
<223>

<400>

Asp Ile
1

Asp Arg

Leu Ala

Tyr Asn

50

Ser Gly
65

Glu Asp

Thr Phe

210>
AN
212>
213>

<220>
<223>

<400>

115

144
107
PRT
ANLFF3)

NI ERZ RS

144

Gln Met

Val Thr

20

Trp Tyr
35

Ala Lys

Ser Gly

Phe Ala

Gly Gly

100

145

107

PRT
ATLFFI

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

NI ARSI

145

120

Pro

Gln

Pro

40

Lys

Thr

Cys

Val

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Ser
10

Ser

Lys

Val

Thr

His

90

Ile

Leu Ser Ala Ser

Glu Asn Ile Tyr

30

Ala Pro Lys Leu
45

Pro Ser Arg Phe
60

Ile Ser Ser Leu
75

His Tyr Glu Ser

Lys

Val Gly
15

Ser Phe

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu
95

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

2125-10186A-PF

125
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Asp Arg

Leu Ala

Tyr Asn

50

Ser Gly
65

Glu Asp

Thr Phe

<210>
<2l
212>
213>

<2205
223>

<400>

Asp Ile
1

Asp Arg

Leu Ala

Tyr Asp

50

Ser Gly
65

2125-101

Val Thr Ile Thr Cys
20

Trp Tyr Gln Gln Lys
35

Ala Lys Thr Leu Ala
55

Ser Gly Thr Asp Phe
70

Phe Ala Thr Tyr Tyr
85

Gly Gly Gly Thr Lys
100

146
107

PRT

ATLF5

AT ERRZ LRSI

146

Gln Met Thr Gln Ser
5

Val Thr Ile Thr Cys
20

Trp Tyr Gln Gln Lys
35

Ala Lys Thr Leu Ala
55

Ser Gly Thr Asp Phe
70

86A-PF

Arg

Pro

40

Lys

Thr

Cys

Val

Pro

Arg

Pro

40

Lys

Thr

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Ser

Thr

25

Gly

Gly

Leu

10

Ser

Lys

Val

Thr

His

90

Ile

Ser

10

Ser

Lys

Val

Thr

15

Glu Asp Ile Tyr Ser Phe
30

Ala Pro Lys Leu Leu Ile
45

Pro Ser Arg Phe Ser Gly
60

Ile Ser Ser Leu Gln Pro
75 80

His Tyr Glu Ser Pro Leu
95

Lys

Leu Ser Ala Ser Val Gly
15

Glu Asn Ile Tyr Ser Phe
30

Ala Pro Lys Leu Leu Ile
45

Pro Ser Arg Phe Ser Gly
60

Ile Ser Ser Leu Gln Pro
75 80

126
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Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His His Tyr Glu Ser Pro Leu

85

90

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

<210>
211>
212>
213>

<220>
<223>

<400>

100

147
107
PRT
ANLFF5I

ANLERZBERR S

147

Asp Ile Gln Met

1

Asp Arg

Leu Ala

Tyr Asn

50

Ser Gly

65

Glu Asp

Thr Phe

<210>
211>
212>
213>

<220>

Val Thr
20

Trp Tyr
35

Ala Gln

Ser Gly

Phe Ala

Gly Gly

100

148

107

PRT
AL

2125-10186A-PF

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Gln Ser

Thr Cys

Gln Lys

Leu Ala
55

Asp Phe
70

Tyr Tyr

Thr Lys

Pro

Arg

Pro

40

Lys

Thr

Cys

Val

105

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Ser
10

Ser

Lys

Val

Thr

His

90

Ile

Leu Ser

Glu Asn

Ala Pro

Pro Ser

60

Ile Ser
75

His Tyr

Lys

127

Ala Ser

Ile Tyr
30

Lys Leu

45

Arg Phe

Ser Leu

Glu Ser

95

Val Gly
15

Ser Phe

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu
95

U
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223>

<400>

ANLARZIERK A3

148

Asp Ile Gln Met Thr Gln Ser

1

Asp Arg Val Thr Ile Thr Cys

Leu Ala

Tyr Asn
50

20

Trp Tyr Gln Gln Lys
35

Ala Lys Thr Glu Ala
55

Ser Gly Ser Gly Thr Asp Phe

65

Glu Asp

Thr Phe

<2105
211>
<212>
213>

<220>
223>

<400>

70

Phe Ala Thr Tyr Tyr
85

Gly Gly Gly Thr Lys
100

149

107

PRT

ALF%|

ANTLARZ RS

149

Asp Ile Gln Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Ala Trp Tyr Gln Gln Lys

35

2125-10186A-PF

Pro

Arg

Pro

40

Lys

Thr

Cys

Val

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Ser Leu Ser Ala Ser Val Gly
10 15

Ser Glu Asn Ile Tyr Ser Phe
30

Lys Ala Pro Lys Leu Leu Ile
45

Val Pro Ser Arg Phe Ser Gly
60

Thr Ile Ser Ser Leu Gln Pro
75 80

His His Tyr Glu Ser Pro Leu
90 95

Ile Lys

Pro Ser Ser Leu Ser Ala Ser Val Gly

10 15

Arg Thr Ser Glu Asn Ile Tyr Ser Phe

25

30

Pro Gly Lys Ala Pro Lys Leu Leu Ile

40

45

128
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9

Tyr Asn Ala Lys Thr Leu Ala Gln

50

55

Ser Gly Ser Gly Thr Asp Phe Thr

65

70

Glu Asp Phe Ala Thr Tyr Tyr Cys

85

Thr Phe Gly Gly Gly Thr Lys Val

210>
<21
212>
213>

<220>
<223

<400>

Asp Ile
1

Asp Arg

Leu Ala

Tyr Asn
50

Ser Gly
65

Glu Asp

Thr Phe

<210>

2125-101

100

150
107
PRT
ANLFF3

AL ERRZ RS

150

Gln Met

Val Thr

20

Trp Tyr
35

Ala Lys

Ser Gly

Phe Ala

Gly Gly

100

151

86A-PF

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Gln Ser

Thr Cys

Gln Lys

Leu Ala

55

Asp Phe
70

Tyr Tyr

Thr Lys

Pro

Arg

Pro

40

Asp

Thr

Cys

Val

Gly

Leu

Gln

Glu
105

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Val

Thr

His
90

Ile

Ser
10

Ser

Lys

Val

Thr

His

90

Ile

Pro

Ile
75

His

Lys

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Glu Ser Pro Leu
95

Ser Ala Ser Val Gly
15

Asn Ile Tyr Ser Phe
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Glu Ser Pro Leu
95

129
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Q21
212>
<213>

220>
<223>

<400>

447
PRT

ANILFF

ANLERZ ARSI

151

Gln Val Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser
180

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser
185

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

130

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro

Thr

Val

Pro Gly
15

Thr Gly
30

Glu Trp

Gln Gln

Thr Ala

Tyr Tyr
95

Tyr Trp
110

Gly Pro

Ser Thr

Val Thr

Phe Pro

175

Val Thr
190

Ala

Tyr

Met

Phe

Tyr

80

Gly

Ser

Ala

Val

160

Ala

Val
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Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

2125-10186A-PF

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

131

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

)
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420

425

430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

<210>
211>
212>
213>

<220>
<223

<400>

435

152
214
PRT

NLIF3

ANLERZ ARSI

152

Asp Ile Gln Met

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys
145

Arg

Ala

Asn
50

Gly

Asp

Phe

Ser

Ala
130

Val

Val

Trp

35

Ala

Ser

Phe

Gly

Val

115

Ser

Gln

Thr

20

Tyr

Gln

Gly

Ala

Gly

100

Phe

Val

Trp

2125-10186A-PF

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Ile

Val

Lys

Gln

Thr

Gln

Glu

Asp

70

Tyr

Thr

Phe

Cys

Val
150

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

440

Pro

Gln

Pro

40

Gln

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu

1056

Ser

Asn

Ala

Ser Leu
10

Ser Glu

Lys Ala

Val Pro

Thr Ile

75

His His

90

Ile Lys

Asp Glu

Asn Phe

Leu Gln
155

Ser

Asp

Pro

Ser

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

132

445

Ala

Ile

Lys

45

Arg

Ser

Glu

Thr

Leu

125

Pro

Gly

Ser Val
15

Tyr Ser
30

Leu Leu

Phe Ser

Leu Gln

Ser Pro
95

Val Ala

110

Lys Ser

Arg Glu

Asn Ser

Gly

Phe

Ile

Gly

Pro

30

Leu

Ala

Gly

Ala

Gln
160
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Glu Ser
Ser Thr
Ala Cys
Phe Asn
210
210>
Q211>
212>

213>

<220>
<223>

<400>

Ala Ser
1

Ser Thr

Phe Pro

Gly Val
50

Leu Ser
65

Tyr Thr

Thr Val

9

Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

165

170

175

Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr

180

185

190

Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser

195

Arg Gly Glu

153
326
PRT
A3

Cys

AL ERZHERR ARSI

153

Thr Lys Gly

Ser Glu Ser

20

Glu Pro Val
35

His Thr Phe

Ser Val Val

Cys Asn Val
85

Glu Arg Lys
100

2125-10186A-PF

Pro

Thr

Thr

Pro

Thr

70

Asp

Ser

Ser

Ala

Val

Ala

55

Val

His

Cys

200

Val

Ala

Ser

40

Val

Pro

Lys

Val

Phe

Leu

25

Trp

Leu

Ser

Pro

Glu
105

Pro
10

Gly

Asn

Gln

Ser

Ser

90

Cys

Leu

Cys

Ser

Ser

Asn

75

Asn

Pro

Ala

Leu

Gly

Ser

60

Phe

Thr

Pro

133

205

Pro Cys Ser Arg
15

Val Lys Asp Tyr
30

Ala Leu Thr Ser
45

Gly Leu Tyr Ser

Gly Thr Gln Thr
80

Lys Val Asp Lys
95

Cys Pro Ala Pro
110

ey
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Pro Val Ala

Thr

Val

145

Val

Ser

Leu

Ala

Pro

225

Gln

Ala

Thr

Leu

Ser

305

Ser

Leu

130

Ser

Glu

Thr

Asn

Pro

210

Gln

Val

Val

Pro

Thr

290

Val

Leu

<210>
211> 326

115

Met

His

Val

Phe

Gly

195

Ile

Val

Ser

Glu

Pro

275

Val

Met

Ser

154

Gly

Ile

Glu

His

Arg

180

Lys

Glu

Tyr

Leu

Trp

260

Met

Asp

His

Pro

2125-10186A-PF

Pro

Ser

Asp

Asn

165

Val

Glu

Lys

Thr

Thr

245

Glu

Leu

Lys

Glu

Gly
325

Ser

Arg

Pro

150

Ala

Val

Tyr

Thr

Leu

230

Cys

Ser

Asp

Ser

Ala

310

Lys

Val

Thr

135

Glu

Lys

Ser

Lys

Ile

215

Pro

Leu

Asn

Ser

Arg

295

Leu

Phe

120

Pro

Val

Thr

Val

Cys

200

Ser

Pro

Val

Gly

Asp

280

Trp

His

Leu

Glu

Gln

Lys

Leu

185

Lys

Lys

Ser

Lys

Gln

265

Gly

Gln

Asn

Phe

Val

Phe

Pro

170

Thr

Val

Thr

Arg

Gly

250

Pro

Ser

Gln

His

Pro

Thr

Asn

155

Arg

Val

Ser

Lys

Glu

235

Phe

Glu

Phe

Gly

Tyr
315

Pro

Cys

140

Trp

Glu

Val

Asn

Gly

220

Glu

Tyr

Asn

Phe

Asn

300

Thr

134

Lys

125

Val

Tyr

Glu

His

Lys

205

Gln

Met

Pro

Asn

Leu

285

Val

Gln

Pro Lys

Val Val

Val Asp

Gln Phe
175

Gln Asp
190

Gly Leu

Pro Arg

Thr Lys

Ser Asp
255

Tyr Lys

270

Tyr Ser

Phe Ser

Lys Ser

Asp

Asp

Gly

160

Asn

Trp

Pro

Glu

Asn

240

Ile

Thr

Lys

Cys

Leu
320
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212>
213>

<220>
<223>

<400>

PRT

ANIF3

AL ERZHERRFFSI

154

Ala Ser Thr Lys

1

Ser

Phe

Gly

Leu

65

Tyr

Thr

Pro

Thr

Val

145

Val

Ser

Thr

Pro

Val

50

Ser

Thr

Val

Val

Leu

130

Ser

Glu

Thr

Ser

Glu

35

His

Ser

Cys

Glu

Ala

115

Met

His

Val

Phe

Glu

20

Pro

Thr

Val

Asn

Arg

100

Gly

Ile

Glu

His

Arg
180

2125-10186A-PF

Gly

Ser

Val

Phe

Val

Val

85

Lys

Pro

Ser

Asp

Asn

165

Val

Pro

Thr

Thr

Pro

Thr

70

Asp

Cys

Ser

Arg

Pro

150

Ala

Val

Ser

Ala

Val

Ala

55

Val

His

Ser

Val

Thr

135

Glu

Lys

Ser

Val

Ala

Ser

40

Val

Pro

Lys

Val

Phe

120

Pro

Val

Thr

Val

Phe

Leu

25

Trp

Leu

Ser

Pro

Glu

105

Leu

Glu

Gln

Lys

Leu
185

Pro

10

Gly

Asn

Gln

Ser

Ser

90

Cys

Phe

Val

Phe

Pro

170

Thr

Leu

Cys

Ser

Ser

Asn

75

Asn

Pro

Pro

Thr

Asn

155

Arg

Val

Ala

Leu

Gly

Ser

60

Phe

Thr

Pro

Pro

Cys

140

Trp

Glu

Val

135

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

Lys

125

Val

Tyr

Glu

His

Cys

Lys

30

Leu

Leu

Thr

Val

Pro

110

Pro

Val

Val

Gln

Gln
190

Ser
15

Asp

Thr

Tyr

Gln

Asp
95

Ala

Lys

Val

Asp

Phe

175

Asp

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro

Asp

Asp

Gly

160

Asn

Trp
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Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
225 230 235 240

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250 255

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
305 310 315 320

Ser Leu Ser Pro Gly Lys
325

<210> 155
211> 119

<212> PRT
213> ANIF%

<220>
223> ANLERZIERKFF

<400> 155

Gln Val Gln Leu GIn Glu Ser Gly Pro Gly Leu Val Arg Pro Ser Gln
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Thr Ser Asp
20 25 30

His Ala Trp Ser Trp Val Arg Gin Pro Pro Gly Arg Gly Leu Glu Trp

2125-10186A-PF 136
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35 40 45

Ile Gly Tyr Ile Ser Tyr Ser Gly Ile Thr Thr Tyr Asn Pro Ser Leu
50 55 60

Lys Ser Arg Val Thr Met Leu Arg Asp Thr Ser Lys Asn Gln Phe Ser
65 70 75 80

Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Leu Ala Arg Thr Thr Ala Met Asp Tyr Trp Gly Gln Gly
100 105 110

Ser Leu Val Thr Val Ser Ser
115

<210> 156
<211> 107

<212> PRT
213> AILF%

<2205
223> ALERZIERLF5

<400> 156

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 Asp Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Thr Ser Arg Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Asn Thr Leu Pro Tyr
85 90 95

2125-10186A-PF 137
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Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
211>
212>
213>

<220>
<223

<400>

157
445
PRT

100

ALFF

AT ERRZ A5

157

Gln Val Gln Leu

1

Thr

His

Ile

Lys

65

Leu

Ala

Ser

Pro

Gly
145

Leu

Ala

Gly

50

Ser

Arg

Arg

Leu

Leu

130

Cys

Ser

Trp

35

Tyr

Arg

Leu

Ser

Val

115

Ala

Leu

Leu

20

Ser

Ile

Val

Ser

Leu

100

Thr

Pro

Val

2125-10186A-PF

Gln

Thr

Trp

Ser

Thr

Ser

85

Ala

Val

Cys

Lys

Glu

Cys

Val

Tyr

Met

70

Val

Arg

Ser

Ser

Asp
150

Ser

Thr

Arg

Ser

55

Leu

Thr

Thr

Ser

Arg

135

Tyr

Gly

Val

Gln

40

Gly

Arg

Ala

Thr

Ala

120

Ser

Phe

105

Pro

Ser

25

Pro

Ile

Asp

Ala

Ala

105

Ser

Thr

Pro

Gly

10

Gly

Pro

Thr

Thr

Asp

90

Met

Thr

Ser

Glu

Leu

Tyr

Gly

Thr

Ser

75

Thr

Asp

Lys

Glu

Pro
155

Val

Ser

Arg

Tyr

60

Lys

Ala

Tyr

Gly

Ser

140

Val

138

Arg

Ile

Gly

45

Asn

Asn

Val

Trp

Pro

125

Thr

Thr

Pro

Thr
30

Leu

Pro

Gln

Tyr

Gly

110

Ser

Ala

Val

Ser

15

Ser

Glu

Ser

Phe

Tyr

95

Gln

Val

Ala

Ser

Gln

Asp

Trp

Leu

Ser

80

Cys

Gly

Phe

Leu

Trp
160
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Asn Ser Gly

Gln

Ser

Ser

Cys

225

Phe

Val

Phe

Pro

Thr

305

Val

Thr

Arg

Gly

Pro
385

Ser

Asn

Asn

210

Pro

Pro

Thr

Asn

Arg

290

Val

Ser

Lys

Glu

Phe

370

Glu

Ser

Phe

195

Thr

Pro

Pro

Cys

Trp

275

Glu

Val

Asn

Gly

Glu

355

Tyr

Asn

Ala

Gly

180

Gly

Lys

Cys

Lys

Val

260

Tyr

Glu

His

Lys

Gln

340

Met

Pro

Asn

2125-10186A-PF

Leu

165

Leu

Thr

Val

Pro

Pro

245

Val

Val

Gln

Gln

Gly

325

Pro

Thr

Ser

Tyr

Thr

Tyr

Gln

Asp

Ala

230

Lys

Val

Asp

Phe

Asp

310

Leu

Arg

Lys

Asp

Lys
390

Ser

Ser

Thr

Lys

215

Pro

Asp

Asp

Gly

Asn

295

Trp

Pro

Glu

Asn

Ile

375

Thr

Gly

Leu

Tyr

200

Thr

Pro

Thr

Val

Val

280

Ser

Leu

Ala

Pro

Gln

360

Ala

Thr

Val

Ser

185

Thr

Val

Val

Leu

Ser

265

Glu

Thr

Asn

Pro

Gln

345

Val

Val

Pro

His

170

Ser

Cys

Glu

Ala

Met

250

His

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

Thr

Val

Asn

Arg

Gly

235

Ile

Glu

His

Arg

Lys

315

Glu

Tyr

Leu

Trp

Met
395

Phe

Val

Val

Lys

220

Pro

Ser

Asp

Asn

Val
300

Glu

Lys

Thr

Thr

Glu

380

Leu

139

Pro

Thr

Asp

205

Ser

Ser

Arg

Pro

Ala

285

Val

Tyr

Thr

Leu

Cys

365

Ser

Asp

Ala

Val

190

His

Cys

Val

Thr

Glu

270

Lys

Ser

Lys

Ile

Pro

350

Leu

Asn

Ser

Val

175

Pro

Lys

Val

Phe

Pro

255

Val

Thr

Val

Cys

Ser

335

Pro

Val

Gly

Asp

Leu

Ser

Pro

Glu

Leu

240

Glu

Gln

Lys

Leu

Lys

320

Lys

Ser

Lys

Gln

Gly
400
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Ser Phe Phe Leu Tyr Ser Lys

405

Gln Gly Asn Val Phe Ser Cys

420

His Tyr Thr Gln Lys Ser Leu

210>
211>
212>
<213>

<220>
<223>

<400>

Gln Val
1

Thr Leu

His Ala

Ile Gly
50

Lys Ser

65

Leu Arg

Ala Arg

Ser Leu

435

158
445
PRT

AIF5I

AT ERZ RS

158

Gln

Ser

Trp

35

Tyr

Arg

Leu

Ser

Val
115

Leu

Leu

20

Ser

Ile

Val

Ser

Leu

100

Thr

2125-10186A-PF

Gln

Thr

Trp

Ser

Thr

Ser

85

Ala

Val

Glu Ser

Cys Thr

Val Arg

Tyr Ser

55

Met Leu

70

Val Thr

Arg Thr

Ser Ser

Leu

Ser

Ser
440

Gly

Val

Gln

40

Gly

Arg

Ala

Thr

Ala
120

Thr

Val
425

Leu

Pro

Ser

25

Pro

Ile

Asp

Ala

Ala

105

Ser

Val Asp Lys Ser Arg Trp Gln

410

Met

Ser

Gly

10

Gly

Pro

Thr

Thr

Asp

90

Met

Thr

415

His Glu Ala Leu His Asn

Pro Gly Lys

Leu

Tyr

Gly

Thr

Ser

75

Thr

Asp

Lys

Val

Ser

Arg

60

Lys

Ala

Tyr

Gly

140

445

Arg

Ile

Gly

45

Asn

Asn

Val

Trp

Pro
125

430

Pro

Thr
30

Leu

Pro

Gln

Tyr

Gly

110

Ser

Ser

15

Ser

Glu

Ser

Phe

Tyr

95

Gln

Val

Gln

Trp

Leu

Ser

80

Cys

Gly

Phe



201634479

Pro

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Phe

Val

Phe

Pro

Thr

305

Val

Thr

Arg

Leu

130

Cys

Ser

Ser

Asn

Asn

210

Pro

Pro

Thr

Asn

Arg

290

Val

Ser

Lys

Glu

Ala

Leu

Gly

Ser

Phe

195

Thr

Pro

Pro

Cys

Trp

275

Glu

Val

Asn

Gly

Glu
355

Pro

Val

Ala

Gly

180

Gly

Lys

Cys

Lys

Val

260

Tyr

Glu

His

Lys

Gln

340

Met

2125-10186A-PF

Cys

Lys

Leu

165

Leu

Thr

Val

Pro

Pro

245

Val

Val

Gln

Gln

Gly

325

Pro

Thr

Ser

Asp

150

Thr

Tyr

Gln

Asp

Ala

230

Lys

Val

Asp

Phe

Asp

310

Leu

Arg

Lys

Arg

135

Tyr

Ser

Ser

Thr

Lys

215

Pro

Asp

Asp

Gly

Asn

295

Trp

Pro

Glu

Asn

Ser

Phe

Gly

Leu

Tyr

200

Thr

Pro

Thr

Val

Val

280

Ser

Leu

Ala

Pro

Gln
360

Thr

Pro

Val

Ser

185

Thr

Val

Val

Leu

Ser

265

Glu

Thr

Asn

Pro

Gln

345

Val

Ser

Glu

His

170

Ser

Cys

Glu

Ala

Met

250

His

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

155

Thr

Val

Asn

Arg

Gly

235

Ile

Glu

His

Arg

Lys

315

Glu

Tyr

Leu

Ser

140

Val

Phe

Val

Val

Lys

220

Pro

Ser

Asp

Asn

Val

300

Glu

Lys

Thr

Thr

141

Thr

Thr

Pro

Thr

Asp

205

Cys

Ser

Arg

Pro

Ala

285

Val

Tyr

Thr

Leu

Cys
365

Ala

Val

Ala

Val

190

His

Ser

Val

Thr

Glu

270

Lys

Ser

Lys

Ile

Pro

350

Leu

Ala

Ser

Val

175

Pro

Lys

Val

Phe

Pro

255

Val

Thr

Val

Cys

Ser

335

Pro

Val

Leu

Trp

160

Leu

Ser

Pro

Glu

Leu

240

Glu

Gln

Lys

Leu

Lys

320

Lys

Ser

Lys

[
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Gly Phe Tyr Pro Ser Asp Ile
370 375

Pro Glu Asn Asn Tyr Lys Thr
385 390

Ser Phe Phe Leu Tyr Ser Lys
405

Gln Gly Asn Val Phe Ser Cys
420

His Tyr Thr Gln Lys Ser Leu
435

<210> 159
<211> 449
<212> PRT
213> ALF3

<220>
223> AT ARZBERLF5

<400> 159

Gln Val Gln Leu Gln Glu Ser
1 5

Thr Leu Ser Leu Thr Cys Thr
20

His Ala Trp Ser Trp Val Arg
35

Ile Gly Tyr Ile Ser Tyr Ser
50 55

Lys Ser Arg Val Thr Met Leu
65 70

Leu Arg Leu Ser Ser Val Thr
85

2125-10186A-PF

Ala

Thr

Leu

Ser

Ser
440

Gly

Val

Gln

40

Gly

Arg

Ala

Val

Pro

Thr

Val

425

Leu

Pro

Ser

25

Pro

Ile

Asp

Ala

Glu

Pro

Val

410

Met

Ser

Gly

10

Gly

Pro

Thr

Thr

Asp
90

Trp

Met

395

Asp

His

Pro

Leu

Tyr

Gly

Thr

Ser

75

Thr

Glu

380

Leu

Lys

Glu

Val

Ser

Arg

Tyr

60

Lys

Ala

142

Ser Asn Gly Gln

Asp Ser Asp Gly

400

Ser Arg Trp Gln
415

Ala Leu His Asn
430

Lys
445

Arg Pro Ser Gln
15

Ile Thr Ser Asp
30

Gly Leu Glu Trp
45

Asn Pro Ser Leu

Asn Gln Phe Ser
80

Val Tyr Tyr Cys
95



201634479

Ala

Ser

Pro

Gly

145

Asn

Gln

Ser

Ser

Thr

225

Ser

Arg

Pro

Ala

Val

305

Tyr

Arg

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn

210

His

Val

Thr

Glu

Lys

290

Ser

Lys

Ser

Val

115

Ala

Leu

Gly

Ser

Leu

195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Leu
100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Cys

Leu

Glu

260

Lys

Lys

Leu

Lys

2125-10186A-PF

Ala

Val

Ser

Lys

Leu

165

Leu

Thr

Val

Pro

Phe

245

Val

Phe

Pro

Thr

Val
325

Arg

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Pro

230

Pro

Thr

Asn

Arg

Val

310

Ser

Thr

Ser

Lys

135

Tyr

Ser

Ser

Thr

Lys

215

Cys

Pro

Cys

Trp

Glu

295

Leu

Asn

Thr

Ala

120

Ser

Phe

Gly

Leu

Tyr

200

Lys

Pro

Lys

Val

Tyr

280

Glu

His

Lys

Ala
105

Ser

Thr

Pro

Val

Ser

185

Ile

Val

Ala

Pro

Val

265

Val

Gln

Gln

Ala

Met

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Pro

Lys

250

Val

Asp

Tyr

Asp

Leu
330

Asp

Lys

Gly

Pro

155

Thr

Val

Asn

Pro

Glu

235

Asp

Asp

Gly

Asn

Trp

315

Pro

Tyr

Gly

Gly

140

Val

Phe

Val

Val

Lys

220

Leu

Thr

Val

Val

Ser

300

Leu

Ala

143

Trp

Pro

125

Thr

Thr

Pro

Thr

Asn

205

Ser

Leu

Leu

Ser

Glu

285

Thr

Asn

Pro

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Cys

Gly

Met

His

270

Val

Tyr

Gly

Ile

Gln

Val

Ala

Ser

Val

175

Pro

Lys

Asp

Gly

Ile

255

Glu

His

Arg

Lys

Glu
335

Gly

Phe

Leu

Trp

160

Leu

Ser

Pro

Lys

Pro

240

Ser

Asp

Asn

Val

Glu

320

Lys
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Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
340 345 350

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr
355 360 365

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
370 375 380

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
385 390 395 400

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
405 410 415

Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
435 440 445

Lys

<210> 160
<211> 445
<212> PRT

213> ALFF

220>
223> ANLEmZHERLFS

<400> 160

Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Arg Pro Ser Gln
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Thr Ser Asp
20 25 30

His Ala Trp Ser Trp Val Arg Gln Pro Pro Gly Arg Gly Leu Glu Trp
35 40 45

2125-10186A-PF 144
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Ile

Lys

65

Leu

Ala

Ser

Pro

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Phe

Val

Phe

Gly

50

Ser

Arg

Arg

Leu

Leu

130

Cys

Ser

Ser

Asn

Asn

210

Pro

Pro

Thr

Asn

Tyr

Arg

Leu

Ser

Val

115

Ala

Leu

Gly

Ser

Phe

195

Thr

Pro

Pro

Cys

Trp
275

Ile

Val

Ser

Leu

100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Cys

Lys

Val

260

Tyr

2125-10186A-PF

Ser

Thr

Ser

85

Ala

Val

Cys

Lys

Leu

165

Leu

Thr

Val

Pro

Pro

245

Val

Val

Tyr

Met

70

Val

Arg

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Ala

230

Lys

Val

Asp

Ser

55

Leu

Thr

Thr

Ser

Arg

135

Tyr

Ser

Ser

Thr

Lys

215

Pro

Asp

Asp

Gly

Gly

Arg

Ala

Thr

Ala

120

Ser

Phe

Gly

Leu

Tyr

200

Thr

Pro

Thr

Val

Val
280

Ile

Asp

Ala

Ala

105

Ser

Thr

Pro

Val

Ser

185

Thr

Val

Val

Leu

Ser

265

Glu

Thr

Thr

Asp

90

Met

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Ala

Met

250

His

Val

Thr

Ser

75

Thr

Asp

Lys

Glu

Pro

155

Thr

Val

Asn

Arg

Gly

235

Ile

Glu

His

Tyr

60

Lys

Ala

Tyr

Gly

Ser

140

Val

Phe

Val

Val

Lys

220

Pro

Ser

Asp

Asn

145

Asn

Asn

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Cys

Ser

Arg

Pro

Ala
285

Pro

Gln

Tyr

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Cys

Val

Thr

Glu

270

Lys

Ser

Phe

Tyr

95

Gln

Val

Ala

Ser

Val

175

Pro

Lys

Val

Phe

Pro

255

Val

Thr

Leu

Ser

80

Cys

Gly

Phe

Leu

Trp

160

Leu

Ser

Pro

Glu

Leu

240

Glu

Gln

Lys
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Pro

Thr

305

Val

Thr

Arg

Gly

Pro

385

Ser

Gln

His

Arg

290

Val

Ser

Lys

Glu

Phe

370

Glu

Phe

Gly

Tyr

210>
211>
<212>
213>

<220>
<223

<400>

Glu

Val

Asn

Gly

Glu
355

Tyr

Asn

Phe

Asn

Thr
435

161
445
PRT

Glu

His

Lys

Gln

340

Met

Pro

Asn

Leu

Val

420

Gln

ALFF

Gln

Gln

Gly

325

Pro

Thr

Ser

Tyr

Tyr

405

Phe

Lys

Phe

Asp

310

Leu

Arg

Lys

Asp

Lys

390

Ser

Ser

Ser

Asn

295

Trp

Pro

Glu

Asn

Ile

375

Thr

Lys

Cys

Leu

ALERZ RS

161

Ser

Leu

Ala

Pro

Gln

360

Ala

Thr

Leu

Ser

Ser
440

Thr

Asn

Pro

Gln

345

Val

Val

Pro

Thr

Val

425

Leu

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

Val

410

Met

Ser

Arg

Lys

315

Glu

Tyr

Leu

Trp

Met

395

Asp

His

Pro

Val

300

Glu

Lys

Thr

Thr

Glu

380

Leu

Lys

Glu

Gly

Val

Tyr

Thr

Leu

Cys

365

Ser

Asp

Ser

Ala

Lys
445

Ser

Lys

Ile

Pro

350

Leu

Asn

Ser

Arg

Leu
430

Val

Cys

Ser

335

Pro

Val

Gly

Asp

Trp

415

His

Leu

Lys

320

Lys

Ser

Lys

Gln

Gly

400

Gln

Asn

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

1

2125-10186A-PF

5

10

146

15
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Thr

His

Ile

Lys

65

Leu

Ala

Ser

Pro

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Phe

Leu

Ala

Gly

50

Ser

Arg

Arg

Leu

Leu

130

Cys

Ser

Ser

Asn

Asn

210

Pro

Pro

Ser

Trp

35

Tyr

Arg

Leu

Ser

Val

115

Ala

Leu

Gly

Ser

Phe

195

Thr

Pro

Pro

Leu

20

Ser

Ile

Val

Ser

Leu

100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Cys

Lys

2125-10186A-PF

Thr

Trp

Ser

Thr

Ser

85

Ala

Val

Ser

Lys

Leu

165

Leu

Thr

Val

Pro

Pro
245

Cys

Val

Tyr

Met

70

Val

Arg

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Ala

230

Lys

Thr

Arg

Ser

55

Leu

Thr

Thr

Ser

Lys

135

Tyr

Ser

Ser

Thr

Lys

215

Pro

Asp

Val

Gln

40

Gly

Arg

Ala

Thr

Ala

120

Ser

Phe

Gly

Leu

Tyr

200

Thr

Pro

Thr

Ser

25

Pro

Ile

Asp

Ala

Ala

105

Ser

Thr

Pro

Val

Ser

185

Thr

Val

Val

Leu

Gly

Pro

Thr

Thr

Asp

90

Met

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Ala

Met
250

Tyr

Gly

Thr

Ser

75

Thr

Asp

Lys

Glu

Pro

155

Thr

Val

Asn

Arg

Gly

235

Ile

Ser

Arg

Tyr

60

Lys

Ala

Tyr

Gly

Ser

140

Val

Phe

Val

Val

Lys

220

Pro

Ser

147

Ile

Gly

45

Asn

Asn

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Ser

Ser

Arg

Thr

30

Leu

Pro

Gln

Tyr

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Cys

Val

Thr

Ser

Glu

Ser

Phe

Tyr

95

Gln

Val

Ala

Ser

Val

175

Pro

Lys

Val

Phe

Pro
255

Asp

Trp

Leu

Ser

80

Cys

Gly

Phe

Leu

Trp

160

Leu

Ser

Pro

Glu

Leu

240

Glu
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Val

Phe

Pro

Thr

305

Val

Thr

Arg

Gly

Pro

385

Ser

Gln

His

Thr

Asn

Arg

290

Val

Ser

Lys

Glu

Phe

370

Glu

Phe

Gly

Tyr

<210>
Q211>
212>
213>

<2205
223> ANLERZHERKFF

Cys

Trp

275

Glu

Val

Asn

Gly

Glu

355

Tyr

Asn

Phe

Asn

Thr

435

162
214
PRT

Val
260

Tyr

Glu

His

Lys

Gln

340

Met

Pro

Asn

Leu

Val

420

Gln

ALFF

2125-10186A-PF

Val

Val

Gln

Gln

Gly

325

Pro

Thr

Ser

Tyr

Tyr

405

Phe

Lys

Val

Asp

Phe

Asp

310

Leu

Arg

Lys

Asp

Lys

390

Ser

Ser

Ser

Asp

Gly

Asn

295

Trp

Pro

Glu

Asn

Ile

375

Thr

Lys

Cys

Leu

Val

Val

280

Ser

Leu

Ala

Pro

Gln

360

Ala

Thr

Leu

Ser

Ser
440

Ser

265

Glu

Thr

Asn

Pro

Gln

345

Val

Val

Pro

Thr

Val

425

Leu

His

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

Val

410

Met

Ser

Glu

His

Arg

Lys

315

Glu

Tyr

Leu

Trp

Met

395

Asp

His

Pro

Asp

Asn

Val

300

Glu

Lys

Thr

Thr

Glu

380

Leu

Lys

Glu

Gly

148

Pro

Ala

285

Val

Tyr

Thr

Leu

Cys

365

Ser

Asp

Ser

Ala

Lys
445

Glu

270

Lys

Ser

Lys

Ile

Pro

350

Leu

Asn

Ser

Arg

Leu
430

Val

Thr

Val

Cys

Ser

335

Pro

Val

Gly

Asp

Trp

415

His

Gln

Lys

Leu

Lys

320

Lys

Ser

Lys

Gln

Gly

400

Gln

Asn
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<400>

162

Asp Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Arg

Asn

Tyr

50

Gly

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

Val

Trp

35

Thr

Ser

Ile

Gly

Val

115

Ser

Gln

Val

Leu

Glu

195

Arg

Met

Thr

20

Tyr

Ser

Gly

Ala

Gln

100

Phe

Val

Trp

Thr

Thr

180

Val

Gly

2125-10186A-PF

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Ser

Cys

Lys

His

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Pro

Arg

Pro

40

Ser

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Ser

Ala

25

Gly

Gly

Phe

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

Ser

10

Ser

Lys

Val

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Leu

Gln

Ala

Pro

Ile

75

Gly

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser

Asp

Pro

Ser

60

Ser

Asn

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

149

Ala

Ile

Lys

45

Arg

Ser

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Ser

Ser

30

Leu

Phe

Leu

Leu

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Val

15

Ser

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Tyr

Ile

Gly

Pro

80

Tyr

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser
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<210>
211>
<212>
213

<220>
223>

<400>

163
445
PRT

ANLF3

ANLERZBERRFFS

163

Gln Val Gln

1

Thr

His

Ile

Lys

65

Leu

Ala

Ser

Pro

Gly

145

Asn

Leu

Ala

Gly

50

Ser

Arg

Arg

Leu

Leu

130

Cys

Ser

Ser

Trp

35

Tyr

Arg

Leu

Ser

Val

115

Ala

Leu

Gly

Leu

Leu

20

Ser

Ile

Val

Ser

Leu

100

Thr

Pro

Val

Ala

2125-10186A-PF

Gln

Thr

Trp

Ser

Thr

Ser

85

Ala

Val

Ser

Lys

Leu
165

Glu

Cys

Val

Tyr

Met

70

Val

Arg

Ser

Ser

Asp

150

Thr

Ser

Thr

Arg

Ser

55

Leu

Thr

Thr

Ser

Lys

135

Tyr

Ser

Gly

Val

Gln

40

Gly

Arg

Ala

Thr

Ala

120

Ser

Phe

Gly

Pro

Ser

25

Pro

Ile

Asp

Ala

Ala

105

Ser

Thr

Pro

Val

Gly

10

Gly

Pro

Thr

Thr

Asp

90

Met

Thr

Ser

Glu

His
170

Leu

Tyr

Gly

Thr

Ser

75

Thr

Asp

Lys

Gly

Pro

155

Thr

Val

Ser

Arg

Tyr

60

Lys

Ala

Tyr

Gly

Gly

140

Val

Phe

150

Arg

Ile

Gly

45

Asn

Asn

Val

Trp

Pro

125

Thr

Thr

Pro

Pro

Thr

30

Leu

Pro

Gln

Tyr

Gly

110

Ser

Ala

Val

Ala

Ser

15

Ser

Glu

Ser

Phe

Tyr

95

Gln

Val

Ala

Ser

Val
175

Gln

Asp

Trp

Leu

Ser

80

Cys |

Gly

Phe

Leu

Trp

160

Leu
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Gln

Ser

Ser

Cys

225

Phe

Val

Phe

Pro

Thr

305

Val

Ala

Arg

Gly

Pro

385

Ser

Ser

Asn

Asn

210

Pro

Pro

Thr

Asn

Arg

290

Val

Ser

Lys

Glu

Phe

370

Glu

Phe

Ser

Phe

195

Thr

Pro

Pro

Cys

Trp

275

Glu

Val

Asn

Gly

Glu

355

Tyr

Asn

Phe

Gly

180

Gly

Lys

Cys

Lys

Val

260

Tyr

Glu

His

Lys

Gln

340

Met

Pro

Asn

Leu

2125-10186A-PF

Leu

Thr

Val

Pro

Pro

245

Val

Val

Gln

Gln

Gly

325

Pro

Thr

Ser

Tyr

Tyr
405

Tyr

Gln

Asp

Ala

230

Lys

Val

Asp

Phe

Asp

310

Leu

Arg

Lys

Asp

Lys

390

Ser

Ser

Thr

Lys

215

Pro

Asp

Asp

Gly

Asn

295

Trp

Pro

Glu

Asn

Ile

375

Thr

Lys

Leu

Tyr

200

Thr

Pro

Thr

Val

Val

280

Ser

Leu

Ser

Pro

Gln

360

Ala

Thr

Leu

Ser

185

Thr

Val

Val

Leu

Ser

265

Glu

Thr

Asn

Ser

Gln

345

Val

Val

Pro

Thr

Ser

Cys

Glu

Ala

Met

250

His

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro

Val
410

Val

Asn

Arg

Gly

235

Ile

Glu

His

Arg

Lys

315

Glu

Tyr

Leu

Trp

Val

395

Asp

Val

Val

Lys

220

Pro

Ser

Asp

Asn

Val

300

Glu

Lys

Thr

Thr

Glu

380

Leu

Lys

151

Thr

Asp

205

Ser

Ser

Arg

Pro

Ala

285

Val

Tyr

Thr

Leu

Cys

365

Ser

Asp

Ser

Val

190

His

Cys

Val

Thr

Glu

270

Lys

Ser

Lys

Ile

Pro

350

Leu

Asn

Ser

Arg

Pro

Lys

Val

Phe

Pro

255

Val

Thr

Val

Cys

Ser

335

Pro

Val

Gly

Asp

Trp
415

Ser

Pro

Glu

Leu

240

Glu

Gln

Lys

Leu

Lys

320

Lys

Ser

Lys

Gln

Gly

400

Gln

[P



20163447

9

Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn

420

425

His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

<210>
211>
212>
<213>

220>
<223

<400>

Gln Val
1

Thr Leu

His Ala

Ile Gly
50

Lys Ser

65

Leu Arg

Ala Arg

Ser Leu

Pro Leu
130

435

164
443
PRT

ANLF5

AL ARZRERKFFSI

164

Gln

Ser

Trp

35

Tyr

Arg

Leu

Ser

Val

115

Ala

Leu GlIn

Leu Thr
20

Ser Trp

Ile Ser

Val Thr

Ser Ser
85

Leu Ala
100

Thr Val

Pro Ser

2125-10186A-PF

Glu Ser

Cys Thr

Val Arg

Tyr Ser

55

Met Leu

70

Val Thr

Arg Thr

Ser Ser

Ser Lys
135

440

Gly Pro

Val Ser

25

Gln Pro
40

Gly Ile

Arg Asp

Ala Ala

Thr Ala
105

Ala Ser
120

Ser Thr

Gly

10

Gly

Pro

Thr

Thr

Asp

90

Met

Thr

Ser

Leu

Tyr

Gly

Thr

Ser

75

Thr

Asp

Lys

Gly

Val

Ser

Arg

Tyr

60

Lys

Ala

Tyr

Gly

Gly
140

152

445

Arg

Ile

Gly

45

Asn

Asn

Val

Trp

Pro

125

Thr

430

Pro

Thr
30

Leu

Pro

Gln

Tyr

Gly

110

Ser

Ala

Ser

15

Ser

Glu

Ser

Phe

Tyr

95

Gln

Val

Ala

Gln

Asp

Trp

Leu

Ser

80

Cys

Gly

Phe

Leu



201634479

Gly
145

Asn

Gln

Ser

Ser

Cys

225

Phe

Val

Phe

Pro

Thr

305

Val

Thr

Gln

Gly

Cys

Ser

Ser

Asn

Asn

210

Pro

Pro

Thr

Asn

Arg

290

Val

Ser

Lys

Glu

Phe
370

Leu

Gly

Ser

Phe

195

Thr

Pro

Pro

Cys

Trp

275

Glu

Val

Asn

Gly

Glu

355

Tyr

Val

Ala

Gly

180

Gly

Lys

Cys

Lys

Val

260

Tyr

Glu

His

Lys

Gln

340

Met

Pro

2125-10186A-PF

Lys

Leu

165

Leu

Thr

Val

Pro

Pro

245

Val

Val

Gln

Gln

Gly

325

Pro

Thr

Ser

Asp
150

Thr

Tyr

Gln

Asp

Ala

230

Lys

Val

Asp

Phe

Asp

310

Leu

Arg

Lys

Asp

Tyr

Ser

Ser

Thr

Lys

215

Pro

Asp

Asp

Gly

Asn

295

Trp

Pro

Glu

Asn

Ile
375

Phe

Gly

Leu

Tyr

200

Thr

Pro

Thr

Val

Val

280

Ser

Leu

Ala

Pro

Gln

360

Ala

Pro

Val

Ser

185

Thr

Val

Val

Leu

Ser

265

Glu

Thr

Asn

Pro

Gln

345

Val

Val

Glu

His

170

Ser

Cys

Glu

Ala

Met

250

Gln

Val

Phe

Gly

Ile

330

Val

Ser

Glu

Pro
155

Thr

Val

Asn

Arg

Gly

235

Ile

Glu

His

Arg

Lys

315

Glu

Tyr

Leu

Trp

Val

Phe

Val

Val

Lys

220

Pro

Ser

Asp

Asn

Val

300

Glu

Lys

Thr

Thr

Glu

380

153

Thr

Pro

Thr

Asp

205

Ser

Ser

Arg

Pro

Ala

285

Val

Tyr

Thr

Leu

Cys

365

Ser

Val

Ala

Val

190

His

Cys

Val

Thr

Glu

270

Lys

Ser

Lys

Ile

Pro

350

Leu

Asn

Ser

Val

175

Pro

Lys

Val

Phe

Pro

255

Val

Thr

Val

Cys

Ser

335

Pro

Val

Gly

Trp
160

Leu

Ser

Pro

Glu

Leu

240

Glu

Gln

Lys

Leu

Lys

320

Lys

Ser

Lys

Gln
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Pro Glu
385

Ser Phe

Glu Gly

His Tyr

<210>
211>
212>
213>

<220>
<223>

<400>

Ala Glu
1

Pro Ala

Gln Gln

Gly Ala

50

Thr Thr
65

Ala Leu

Glu Leu

2125-101

Asn Asn Tyr Lys
390

Phe Leu Tyr Ser
405

Asn Val Phe Ser
420

Thr Gln Lys Ser
435

165
267
PRT
ALFF3

Thr

Lys

Cys

Leu

ANLERZ BRI

165

Ser His Leu Ser
5

Pro Gly Thr Pro
20

Tyr Leu Ser Tyr
35

Trp Val Trp Glu

Asp Leu Arg Ile

70

Gly Gly Lys Gly
85

Gly Pro Asp Asn
100

86A-PF

Leu

Ala

Asn

Asn

55

Lys

Pro

Thr

Thr

Leu

Ser

Ser
440

Leu

Phe

Ser

40

Gln

Glu

Tyr

Ser

Pro

Thr

Val

425

Leu

Tyr

Trp

25

Leu

Val

Lys

Thr

Val
105

Pro

Val

410

Met

Ser

His

10

Val

Arg

Ser

Leu

Leu

90

Pro

Met Leu Asp Ser Asp Gly

395

400

Asp Lys Ser Arg Trp Gln

415

His Glu Ala Leu His Asn

Pro

Leu Thr

Ser Gly

Gly Glu

Trp Tyr

60

Phe Leu
75

Gln Gly

Thr Ala

154

430

Ala Val

Trp Leu
30

Ala Glu
45

Trp Glu

Glu Ala

Leu Leu

Lys Phe
110

Ser Ser
15

Gly Pro

Pro Cys

Lys Glu

Phe Lys
80

Gly Cys
95

Ala Leu



201634479

Asn Gly Glu

Gly

Asp

145

His

Lys

Phe

Gln

Asp

225

Thr

Ala

Asp

130

Lys

Arg

Glu

Ser

Leu

210

Phe

Val

Gly

<210>
<2l
212>
213>

220>
<223>

<400>

115

Trp

Ala

Leu

Pro

Val

195

Arg

Gly

Lys

Leu

166
99
PRT

Glu

Pro

Ala

Arg

Pro

180

Leu

Phe

Pro

Ser

Ala
260

ANLFF3

Phe

Glu

Asn

Glu

165

Ser

Thr

Leu

Asn

Gly

245

Gln

Met

Ala

Lys

150

His

Met

Cys

Arg

Ser

230

Asp

Pro

Asn

Leu

135

Glu

Leu

Arg

Ser

Asn

215

Asp

Glu

Leu

ANLERRZ A

166

Phe

120

Ala

Leu

Glu

Leu

Ala

200

Gly

Gly

His

Arg

Asp

Ile

Thr

Arg

Lys

185

Phe

Leu

Ser

His

Val
265

Leu

Ser

Phe

Gly

170

Ala

Ser

Ala

Phe

Tyr

250

Glu

Lys

Gln

Leu

155

Arg

Arg

Phe

Ala

His

235

Cys

Leu

Gln

140

Leu

Gly

Pro

Tyr

Gly

220

Ala

Cys

Gly

125

Trp

Phe

Asn

Ser

Pro

205

Thr

Ser

Ile

Thr

Gln

Ser

Leu

Ser

190

Pro

Gly

Ser

Val

Trp Gly

Gln Gln

Cys Pro

160

Glu Trp
175

Pro Gly

Glu Leu

Gln Gly

Ser Leu

240

Gln His
255

Ile Gln Arg Thr Pro Lys Ile Gln Val Tyr Ser Arg His Pro Ala Glu

1

5

10

15

Asn Gly Lys Ser Asn Phe Leu Asn Cys Tyr Val Ser Gly Phe His Pro

2125-10186A-PF

155
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20 25 30

Ser Asp Ile Glu Val Asp Leu Leu Lys Asn Gly Glu Arg Ile Glu Lys
35 40 45

Val Glu His Ser Asp Leu Ser Phe Ser Lys Asp Trp Ser Phe Tyr Leu
50 55 60

Leu Tyr Tyr Thr Glu Phe Thr Pro Thr Glu Lys Asp Glu Tyr Ala Cys
65 70 75 30

Arg Val Asn His Val Thr Leu Ser Gln Pro Lys Ile Val Lys Trp Asp
85 90 95

Arg Asp Met
210> 167
211> 121
212> PRT

213> ALF%|

<220>
223> ANTLARZIERLAFS

<400> 167

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Ile Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Gln Phe
50 55 60

Gln Asp Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

2125-10186A-PF 156



20163447

9

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly

100

105

Gln Gly Thr Leu Val Thr Val Ser Ser

210>
AN
<212>
<213>

<220>
223>

<400>

Asp Ile
1

Asp Arg

Leu Ala

Tyr Asn
50

Ser Gly
65

Glu Asp

Thr Phe

<210>
211>
<212>
213>

115

168
107
PRT
AR5

AL AR RS

168

Gln Met

Val Thr

20

Trp Tyr
35

Ala Gln

Ser Gly

Phe Ala

Gly Gly
100

169
11

PRT
A5

2125-10186A-PF

Thr Gln

Ile Thr

Gln Gln

Thr Glu

Thr Asp

70

Thr Tyr
85

Gly Thr

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

120

Pro

Gln

Pro

40

Gln

Thr

Cys

Val

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Ser
10

Ser

Lys

Val

Thr

His

90

Ile

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Ser

Asp

Pro

Ser

60

Ser

Tyr

157

Ala

Ile

Lys

45

Arg

Ser

Glu

110

Ser

Tyr

30

Leu

Phe

Leu

Ser

Val Gly
15

Ser Phe

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu
95

g
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<220>
223> ANILEMRZHERKFFF

<400> 169

Gln Thr Ser Glu Asp Ile Tyr Ser Phe Leu Ala
1 5 10

<210> 170
211> 8

<212> PRT
213> ALF3

<220>
223> ANILERZHERKFES

<400> 170
Asn Ala Gln Thr Glu Ala Gln

1 5

<210> 171
211> 17

<212> PRT
213> ALFFI

<220>
223> ANTLARRZHERKFS

<400> 171

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Gln Phe Gln
1 5 10 15

Asp

210> 172
Q211> 17

<212> PRT

213> ANLF3

2125-10186A-PF 158



201634479

<2205
€223> ANILAmRZBERKF3

400> 172

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Asp Gln Phe Gln
1 5 10 15

Asp

<210> 173
211> 5

<212> PRT
213> AR

<220>
<223> ANILERRZIERKFS

<400> 173

Gly Tyr Val Met Asn
1 5

210> 174
2li> 5

<212> PRT
213> AIR3

<220>
223> ANTERZBERKFFF

<400> 174

Gly Tyr Ile Ile Asn
1 5

<210> 175
211> 5

<212> PRT
213> ALF3F|

2125-10186A-PF 159
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<220>
223> ANLERRZHERLFF

<400> 175
Gly Tyr Ile Leu Asn

1 5

<210> 176
Q11 5

<212> PRT
213> ALF3I

<220>
223> ANLERKRZERKFS

<400> 176
Gly Tyr Ala Met Asn

1 5

<210> 177
Q11> 17

<212> PRT
213> ALFF

<220>
223> ANLERZBERLF3

<400> 177
Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Gln Lys Phe Lys

1 5 10 15

Gly

<210> 178
<2l 17

2125-10186A-PF 160
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<212> PRT
213> ANILF3

<220>
223> ANLERZBERKFF

<400> 178
Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Pro Lys Phe Lys

1 5 10 15

Gly

<210> 179
211> 12

<212> PRT
213> ANIR3

<220>
223> ANLARZBEREAFS

<400> 179
Asp Gly Leu Asp Asp Gly Pro Tyr Thr Met Asp Tyr

1 5 10

<210> 180
Q211> 12

<212> PRT
213> ALF3

<2205
223> ANILEmZBEREFFS

<400> 180

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Leu Asp Tyr
1 5 10

2125-10186A-PF 161
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<210> 181
Q211> 12

<212> PRT
213> AL

<220>
<223> ANILERRZIERKFF

<400> 181
Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Glu Tyr

1 5 10

<210> 182
211> 12
<212> PRT
213> ANIF3

<220
223> ANILARRZIEREFS

400> 182

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Thr
1 5 10

<210> 183
211> 12

<212> PRT
213> AR5

<220>
223> ANTLAMZHERLA5

<400> 183

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Ser
1 5 10

<210> 184

211> 12

2125-10186A-PF 162
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<212> PRT
213> ATLF-%

<220>
223> ANILERZIERKFEF

<400> 184

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Leu Glu Thr
1 5 10

<210> 185
211> 12

<212> PRT
213> ANLF3

<220>
223> ANTLERZREBLRF5

<400> 185

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Glu Thr
1 5 10

<210> 186
Q211> 12

<212> PRT
213> ALFF

<220>
223> ANIARZHERKFF

<400> 186

Asp Gly Leu Asp Asp Gly Pro Tyr Thr Met Glu Thr
1 5 10

<210> 187
211> 12

<212> PRT
213> ALFFI

2125-10186A-PF 163

Lrg
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<220>
223> ALERZIERKFS

<400> 187

Asp Gly Leu Asp Asp Gly Pro Tyr Thr Met Glu Ser
1 5 10

<210> 188
21> 11

<212> PRT
213> ANIF5

<220>
223> ANLERRZIEREF3

<400> 188

Arg Thr Ser Glu Asn Ile Tyr Arg Phe Leu Ala
1 5 10

<210> 189
Q1 11

<212> PRT
213> ALRFF

<220>
223> AL ERRZRERKFFS

<400> 189

Arg Thr Ser Glu Asn Ile Tyr Ser Phe Val Ala
1 5 10

<210> 190
211> 11

<212> PRT
213> AIFF3

<220>

2125-10186A-PF 164
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223> ANLEMZIERKFS

<400> 190

Arg Thr Ser Glu Asn Ile Tyr Arg Phe Val Ala
1 5 10

<210> 191
211> 11

<212> PRT
213> ANLF3

<220>
223> ANILARRZHERLFF

<400> 191

Arg Ala Ser Glu Asn Ile Tyr Ser Phe Leu Ala
1 5 10

<210> 192
211> 11

<212> PRT
213> AILF3

<220>
223> ALAMRZBERKFFS

<400> 192
Arg Ser Ser Glu Asn Ile Tyr Ser Phe Leu Ala

1 5 10

<210> 193
211> 9

<212> PRT
213> ANILF3

<220>
223> ANLERZHERKF?

2125-10186A-PF 165

Lz



201634479

<400> 193

Gln His His Tyr Asp Ser Pro Leu Thr
1 5

<210> 194
Q1> 9

<212> PRT
213> AL

<2205
223> ANLAMRZHERKRFS

<400> 194
Gln His His Tyr Glu Asp Pro Leu Thr

1 5

<210> 195
211> 9

<212> PRT
213> ALF3

<220>
223> ANILEmZEREF3

<400> 195
Gln His His Tyr Glu Ser Pro Leu Phe

1 5

<210> 196
211> 5

<212> PRT
213> ATLF5

220>
223> ANILERRZHEIKRS

<400> 196

2125-10186A-PF
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Gly Tyr Val Leu Asn
1 5

210> 197
1> 17

<212> PRT
213> ALFF3I

<220>
223> ANTLERRZBERLFS

<400> 197
Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Pro Gln Phe Gln

1 5 10 15

Asp

<210> 198
Q211> 17

<212> PRT
213> AR5

<220>
223> AL ERZHERLFES

<400> 198

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Pro Gln Phe Gln
1 5 10 15

Gly

210> 199
21> 17

<212> PRT
213> AILF3I

2125-10186A-PF 167
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<220>
223> ANLARRZIEKFF

<400> 199
Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Gln Phe Gln

1 5 10 15

Asp

<210> 200
211y 11

<212> PRT
213> AL

220>
223> ANILARRZHERKFES

<400> 200
Gln Thr Ser Glu Asp Ile Tyr Arg Phe Val Ala

1 5 10

<210> 201
211> 11

<212> PRT
213> ANLF3

220>
223> ANILARZIERLFF

<400> 201

Gln Thr Ser Glu Asp Ile Tyr Ser Phe Val Ala
1 5 10
<210> 202

€l 11

2125-10186A-PF 168
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212> PRT
213> AIFF%

<220>
223> ANILERRZRERKFFF

<400> 202
Gln Ala Ser Glu Asp Ile Tyr Ser Phe Val Ala

1 5 10

<210> 203
21 11

. <212> PRT
213> AR

<220>
223> ANILARZHEALFS

<400> 203
Gln Ala Ser Glu Asp Ile Tyr Ser Phe Leu Ala

1 5 10

<210> 204
Q211> 121
<212> PRT
213> ANLF3

220>
223> AT AR RERRFE

<400> 204

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Val Leu Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

2125-10186A-PF 169
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Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Pro Gln Phe
50 55 60

Gln Asp Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

<210> 205
211> 121
<212> PRT
213> AL

<220>
223> ATLARZHEKFF

<400> 205

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Pro Gln Phe
50 b5 60

Gln Asp Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

2125-10186A-PF 170
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9

Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr Trp Gly

100

105

Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
21
212>
213>

<2205
<223>

<400>

Gln Val
1

Ser Val

Val Leu

Gly Leu

50

Gln Asp

65

Met Glu

Ala Arg

Gln Gly

<210>

2125-101

115

206
121
PRT
ANLF5

AT ERZ RS

206

Gln Leu

Lys Val

20

Asn Trp
35

Ile Asn

Arg Val

Leu Ser

Asp Gly

100

Thr Leu

115

207

86A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln Ser

Cys Lys

Arg Gln

Tyr Asn

55

Ile Thr
70

Leu Arg

Asp Asp

Thr Val

120

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

110

Lys Lys Pro

Thr Phe Thr
30

Gly Leu Glu
45

Tyr Asn Pro

60

Thr Ser Thr

Ala Val Tyr

Leu Glu Thr
110

171

Gly Ala
15

Gly Tyr

Trp Met

Gln Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly
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Q21
212>
<213>

<220>
<223>

<400>

121
PRT

ALFF

NI ERZRERRAFI

207

Gln Val Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Met

Leu

50

Asp

Glu

Arg

Gly

<210>
211>
212>
213>

<220>
<223>

<400>

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr
115

208
121
PRT

Leu

Val
20

Trp

Asn

Val

Ser

Gly

100

Leu

AR5

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

AL AR Z RS

208

2125-10186A-PF

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

172

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Pro

Thr

30

Glu

Pro

Thr

Tyr

Thr
110

Gly Ala
15

Gly Tyr

Trp Met

Gln Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly
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Gln

Ser

Ala

Gly

Gln

65

Met

Ala

Gln

Val

Val

Met

Leu

50

Asp

Glu

Arg

Gly

<210>
21>
212>
213>

<220>
223>

<400>

Gln Leu

Lys Val
20

Asn Trp
35

Ile Asn

Arg Val

Leu Ser

Asp Gly

100

Thr Leu

115

209
121
PRT
AR5

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

AT ERZBRKAF

209

Gln Val Gln Leu Val Gln Ser

1

5

Gly Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
25 30

Ala Pro Gly Gln Gly Leu Glu Trp Met
40 45

Gly Gly Thr Asp Tyr Asn Pro Gln Phe
60

Ala Asp Glu Ser Thr Ser Thr Ala Tyr
75 80

Ser Glu Asp Thr Ala Val Tyr Tyr Cys
90 95

Gly Pro Tyr Thr Leu Glu Thr Trp Gly
105 110

Ser Ser
120

Gly Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr

20

25 30

Val Leu Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35

2125-10186A-PF

40 45

173
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Gly Leu Ile
50

Asn

Gln Asp Arg Val

65

Met Glu Leu Ser

Ala Arg Asp Gly

100

Gln Gly Thr Leu
115

<210>
211>
212>
<213>

210
121
PRT
N2

<220>
<223>

<400> 210

Gln Val Gln Leu
1

Val
20

Ser Val Lys

Ile Met Asn Trp
35

Gly Leu Ile
50

Asn

Gln Asp Arg Val
65

Met Glu Leu Ser

2125-10186A-PF

Asn
55

Pro Tyr

Thr Ile
70

Thr

Ser Leu
85

Arg
Asp

Tyr Asp

Val Thr Val

ANLERRZ PRSI

Val
5

Gln Ser

Ser Cys Lys

Val

Arg Gln

Tyr Asn
55

Pro

Thr Ile Thr

70
Leu Arg

Ser
85

Gly Gly

Ala

Asp

Ser Glu

Pro
105

Gly

Ser Ser
120

Gly Ala

Ala Ser

25

Ala
40

Pro

Gly Gly

Ala

Asp

Ser Glu

Thr Asp Tyr Asn Pro Gln Phe

60

Lys Ser Thr Ser Thr Ala Tyr

75

80

Asp Thr Ala Val Tyr Tyr Cys

90

95

Tyr Thr Leu Glu Thr Trp Gly

Glu Val
10

Gly
Gly Gln
Thr

Asp

Ser
75

Lys

Asp Thr

90

Lys Lys

Gly Leu
45

Tyr Asn
60

Thr Ser

Ala Val

174

110

Pro Gly Ala
15

Tyr Thr Phe Thr Gly Tyr

30

Glu Trp Met

Pro Gln Phe

Thr Ala Tyr
80

Tyr Tyr Cys
95
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Ala Arg Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Leu Glu Thr Trp Gly

100

105

Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
<2l
212>
213>

<220>
<2235

<400>

Gln

1

Ser

Ala

Gly

Gln

65

Met

Ala

Gln

Val

Val

Met

Leu

50

Asp

Glu

Arg

Gly

115

211
121
PRT

ALFF

ANLERZBERR RS

211

Gln

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr
115

210> 212
<21

121

Leu

Val
20

Trp

Asn

Val

Ser

Gly

100

Leu

2125-10186A-PF

Val Gln Ser

Ser Cys Lys

Val Arg Gln

Pro Tyr Asn
55

Thr Ile Thr
70

Ser Leu Arg
85

Tyr Asp Asp

Val Thr Val

120

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

175

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

110

Pro Gly Ala
15

Thr Gly Tyr
30

Glu Trp Met

Pro Gln Phe

Thr Ala Tyr
80

Tyr Tyr Cys
95

Thr Trp Gly
110

&

£

t
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212>
213>

<2207
<223>

<400>

Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Val

Met

Leu

50

Gly

Glu

Arg

Gly

<210>
<21
212>
213>

<220>
<223>

<400>

PRT

AR5

ANIERZ BRI

212

Gln

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr
115

213
121
PRT

Leu

Val
20

Trp

Asn

Val

Ser

Gly

100

Leu

ANIFF31

Val Gln

Ser Cys

Val Arg

Pro Tyr

Thr Ile
70

Ser Leu
85

Tyr Asp

Val Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

AT B HERRA5

213

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu Val Lys
10

Gly Tyr Thr

Gly Gln Gly

Thr Asp Tyr

60

Glu Ser Thr
75

Asp Thr Ala
90

Tyr Thr Leu

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Pro

Thr

30

Glu

Pro

Thr

Tyr

Thr
110

Gly Ala
15

Gly Tyr

Trp Met

Gln Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

2125-10186A-PF

176
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Ser

Ala

Gly

Gln

65

Met

Ala

Gln

Val

Met

Leu

50

Gly

Glu

Arg

Gly

<210>
<21
<212>
213>

<220>
<223>

<400>

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr
115

214
121
PRT

Val

20

Trp

Asn

Val

Ser

Gly
100

Leu

ALFF

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

AL ERZHERK A5

214

Gln Val Gln Leu Val Gln Ser

1

5

Ser Val Lys Val Ser Cys Lys

20

Ile Met Asn Trp Val Arg Gln

35

Gly Leu Ile Asn Pro Tyr Asn

2125-10186A-PF

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Gly

Ala

Ala

40

Gly

10 15

Ser Gly Tyr Thr Phe Thr Gly Tyr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Gly Thr Asp Tyr Asn Pro Gln Phe
60

Asp Glu Ser Thr Ser Thr Ala Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 95

Pro Tyr Thr Leu Glu Thr Trp Gly
105 110

Ser

Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ser Gly Tyr Thr Phe Thr Gly Tyr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Gly Thr Asp Tyr Asn Pro Gln Phe

177

e
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50

55

Gln Gly Arg Val Thr Ile Thr

65

70

Met Glu Leu Ser Ser Leu Arg

85

Ala Arg Asp Gly Tyr Asp Asp

100

Gln Gly Thr Leu Val Thr Val

115

210> 215
211> 121
<212> PRT
213> ATLFr3I

220>

223> ANLARZBERKAFS

<400> 215

Gln Val Gln Leu
1

Ser Val Lys Val
20

Ala Met Asn Trp
35

Gly Leu Ile Asn
50

Gln Gly Arg Val
65

Met Glu Leu Ser

Ala Arg Asp Gly

2125-10186A-PF

Val
5

Ser

Val

Pro

Thr

Ser
85

Tyr

Gln Ser

Cys Lys

Arg Gln

Tyr Asn
55

Ile Thr
70

Leu Arg

Asp Asp

Ala Asp

Ser Glu

Gly Pro

105

Ser Ser
120

Gly Ala

Ala Ser

25

Ala Pro

40

Gly Gly

Ala Asp

Ser Glu

Gly Pro

60

Lys Ser Thr Ser Thr Ala Tyr
75 80

Asp Thr Ala Val Tyr Tyr Cys
90 95

Tyr Thr Leu Glu Thr Trp Gly
110

Glu Val Lys Lys Pro Gly Ala
10 15

Gly Tyr Thr Phe Thr Gly Tyr
30

Gly Gln Gly Leu Glu Trp Met
45

Thr Asp Tyr Asn Pro Gln Phe
60

Lys Ser Thr Ser Thr Ala Tyr
75 80

Asp Thr Ala Val Tyr Tyr Cys
90 95

Tyr Thr Leu Glu Thr Trp Gly

178
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100

105

Gln Gly Thr Leu Val Thr Val Ser Ser

115

210> 216
211> 121
<212> PRT
213>

<220>
223>

<400> 216

Gln Val Gln
1

Ser Val Lys

Ile Met Asn

35

Gly Leu Ile
50

Gln Asp Arg
65

Met Glu Leu

Ala Arg Asp

Gln Gly Thr
115

<210> 217
<211> 121
<212> PRT

ALF5

Leu

Val
20

Trp

Asn

Val

Ser

Gly

100

Leu

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

ANLERZ KA

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

120

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

179

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

110

Pro

Thr

30

Glu

Gln

Thr

Tyr

Thr
110

Gly Ala
15

Gly Tyr

Trp Met

Gln Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

L
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<213>

<220>

ANLF3

<223> ANILAmRRZIERLRS

<400>

Gln Val
1

Ser Val

Ile Met

Gly Leu

50

Gln Asp
65

Met Glu

Ala Arg

Gln Gly

<210>
21
<212>
<213>

<2205
<223>

<400>

217

Gln Leu

Lys Val

20

Asn Trp
35

Ile Asn

Arg Val

Leu Ser

Asp Gly

100

Thr Leu

115

218
107
PRT
ATLFFI

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

ANLERRZRERK RS

218

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Lys Lys

Thr Phe

Gly Leu
45

Tyr Asn

60

Thr Ser

Ala Val

Leu Glu

Pro Gly Ala
15

Thr Gly Tyr
30

Glu Trp Met

Gln Gln Phe

Thr Ala Tyr

80

Tyr Tyr Cys
95

Thr Trp Gly
110

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

1

2125-10t1

86A-PF

5

10

180

15
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Asp Arg Val Thr Ile
20

Val Ala Trp Tyr Gln
35

Tyr Asn Ala Gln Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Thr Phe Gly Gly Gly
100

<210> 219
<211> 107
<212> PRT
213> ANILRF

<220>

Thr

Gln

Glu

Asp

70

Tyr

Thr

Cys

Lys

Ala

55

Phe

Tyr

Lys

223> ANLERZBERLFS

<400> 219

Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Val Ala Trp Tyr Gln
35

Tyr Asn Ala Gln Thr
50

Ser Gly Ser Gly Thr
65

2125-10186A-PF

Gln

Thr

Gln

Glu

Asp
70

Ser

Cys

Lys

Ala

55

Phe

Gln

Pro

40

Gln

Thr

Cys

Val

Pro

Gln

Pro

40

Gln

Thr

Thr

25

Gly

Gly

Leu

Gln

Glu
105

Ser

Thr

25

Gly

Gly

Leu

Ser

Lys

Val

Thr

His

90

Ile

Ser

10

Ser

Lys

Val

Thr

Glu Asp Ile

Ala Pro Lys
45

Pro Ser Arg
60

Ile Ser Ser
75

His Tyr Asp

Lys

Leu Ser Ala

Glu Asp Ile

Ala Pro Lys

45

Pro Ser Arg
60

Ile Ser Ser
75

181

Tyr

30

Leu

Phe

Leu

Ser

Ser

Tyr

30

Leu

Phe

Leu

Arg Phe

Leu Ile

Ser Gly

Gln Pro

80

Pro Leu
95

Val Gly

15

Ser Phe

Leu Ile

Ser Gly

Gln Pro
80
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9

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His His Tyr Asp Ser Pro Leu

85

90

95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

<210>
211>
<2125
213>

<220>
<223>

<400>

Asp Ile
1

Asp Arg

Val Ala

Tyr Asn

50

Ser Gly
65

Glu Asp

Thr Phe

<210>
211>
212>
213>

2125-101

100

220
107
PRT
AIFF

AL ERZ RS

220

Gln Met Thr

Val Thr Ile

20

Trp Tyr Gln
35

Ala Gln Thr

Ser Gly Thr

Phe Ala Thr

85

Gly Gly Gly

100

221
107
PRT
A5

86A-PF

Gln

Thr

Gln

Glu

Asp

70

Tyr

Thr

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Gln

Pro

40

Gln

Thr

Cys

Val

1056

Ser

Ala

25

Gly

Gly

Leu

Gln

Glu
105

Ser

10

Ser

Lys

Val

Thr

His

90

Ile

Leu Ser Ala Ser Val Gly
15

Glu Asp Ile Tyr Ser Phe
30

Ala Pro Lys Leu Leu Ile
45

Pro Ser Arg Phe Ser Gly
60

Ile Ser Ser Leu Gln Pro
75 80

His Tyr Asp Ser Pro Leu
95

Lys

182
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<220>
223> ANILERRZIERLFFS

<400> 221

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
l 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Ser Glu Asp Ile Tyr Ser Phe
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Asn Ala Gln Thr Glu Ala Gln 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 Thr Tyr Tyr Cys Gln His His Tyr Asp Ser Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100 105

<210> 222
<211> 445
<212> PRT
213> ANLF3

<220>
223> ANLARZMLF?

<400> 222

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

2125-10186A-PF 183

Lip
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Val Leu Asn

Gly

Glin

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Pro Glu

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr
260

2125-10186A-PF

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Thr

Tyr

Gln
200

Asp

Ala

Lys

Val

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp
265

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

184

Leu

45

Asn

Ser

Val

Asp

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

Glu

Pro

Thr

Tyr

Tyr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp
270

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg
255

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Pro Glu
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Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
<211>
212>
213>

<220>
223>

<400>

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

223
445
PRT

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

AIFF

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

AL ERZRERKFS

223

2125-10186A-PF

Asp
280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

185

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu



201634479

Gln

Ser

Ala

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro
210

Gln

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Val Glu Cys Pro

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Val

Tyr

Gln

Asp

Ser

5

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

186

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Pro

Thr

30

Glu

Pro

Thr

Tyr

Tyr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Gly

15

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val
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225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

210> 224
211> 445

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

2125-10186A-PF

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Met

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

187

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

[y
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212>
<213>

<220>
<223>

<400>

PRT

ANLF3

ANLERZ RS

224

Gln Val Gln

1

Ser

Val

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Val

Leu

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser
180

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser
185

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

Ser

188

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Pro

Thr

30

Glu

Pro

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Val
190

Gly

15

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val
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Pro Ser Ser

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly
420

2125-10186A-PF

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Gln
200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys
425

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

189

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu



201634479

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

<210>
211>
212>
213>

<220>
<223>

<400>

435

225
445
PRT

A5

ALERZ RS

225

Gln Val Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Ala
145

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val
150

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro
155

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

190

445

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Pro Gly
15

Thr Gly
30

Glu Trp

Pro Gln

Thr Ala

Tyr Tyr

95

Thr Trp

110

Gly Pro

Gly Thr

Val Thr

Ala

Tyr

.Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val
160
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Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys
370

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Gly GIn Pro Glu

2125-10186A-PF

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Val

Ser

Thr

Val

Val

23b

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

191

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser
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385

Asp Gly Ser Phe Phe
405

Trp Gln Glu Gly Asn
420

His Asn His Tyr Thr
435

<210> 226
<211> 445
<212> PRT
213> ANLF3I

<2205

390

Leu Tyr

Val Phe

Gln Lys

223> AT ERZ RS

<400> 226

Gln Val Gln Leu Val
1 5

Ser Val Lys Val Ser
20

Ala Met Asn Trp Val
35

Gly Leu Ile Asn Pro
50

Gln Asp Arg Val Thr
65

Met Glu Leu Ser Ser
85

Ala Arg Asp Gly Tyr
100

Gln Gly Thr Leu Val

2125-10186A-PF

Gln Ser

Cys Lys

Arg Gln

Tyr Asn

55

Ile Thr

70

Leu Arg

Asp Asp

Thr Val

Ser

Ser

Ser
440

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

395

400

Lys Leu Thr Val Asp Lys Ser Arg

410

415

Cys Ser Val Met His Glu Ala Leu

425

Leu Ser Leu Ser Pro

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Glu Val
10

Gly Tyr

Gly Gln

Thr Asp

Glu Ser

75

Asp Thr
90

Tyr Thr

Ala Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

192

445

Lys

Phe

Leu
45

430

Pro

Thr
30

Glu

Gly
15

Gly

Trp

Asn Pro Gln

Ser

Val

Glu

Lys

Thr

Tyr

Thr
110

Gly

Ala

Tyr

95

Trp

Pro

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser
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Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val
305

Cys

Ser

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys
340

2125-10186A-PF

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu
345

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

Val

193

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr
350

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

[
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Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

435 440 445

<210> 227
<211> 445
<212> PRT
213> ALF3

<220
223> ANILERRZHERKFSI

<400> 227

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Val Leu Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Pro Gln Phe
50 55 60

Gln Asp Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

2125-10186A-PF 194
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Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val
305

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

2125-10186A-PF

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His
310

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn
315

Ala

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

195

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Tyr

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys
320

e

Py
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Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
21>
212>
213>

<220>
223>

<400>

Val

Thr

Gln

3bb

Gly

Pro

Ser

Glu

His
435

228
445
PRT

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ANLF3

Asn

325

Gly

Glu

Tyr

Asn

Phe
405

Asn

Thr

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

ANTLERZ ARSI

228

Gln Val Gln Leu Val Gln Ser

1

5.

Ser Val Lys Val Ser Cys Lys

20

Ile Met Asn Trp Val Arg Gln

35

2125-10186A-PF

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly Ala Glu Val Lys Lys Pro Gly Ala

10

15

Ala Ser Gly Tyr Thr Phe Thr Gly Tyr

25

30

Ala Pro Gly Gln Gly Leu Glu Trp Met

40

196

45
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Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Val Gln Phe

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

2125-10186A-PF

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Thr

Lys

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

197

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

Pro

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

T
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Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
211>
212>
<213>

220>
223>

<400>

275

Pro Arg

Thr Val

Val Ser

Thr Lys
340

Gln Glu
355

Gly Phe

Pro Glu

Ser Phe

Glu Gly
420

His Tyr
435

229
445
PRT
ANLFF3

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

ANLERZ R

229

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

2125-10186A-PF

198
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Ser

Ala

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val
225

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Glin

Ser

195

Ser

Cys

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

2125-10186A-PF

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys
230

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val
235

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

199

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Thr

30

Glu

Pro

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

15

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val
240

W
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Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

210>

<Ll

<2125
213>

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

230

445

PRT

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ALF5

2125-10186A-PF

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Lys

Ser

Ser

Ser
440

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Thr Leu Met

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

Thr

Asn

3156

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

200

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu
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<220>
223> ANLERRZHEIKFED

<400> 230

Gln Val Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser
195

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln
200

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

Ser

Cys

201

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Asn
205

Pro

Thr

30

Glu

Pro

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Gly

15

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Eas
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Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly
420

His Asn His Tyr

2125-10186A-PF

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

202

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu
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<210>
2l
212>
<213>

<220>
<223>

<400>

435

231
445
PRT

ANILF5

AL ERZHERR A

231

Gln Val Gln

1

Ser

Ala

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Trp Asn Ser Gly

2125-10186A-PF

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro
155

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

445

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Val His Thr

203

Pro

Thr

30

Glu

Pro

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Gly

15

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

s>
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Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly
385

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

2125-10186A-PF

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gin

Met

Pro

Asn
390

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Lys
360

Asp

Lys

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro
395

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

204

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser
400
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Asp Gly Ser Phe Phe Leu Tyr Ser

Trp Gln Glu

His Asn His

<210>
211>
212>
<213>

<220>
<223>

<400>

435

232
445
PRT

405

Gly Asn Val Phe Ser

420

Tyr Thr Gln Lys Ser

AL

ANLERZRERK RS

232

Gln Val Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr
115

Leu

Val
20

Trp

Asn

Val

Ser

Gly
100

Leu

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser
120

Lys

Cys

425

Leu

Ala

Ser
25

Pro

Gly

Asp

Glu

Pro
105

Ser

Leu Thr Val Asp Lys Ser Arg

410

415

Ser Val Met His Glu Ala Leu

Ser Leu Ser Pro

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Ala

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

205

445

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys
125

430

Pro

Thr
30

Glu

Pro

Thr

Tyr

Thr

110

Gly

Gly Ala
15

Gly Tyr

Trp Met

Gln Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly

Pro Ser

[y
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Val Phe Pro

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Gln
355

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

2125-10186A-PF

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys
360

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu
345

Asn

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

Val

Ser

206

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu
365

Gly Thr

Val Thr

Phe Pro

175

Val Thr
190

Val Asp

Lys Ser

Pro Ser

Ser Arg
255

Asp Pro
270

Asn Ala

Val Val

Glu Tyr

Lys Thr
335

Thr Leu
350

Thr Cys

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu
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Val Lys
370

Gly Gln
385

Asp Gly

Trp Gln

His Asn

<2105
211>
212>
213>

<220>
223>

<400>

Gln Val
1

Ser Val

Ala Met

Gly Leu
50

Gln Gly
65

Met Glu

2125-101

9

Gly Phe

Pro Glu

Ser Phe

Glu Gly
420

His Tyr
435

233
445
PRT
A5

Tyr

Asn

Phe
405

Asn

Thr

Pro Ser
375

Asn Tyr

390

Leu Tyr

Val Phe

Gln Lys

AL ERRZIERRFF

233

Gln Leu

Lys Val
20

Asn Trp

35

Ile Asn

Arg Val

Leu Ser

86A-PF

Val

Ser

Val

Pro

Thr

Ser
85

Gln Ser

Cys Lys

Arg Gln

Tyr Asn
55

Ile Thr
70

Leu Arg

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Ala

Ser

Ile

Thr

Lys

Cys

425

Leu

Ala

Ser

25

Pro

Gly

Asp

Glu

Ala

Thr

Leu

410

Ser

Ser

Glu

10

Gly

Gly

Thr

Lys

Asp
90

Val

Pro

395

Thr

Val

Leu

Val

Tyr

Gln

Asp

Ser

75

Thr

Glu

380

Pro

Val

Met

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

207

Trp

Met

Asp

His

Pro
445

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Leu

Lys

Glu
430

Pro

Thr

30

Glu

Pro

Thr

Tyr

Ser Asn

Asp

Ser

415

Ala

Gly

15

Gly

Trp

Gln

Ala

Tyr
95

Ser
400

Arg

Leu

Ala

Tyr

Met

Phe

Tyr

80

Cys

T
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Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val
305

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Asp

Thr
115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Cys Lys Val Ser

2125-10186A-PF

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Tyr

Ala

Ser

Phe

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

Phe

300

Gly

Ile

208

Glu

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile
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Ser

Pro

Val

Gly

385

Asp

Trp

His

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
211>
<212>
<2135

<220>
<2235

<400>

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

234
445
PRT

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ANLFF5

325

Gly Gln

Glu Met

Tyr Pro

Asn Asn

390

Phe Leu
405

Asn Val

Thr Gln

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

AT A PERRFFS

234

Gln Val Gln Leu Val Gln Ser

1

5

Ser Val Lys Val Ser Cys Lys

20

Ile Met Asn Trp Val Arg Gln

35

Gly Leu Ile Asn Pro Tyr Asn

2125-10186A-PF

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Glu
345

Asn

Ile

Thr

Lys

Cys

425

Leu

Ala

Ser
25

Pro

Gly

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Glu

10

Gly

Gly

Thr

Gln

Val

Val

Pro

395

Thr

Val

Leu

Val

Tyr

Gln

Ser

Val

Ser

Glu

380

Pro

Val

Met

Ser

Lys

Thr

Gly

Tyr

209

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Lys

Phe

Leu

45

Asn

335

Thr Leu Pro
350

Thr Cys Leu

Glu Ser Asn

Leu Asp Ser

400

Lys Ser Arg
415

Glu Ala Leu
430

Pro Gly Ala
15

Thr Gly Tyr
30

Glu Trp Met

Gln Gln Phe

[
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Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe
275

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

2125-10186A-PF

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp
280

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

75

Thr

Thr

Ser

Thr

Pro

165

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

Val

210

Ser

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His
285

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Val

240

Thr

Glu

Lys
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Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

210>
<2112
212>
<213>

<220>
223>

<400>

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

235
445
PRT

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ANLFF

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

ANLERZ R

235

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asn

Trp

Pro

Glu
345

Asn

Ile

Thr

Lys

Cys

425

Leu

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

Arg

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Val Val

Glu Tyr

Lys Thr
335

Thr Leu
350

Thr Cys

Glu Ser

Leu Asp

Lys Ser

415

Glu Ala
430

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

2125-10186A-PF

5

10

211

15
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Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

2125-10186A-PF

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro
245

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Gly

Gly

Thr

Lys

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr
250

Tyr

Gln

Ser

Ser

5

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

212

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Thr

30

Glu

Gln

Thr

Tyr

Thr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg
255

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr



201634479

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<2105
21>
212>
<213>

Val

Phe
275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

236
214
PRT

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly
420

Tyr

AR5

2125-10186A-PF

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe
405

Asn

Thr

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys
425

Leu

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Gln

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

213

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

LT
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<220>
223> ALERZHPERLFS

<400> 236

Asp Ile Gln Met

1

Asp

Val

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Arg

Ala

Asn

50

Gly

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Val Thr
20

Trp Tyr
35

Ala Gln

Ser Gly

Phe Ala

Gly Gly
100

Val Phe
115

Ser Val

Gln Trp

Val Thr

Leu Thr

180

Glu Val
195

2125-10186A-PF

Thr

Ile

Gln

Thr

Thr

Thr

8b

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Gln

Thr

Gln

Glu

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Pro

Gln

Pro

40

Gln

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

Ser

10

Ser

Lys

Val

Thr

His

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser

Asp

Pro

Ser

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

214

Ala

Ile

Lys

45

Arg

Ser

Asp

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Ser

Tyr

30

Leu

Phe

Leu

Ser

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Val

15

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Phe

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser
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Phe Asn Arg Gly Glu Cys

210

<2107
211>
<212>
213>

<220>
223>

<400>

237
214
PRT

ANILF5

AL ERRZBRRFFSY

237

Asp Ile Gln

1

Asp

Val

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys
145

Arg

Ala

Asn
50

Gly

Asp

Phe

Ser

Ala

130

Val

Val

Trp

35

Ala

Ser

Phe

Gly

Val

115

Ser

Gln

Met

Thr

20

Tyr

Gln

Gly

Ala

Gly

100

Phe

Val

Trp

2125-10186A-PF

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Ile

Val

Lys

Gln

Thr

Gln

Glu

Asp

70

Tyr

Thr

Phe

Cys

Val
150

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Pro

Gln

Pro

40

Gln

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

Ser

10

Ser

Lys

Val

Thr

His

90

Ile

Asp

Asn

Leu

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Glu

Phe

Gln
155

Ser

Asp

Pro

Ser

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

215

Ala

Ile

Lys

45

Arg

Ser

Asp

Thr

Leu

125

Pro

Gly

Ser

Tyr

30

Leu

Phe

Leu

Ser

Val

110

Lys

Arg

Asn

Val

15

Ser

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Gly

Phe

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln
160

Ly
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Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

165

170

175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr

180

185

190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser

196

Phe Asn Arg Gly
210

<210> 238
211> 214
<212> PRT
213> ANLFF

<220>

Glu Cys

223> NI EmZHEREF5

<400> 238

Asp Ile Gln Met
1

Asp Arg Val Thr
20

Val Ala Trp Tyr
35

Tyr Asn Ala Gln
50

Ser Gly Ser Gly
65

Glu Asp Phe Ala

Thr Phe Gly Gly
100

2125-10186A-PF

200

Thr Gln Ser Pro

5

Ile Thr

Gln Gln

Thr Glu

Thr Asp
70

Cys

Lys

Ala

55

Phe

Gln

Pro

40

Gln

Thr

Thr Tyr Tyr Cys

85

Gly Thr

Lys

Val

Ser

Ala

25

Gly

Gly

Leu

Gln

Glu
105

Ser
10

Ser

Lys

Val

Thr

His

90

Ile

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Ser

Asp

Pro

Ser

60

Ser

Tyr

Arg

216

205

Ala

Ile

Lys

45

Arg

Ser

Asp

Thr

Ser

Tyr

30

Leu

Phe

Leu

Ser

Val
110

Val Gly
15

Ser Phe

Leu Ile

Ser Gly

Gln Pro
80

Pro Leu
95

Ala Ala
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Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 239
211> 214
<212> PRT
213> ALFFI

<220>
223> NI AEmZBEREAF5

<400> 239

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 Gln Ala Ser Glu Asp Ile Tyr Ser Phe
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Asn Ala Gln Thr Glu Ala GIn Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

2125-10186A-PF 217
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Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Gly

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>
21>
212>
213>

<220>
223>

<400>

Ser

Phe

Gly

Val
115

Ser

Gln

Val

Leu

Glu
195

Arg

240
445
PRT

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180

Val

Gly

ANTLF5

Thr Asp
70

Thr Tyr
85

Gly Thr

Ile Phe

Val Cys

Lys Val

150

Glu Gln

165

Leu Ser

Thr His

Glu Cys

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

AL ERZ RS

240

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Leu

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

Thr

His

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Ile Ser
75

His Tyr

Lys Arg

Glu Gln

Phe Tyr

140

Gln Ser

155

Ser Thr

Glu Lys

Ser Pro

Ser

Asp

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Leu Gln

Ser Pro

95

Val Ala
110

Lys Ser

Arg Glu

Asn Ser

Ser Leu
175

Lys Val
190

Thr Lys

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

2125-10186A-PF

5

10

218

15
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Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val
225

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Phe Leu Phe Pro

2125-10186A-PF

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

219

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

>



201634479

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

210>
Q1
212>
213>

Val

Phe

275

Pro

Thr

Val

Thr

Gln

355

Gly

Pro

Ser

Glu

His
435

241
447
PRT
NI

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

2125-10186A-PF

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser Gln

Glu Val

Thr Phe

300

Asn Gly

315

Pro Ile

Gln Val

Val Ser

Val Glu

380

Pro Pro

395

Thr Val

Val Met

Leu Ser

220

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu
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<220>
223> ALARRZHERLFES

<400> 241

Gln

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Val

Val

Met

Leu

50

Asp

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Gln

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser
195

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Cys

135

Lys

Leu

Leu

Thr

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln
200

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Arg

Tyr

Ser

Ser

185

Thr

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

221

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro

Thr

Val

Asn
205

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Gly

Ser

Val

Phe

Val

190

Val

Gly

15

Gly

Trp

Gln

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His
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Lys Pro Ser

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His
435

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

2125-10186A-PF

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

222

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Cys

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu
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<210>
<21
<212>
<213>

<220>
223>

<400>

242
447
PRT

A3

NI A RRZ PEREFF5

242

Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly
165

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly
170

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

140

Glu

His

223

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Glu

Pro

Thr

Pro

Thr

30

Glu

Gln

Thr

Tyr

Thr

110

Gly

Ser

Val

Phe

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro
175

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

2
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Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly
385

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Asp Gly Ser Phe

2125-10186A-PF

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Lys

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

Ser

Thr

Val

Val

23b

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

224

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg
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405

410

415

Trp GIn Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

420

425

430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

<210>
211>
212>
213>

<220>
<223>

435

243
447
PRT
AR5

ALERRZRERRFF5I

<400> 243

Gln Val Gln Leu

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Phe

Lys Val
20

Asn Trp
35

Ile Asn

Arg Val

Leu Ser

Asp Gly
100

Thr Leu
115

Pro Leu

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

225

445

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Lys

125

Glu

Pro

Thr

30

Glu

Gln

Thr

Tyr

Thr

110

Gly

Ser

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr

80

Tyr Cys

95

Trp Gly

Pro Ser

Thr Ala
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Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg
355

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

2125-10186A-PF

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys
360

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

226

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu
365

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu
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Val Lys Gly
370

Gly Gln Pro

385

Asp Gly Ser
Trp Gln Gln
His Asn His

435
210> 244
<211> 447
<212> PRT

213>

<220>
<223>

<400> 244

Gln Val Gln
1

Ser Val Lys

Ile Met Asn

35

Gly Leu Ile
50

Lys Gly Arg
65

Met Glu Leu

Phe

Glu

Phe

Gly

420

Tyr

ANLF5)

Leu

Val

20

Trp

Asn

Val

Ser

2125-10186A-PF

Tyr Pro Ser
375

Asn Asn Tyr
390

Phe Leu Tyr
405

Asn Val Phe

Thr Gln Lys

AT ERZBERRFF

Val Gln Ser
5

Ser Cys Lys

Val Arg Gln

Pro Tyr Asn

55

Thr Ile Thr
70

Ser Leu Arg
85

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Ala

Ser

Ile

Thr

Lys

Cys

425

Leu

Ala

Ser

25

Pro

Gly

Asp

Glu

Ala

Thr

Leu

410

Ser

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp
90

Val

Pro

395

Thr

Val

Leu

Val

Tyr

Gln

Ser

Ser

75

Thr

Glu
380

Pro

Val

Met

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

227

Trp

Met

Asp

His

Pro
445

Lys

Phe

Leu

45

Asn

Ser

Val

Glu

Leu

Lys

Glu

430

Gly

Pro

Thr

30

Glu

Gln

Thr

Tyr

Ser Asn

Asp Ser
400

Ser Arg
415

Ala Leu

Lys

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr

80

Tyr Cys
95
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Ala Arg Asp Gly

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

100

Thr Leu
115

Pro Leu

Gly Cys

Asn Ser

Gln Ser
180

Ser Asn
195

Ser Asn

Cys Pro

Phe Pro

Val Thr
260

Phe Asn
275

Pro Arg

Thr Val

Val Ser

2125-10186A-PF

Leu

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn
325

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Pro
105
Ser
Lys
Tyr
Ser
Ser
185
Thr
Lys
Pro
Asp
Asp
265
Gly
Asn

Trp

Pro

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala
330

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

228

Glu

Lys

125

Glu

Pro

Thr

Val

Asn

2056

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Thr
110
Gly
Ser
Val
Phe
Val
130
Val
Lys
Pro
Ser
Asp
270
Asn
Val

Glu

Lys

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr
335

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile
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Ser

Pro

Val

Gly

385

Asp

Trp

His

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210
C1D
<212>
213>

<220>
<223>

<400>

Thr

Arg

355

Gly

Pro

Ser

Gln

His
435

245
447
PRT

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

AR5

Gly Gln

Glu Met

Tyr Pro

Asn Asn

390

Phe Leu
405

Asn Val

Thr Gln

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

AN LERRZ KRS

245

Gln Val Gln Leu Val Gln Ser

1

5

Ser Val Lys Val Ser Cys Lys

20

Ile Met Asn Trp Val Arg Gln

35

Gly Leu Ile Asn Pro Tyr Asn

50

2125-10186A-PF

55

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Ala

Ser

25

Pro

Gly

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Glu

10

Gly

Gly

Thr

Gln

Val

Val

Pro

395

Thr

Val

Leu

Val

Tyr

Gln

Ser

Val

Ser

Glu

380

Pro

Val

Met

Ser

Lys

Thr

Gly

Tyr
60

229

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Lys

Phe

Leu
45

Asn

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Gly

Pro

Thr
30

Glu

Gln

Leu Pro

Cys Leu

Ser Asn

Asp Ser

400

Ser Arg
415

Ala Leu

Lys

Gly Ala

15

Gly Tyr

Trp Met

Lys Phe
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Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe
275

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Thr Lys Pro Arg

2125-10186A-PF

Thr

Ser

85

Leu

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp
280

Phe

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

230

Ser

Val

Glu

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Thr Ala

Tyr Tyr

95

Ser Trp
110

Gly Pro

Ser Thr

Val Thr

Phe Pro
175

Val Thr
190

Val Asp

Lys Ser

Pro Ser

Ser Arg

255

Asp Pro
270

Asn Ala

Val Val

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser
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Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
211>
212>
<213>

<2205
<223>

<400>

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His
435

246
447
PRT

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ALFFI

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

ANLERZHERRAFS

246

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Tyr

Thr
335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr

2125-10186A-PF

231
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Val

Gly

Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Met

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Asn

35

Ile

Arg

Leu

Asp

Thr
115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

2125-10186A-PF

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro
245

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr
250

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

232

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

30

Glu

Gln

Thr

Tyr

Tyr

110

Gly

Ser

Val

Phe

Val

190

Val

Lys

Pro

Ser

Trp

Lys

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg
255

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr
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Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
211
212>
<213>

<220>
223>

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His
435

247
447
PRT

Thr
260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

ALFF

Cys Val Val

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

AL AR RS

2125-10186A-PF

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

233

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu
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<400> 247

Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

Ile

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro
210

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Leu

Val

20

Trp

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val
215

Gly

Ala

Ala

40

Gly

Ala

Ser

Ser
120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

234

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Gly

Ser

Val

Phe

Val

190

Val

Lys

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys
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Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His
435

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

2125-10186A-PF

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe
405

Asn

Thr

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

235

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

e
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<210>

<211

<212>
<213

<220>
<223>

<400>

248

447

PRT

ANLF5I

ANLERRZ RS

248

Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Leu

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Leu
Val
20

Trp
Asn
Val
Ser
Gly
100
Leu
Leu

Cys

Ser

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly
165

Val Leu Gln Ser Ser

2125-10186A-PF

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

1056

Ser

Lys

Tyr

Ser

Ser

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Phe

Gly

170

Leu

Val

Tyr

Gln

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

236

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro

Thr

Val

Pro Gly
15

Thr Gly
30

Glu Trp

Gln Lys

Thr Ala

Tyr Tyr

95

Tyr Trp
110

Gly Pro

Ser Thr

Val Thr

Phe Pro

175

Val Thr

Ala

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val
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Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

2125-10186A-PF

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Asn

Phe
405

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu
410

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

237

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser
415

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

e
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Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

420

425

430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
- 435

<210>
21>
<212>
<213>

<2205
223>

<400>

249
447
PRT

AR5

ANLARZBERL 51

249

Gln Val Gln

1

Ser

Ile

Gly

Lys

65

Met

Ala

Gln

Val

Val

Met

Leu

50

Gly

Glu

Arg

Gly

Phe
130

Lys

Asn

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Leu

Val

20

Trp

Asn

Val

Ser

Gly
100

Leu

Leu

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Ala

Gln

Arg

Tyr

Ile

70

Leu

Asp

Thr

Pro

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Val

Ser
135

440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro

105

Ser

Lys

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Tyr

Ala

Ser

Val

Tyr

Gln

Asp

Ser

75

Thr

Thr

Ser

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Met

Thr

Ser
140

238

445

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

125

Glu

Pro Gly Ala
15

Thr Gly Tyr
30

Glu Trp Met

Gln Lys Phe

Thr Ala Tyr
80

Tyr Tyr Cys
95

Tyr Trp Gly
110

Gly Pro Ser

Ser Thr Ala
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Ala
145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys
370

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

2125-10186A-PF

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Glu

Tyr

Val
150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser
375

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Pro
155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

239

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

T
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Gly Gln Pro Glu Asn Asn Tyr

385

390

Asp Gly Ser Phe Phe Leu Tyr

405

Trp Gln Gln Gly Asn Val Phe

420

His Asn His Tyr Thr Gln Lys

435

<210> 250
211> 447
<212> PRT
213> ALF%

<220>

223> ANLERZHERKR5

<400> 250

Gln Val Gln Leu
1

Ser Val Lys Val
20

Ile Met Asn Trp
35

Gly Leu Ile Asn
50

Lys Gly Arg Val
65

Met Glu Leu Ser

Ala Arg Asp Gly

100

2125-10186A-PF

Val
5

Ser

Val

Pro

Thr

Ser

85

Tyr

Gln

Cys

Arg

Tyr

Ile

70

Leu

Asp

Ser

Lys

Gln

Asn

55

Thr

Arg

Asp

Lys

Ser

Ser

Ser
440

Gly

Ala

Ala

40

Gly

Ala

Ser

Gly

Thr

Lys

Cys

425

Leu

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro
105

Thr Pro
395

Leu Thr
410

Ser Val

Ser Leu

Glu Val
10

Gly Tyr

Gly Gln

Thr Ser

Glu Ser
75

Asp Thr
90

Tyr Thr

Pro Met Leu Asp Ser
400

Val Asp Lys Ser Arg
415

Met His Glu Ala Leu
430

Ser Pro Gly Lys
445

Lys Lys Pro Gly Ala
15

Thr Phe Thr Gly Tyr
30

Gly Leu Glu Trp Met
45

Tyr Asn Pro Lys Phe
60

Thr Ser Thr Ala Tyr
80

Ala Val Tyr Tyr Cys
95

Met Asp Tyr Trp Gly
110

240
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Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Thr
115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Ser Lys Thr Lys

2125-10186A-PF

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Ser
120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

241

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Gly

Ser

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro
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340 345 350

Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 251
211> 214
<212> PRT
213> ALF3

<220>
223> ANTLERZHREFF

<400> 251

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 Thr Ser Glu Asn Ile Tyr Arg Phe
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Asn Ala Lys Thr Leu Ala Lys 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

2125-10186A-PF 242
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65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

210>
<2l
212>
<213>

<220>
223>

<400>

Phe

Gly

Val

115

Ser

Gln

Val

Leu

Glu
195

Arg

252
214
PRT

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180

Val

Gly

ANLF5

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

AL ERZ RS

252

Cys

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

His

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

75

His

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

Glu Ser

Thr Val
110

Leu Lys
125

Pro Arg

Gly Asn

Tyr Ser

His Lys

190

Val Thr
205

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

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

1

2125-10186A-PF

5

10

243

15
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Asp

Val

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Arg

Ala

Asn

50

Gly

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>

211>
<212>
213>

Val Thr
20

Trp Tyr
35

Ala Lys

Ser Gly

Phe Ala

Gly Gly

100

Val Phe
1156

Ser Val

Gln Trp

Val Thr

Leu Thr
180

Glu Val
195

Arg Gly

253
214
PRT
AL

2125-10186A-PF

Ile

Gln

Thr

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

Thr

Gln

Leu

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Arg

Pro

40

Lys

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Thr

25

Gly

Gly

Leu

Gln

Glu

106

Ser

Asn

Ala

Lys

Asp

185

Leu

Ser

Lys

Val

Thr

His

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Glu

Ala

Pro

Ile

75

His

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Asn

Pro

Ser

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

244

Ile

Lys

45

Arg

Ser

Glu

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Tyr

30

Leu

Phe

Leu

Ser

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Phe

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser
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<220>
223> ANLERRZBERKFS

<400> 253

Asp Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Arg

Ala

Asn

50

Gly

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Val

Trp

35

Ala

Ser

Phe

Gly

Val

115

Ser

Gln

Val

Leu

Glu
195

Met

Thr

20

Tyr

Lys

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180

Val

2125-10186A-PF

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Pro

Arg

Pro

40

Lys

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

Ser

10

Ser

Lys

Val

Thr

His

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser

Asn

Pro

Ser

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

245

Ala

Ile

Lys

45

Arg

Ser

Asp

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Ser

Tyr

30

Leu

Phe

Leu

Ser

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Val

15

Ser

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Phe

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser
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Phe Asn Arg Gly Glu Cys

210

<210>
Q21
212>
213

<220>
<223>

<400>

254
214
PRT

NI

AT ERZRERR A

254

Asp Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys
145

Arg

Ala

Asn
50

Gly

Asp

Phe

Ser

Ala

130

Val

Val

Trp

35

Ala

Ser

Phe

Gly

Val

115

Ser

Gln

Met

Thr

20

Tyr

Lys

Gly

Ala

Gly

100

Phe

Val

Trp

2125-10186A-PF

Thr

Ile

Gln

Thr

Thr

Thr

85

Gly

Ile

Val

Lys

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Phe

Cys

Val
150

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Pro

Arg

Pro

40

Lys

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Thr

25

Gly

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

Ser

10

Ser

Lys

Val

Thr

His

90

Ile

Asp

Asn

Leu

Leu

Glu

Ala

Pro

Ile

75

His

Lys

Glu

Phe

Gln
155

Ser

Asn

Pro

Ser

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

246

Ala

Ile

Lys

45

Arg

Ser

Glu

Thr

Leu

125

Pro

Gly

Ser

Tyr

30

Leu

Phe

Leu

Asp

Val

110

Lys

Arg

Asn

Val

15

Ser

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Gly

Phe

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln
160
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Glu Ser Val Thr

Ser Thr Leu Thr
180

Ala Cys Glu Val
195

Phe Asn Arg Gly
210

<210> 255
211> 447
<212> PRT
213> ALF3

<220>

Glu

165

Leu

Thr

Glu

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

170

175

Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr

185

190

His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser

200

Cys

223> ANLERZREIKFF

<400> 255

Gln Val Gln Leu
1

Ser Val Lys Val
20

Val Ile Asn Trp
35

Gly Leu Ile Asn
50

Lys Gly Arg Val
65

Met Glu Leu Ser

Ala Arg Asp Gly
100

2125-10186A-PF

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala

40

Tyr Asn Gly
55

Ile Thr Ala
70

Leu Arg Ser

Asp Asp Gly

Ala

Ser

25

Pro

Gly

Asp

Glu

Pro
105

Glu Val Lys
10

Gly Tyr Thr

Gly Gln Gly

Thr Asp Tyr
60

Glu Ser Thr
75

Asp Thr Ala
90

Tyr Thr Met

247

205

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Gly Ala
15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
80

Tyr Cys
95

Trp Gly
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Gln Gly Thr

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys
340

2125-10186A-PF

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Trp

Glu

Val

Asn

325

Gly

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu
345

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Val

Ser

Leu

Ala

330

Pro

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

His

Val

Phe

300

Gly

Ile

Val

248

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Gly

Ser

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

Thr
350

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro
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Pro Ser Arg Glu Glu Met Thr
355

Val Lys Gly Phe Tyr Pro Ser
370 375

Gly Gln Pro Glu Asn Asn Tyr
385 390

Asp Gly Ser Phe Phe Leu Tyr
405

Trp Gln Gln Gly Asn Val Phe
420

His Asn His Tyr Thr Gln Lys
435

<210> 256
211> 214

<212> PRT
213> AILFF

<220>
223> ANTARZHERKFFS)

<400> 256

Asp Ile Gln Met Thr Gln Ser
1 5

Asp Arg Val Thr Ile Thr Cys
20

Val Ala Trp Tyr Gln Gln Lys
35

Tyr Asn Ala Lys Thr Leu Ala
50 55

Ser Gly Ser Gly Thr Asp Phe
65 70

2125-10186A-PF

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Pro

Gln

Pro
40

Lys

Thr

Asn

Ile

Thr

Lys

Cys

425

Leu

Ser

Thr

25

Gly

Gly

Leu

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

10

Ser

Lys

Val

Thr

Val

Val

Pro

395

Thr

Val

Leu

Leu

Glu

Ala

Pro

Tle
75

Ser

Glu

380

Pro

Val

Met

Ser

Ser

Asn

Pro

Ser

60

Ser

249

Leu

365

Trp

Met

Asp

His

Pro
445

Ala

Ile

Lys

45

Arg

Ser

Thr

Glu

Leu

Lys

Glu

430

Gly

Ser

Tyr

30

Leu

Phe

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Val

15

Arg

Leu

Ser

Gln

Leu

Asn

Ser

400

Arg

Leu

Gly

Phe

Ile

Gly

Pro
80
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Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His His Tyr Asp Ser Pro Leu
85 90 : 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 257
211> 445

<212> PRT
213> ALF3

<220>
223> AILERZIERKFF

<400> 257

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Ile Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

2125-10186A-PF 250
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Gly

Lys

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Leu

50

Gly

Glu

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Leu

Glu

35

Ile

Arg

Leu

Asp

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

Phe

Val

Asn

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr
260

2125-10186A-PF

Pro

Thr

Ser

85

Tyr

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Pro

245

Cys

Tyr

Ile

70

Leu

Asp

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys

230

Lys

Val

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

40

Gly

Ala

Ser

Gly

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Lys

Val

Gly

Asp

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp
265

Thr

Lys

Asp

50

Tyr

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Thr

250

Val

Ser

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Tyr

60

Thr

Ala

Met

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Met

Gln

251

45

Asn

Ser

Val

Asp

Lys

125

Gly

Pro

Thr

Val

Asn

205

Arg

Gly

Ile

Glu

Gln

Thr

Tyr

Tyr

110

Gly

Gly

Val

Phe

Val

190

Val

Lys

Pro

Ser

Lys

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg
255

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val

240

Thr

Asp Pro Glu

270
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Val Gln Phe Asn

Thr

Val
305

Cys

Ser

Pro

Val

Gly

385

Asp

. Trp

His

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
<21
212>
213>

<400>

275

Pro Arg

Thr Val

Val Ser

Thr Lys
340

Gln Glu
355

Gly Phe

Pro Glu

Ser Phe

Glu Gly

420

His Tyr
435

258
530
PRT

AN

2568

Trp

Glu

Val

Asn
325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Glu

Thr

Asn

315

Pro

Gln

Val

Val

Pro

395

Thr

Val

Leu

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu
430

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Met Met Trp Thr Trp Ala Leu Trp Met Leu Pro Ser Leu Cys Lys Phe

1

5

10

15

Ser Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr

2125-10186A-PF

252
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Tyr

Ser

His

65

Cys

Glu

Tyr

Arg

Ile

145

Arg

Lys

Pro

Lys

Glu

225

Ala

Tyr

Tyr

50

Asp

Ser

Val

Trp

Val

130

Lys

Phe

Asn

Phe

Phe

210

Ala

Asp

Arg

35

Thr

Asn

Phe

Glu

Arg

115

Lys

Pro

Arg

Arg

Thr

195

Trp

Pro

Gly

20

Lys

Gln

Cys

Phe

Ala

100

Leu

Pro

Glu

Thr

Lys

180

Glu

Ser

Cys

Arg

2125-10186A-PF

Asn

Tyr

Thr

Leu

85

Glu

Glu

Val

Leu

Val

165

Asp

Tyr

Asp

Gly

Arg
245

Leu

Thr

Thr

70

Pro

Asn

Asn

Leu

Ala

150

Asn

Lys

Val

Trp

Leu

230

Pro

Thr

Val

55

Asn

Arg

Gly

Ile

Gly

135

Pro

Ser

Asn

Ile

Ser

215

Glu

Val

Cys

40

Lys

Ser

Ile

Asp

Ala

120

Ile

Val

Thr

Gln

Ala

200

Gln

Leu

Arg

25

Thr

Arg

Ser

Thr

Gly

105

Lys

Lys

Ser

Ser

Thr

185

Leu

Glu

Trp

Leu

Trp

Thr

Thr

Ile

90

Val

Thr

Arg

Ser

Trp

170

Tyr

Arg

Lys

Arg

Leu
250

Ser

Tyr

Ser

75

Pro

Ile

Glu

Met

Asp

155

Met

Asn

Cys

Met

Val

235

Trp

Pro

Ala

60

Glu

Asp

Lys

Pro

Ile

140

Leu

Glu

Leu

Ala

Gly

220

Leu

Lys

253

Gly

45

Phe

Asn

Asn

Ser

Pro

125

Gln

Lys

Val

Thr

Val

205

Met

Lys

Lys

30

Lys

Gly

Arg

Tyr

His

110

Lys

Ile

Tyr

Asn

Gly

190

Lys

Thr

Pro

Ala

Glu

Glu

Ala

Thr

95

Met

Ile

Glu

Thr

Phe

175

Leu

Glu

Glu

Ala

Arg
255

Thr

Lys

Ser

80

Ile

Thr

Phe

Trp

Leu

160

Ala

Gln

Ser

Glu

Glu

240

Gly

o
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Ala Pro Val

Glu

Leu

Tyr

305

Ile

Ala

Asn

Thr

Gln

385

Met

Lys

Gly

Arg

Gly

465

Leu

Ser

Glu

290

Asn

Gln

Glu

Thr

Leu

370

Asp

Leu

Glu

Val

Lys

450

Lys

Glu

Asn

275

Leu

Ser

Glu

Asp

Trp

355

Ser

Lys

His

Gly

Lys

435

Gly

Gly

Ser

Leu

260

Thr

His

Leu

Lys

Gln

340

Met

Trp

Leu

Asp

Val

420

Thr

Ile

Phe

Leu

2125-10186A-PF

Glu

Asn

Leu

Gly

Ser

325

Leu

Ile

Glu

Lys

Lys

405

Pro

Val

Ile

Ser

Lys
485

Lys

Leu

Gly

Lys

310

Phe

Val

Glu

Ser

Pro

390

Val

Ser

Thr

Cys

Lys

470

Arg

Thr

Thr

Gly

295

Ser

Gln

Val

Trp

Val

375

Phe

Gly

Glu

Ile

Asn

455

Thr

Lys

Leu

Glu

280

Glu

Pro

Cys

Lys

Phe

360

Ser

Trp

Glu

Gly

Thr

440

Tyr

Val

Thr

Gly

265

Thr

Ser

Val

Ile

Trp

345

Pro

Gln

Cys

Pro

Pro

425

Trp

Thr

Asn

Ser

Tyr

Met

Phe

Ala

Glu

330

Gln

Asp

Ala

Tyr

Tyr

410

Glu

Lys

Ile

Ser

Tyr
490

Asn

Asn

Trp

Thr

315

Val

Ser

Val

Thr

Asn

395

Ser

Thr

Glu

Phe

Ser

475

Ile

Ile

Thr

Val

300

Leu

Met

Ser

Asp

Asn

380

Ile

Ile

Lys

Ile

Tyr

460

Ile

Val

254

Trp

Thr

285

Ser

Arg

Gln

Ala

Ser

365

Ser

Gln

Val

Pro

445

Gln

Leu

Gln

Tyr

270

Asn

Met

Ile

Ala

Leu

350

Glu

Thr

Val

Ala

Glu

430

Lys

Ala

Gln

Val

Tyr

Gln

Ile

Pro

Cys

335

Asp

Pro

Ile

Tyr

Tyr

415

Asn

Ser

Glu

Tyr

Met
495

Pro

Gln

Ser

Ala

320

Val

Val

Thr

Gln

Pro

400

Ala

Ile

Glu

Gly

Gly

480

Ala
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Ser Thr Ser Ala Gly Gly Thr Asn Gly Thr Ser Ile Asn Phe Lys Thr

500

505

510

Leu Ser His His His His His His Glu Gln Lys Leu Ile Ser Glu Glu

Asp Leu
530

210>
21>
<212>
213>

<400>

Met Trp
1

Leu Ala

Phe Asp

Asp Thr

50

Tyr Ser

65

Ala Met

Asp Gly

Ala Lys

Arg Met
130

515

259
517
PRT

/N

259

Thr

Val

Arg

35

Ser

Asp

Pro

Lys

Thr

115

Phe

Leu

Leu

20

Asn

Tyr

Asn

Pro

Val

100

Glu

Gln

2125-10186A-PF

Ala

Pro

Leu

Ile

Ala

Asp

85

Lys

Pro

Ile

Leu

Thr

Thr

Val

Thr

70

Ile

Ser

Pro

Gln

Trp

Lys

Cys

Thr

55

Glu

Cys

Asp

Ile

Trp
135

520

Ala

Pro

Thr

40

Leu

Ala

Ser

Ile

Ile

120

Lys

Phe

Glu

25

Trp

Thr

Ser

Val

Thr

105

Leu

Pro

Ser

10

Asn

Arg

Tyr

Tyr

Glu

90

Tyr

Ser

Arg

Phe

Ile

Pro

Ser

Ser

75

Val

Trp

Val

Glu

Leu

Ser

Glu

Tyr

60

Phe

Gln

His

Asn

Lys
140

255

525

Cys

Cys

Lys

45

Gly

Pro

Ala

Leu

Pro

125

Thr

Lys

Val

30

Glu

Lys

Arg

Gln

Ile

110

Ile

Arg

Phe

15

Phe

Thr

Ser

Ser

Asn

95

Ser

Cys

Gly

Ser

Tyr

Asn

Asn

Cys

80

Gly

Ile

Asn

Phe

a8y
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Pro Leu Val

145

Thr

Leu

Asp

Met

Ala

225

Arg

Phe

Gln

Thr

Pro

305

Tyr

Ala

Lys

Thr

Glu

Gln

Ser

Glu

210

Asp

Gly

Ala

Gln

Ser

290

Asp

Ile

Val

Phe

Ile
370

Val

Ala

Arg

195

Glu

Met

Ala

Glu

Tyr

275

Phe

Val

Ala

Asp

Pro

355

Glu

Cys

Asn

Phe

180

Tyr

Val

Asn

Pro

Asn

260

Glu

Asn

His

Glu

Thr

340

Ala

Gln

2125-10186A-PF

Met

Phe

165

Thr

Trp

Pro

Gly

Val

245

Ser

Leu

Ser

Glu

Pro

325

Trp

Leu

Asp

Leu

150

Glu

Glu

Ser

His

Asp

230

Leu

Thr

Leu

Leu

Lys

310

Leu

Ile

Ser

Lys

Arg

Asn

Tyr

Lys

Val

215

Arg

Glu

Asn

Leu

Gly

295

Thr

Leu

Val

Trp

Leu
375

Phe

Cys

Val

Trp

200

Leu

Lys

Lys

Leu

Met

280

Lys

Phe

Val

Glu

Glu

360

Lys

Arg

Lys

Leu

185

Ser

Asp

Val

Thr

Thr

265

Ser

Ser

Gln

Val

Trp

345

Ser

Pro

Thr

Gln

170

Ala

Lys

Leu

Arg

Phe

250

Glu

Gln

Gln

Tyr

Asn

330

Leu

Val

Phe

Val

155

Val

Leu

Glu

Trp

Leu

23b

Gly

Ile

Ala

Glu

Ile

315

Trp

Pro

Ser

Thr

Asn

Cys

Arg

Glu

Arg

220

Leu

Tyr

Asn

His

Thr

300

Lys

Gln

Glu

Gln

Cys

380

256

Ser

Asn

Phe

Thr

205

Ile

Trp

His

Asn

Ser

285

Ile

Ser

Ser

Ala

Val

365

Tyr

Ser

Leu

Arg

190

Arg

Leu

Lys

Ile

Ile

270

Val

Leu

Met

Ser

Ala

350

Thr

Asn

Arg

Thr

175

Phe

Val

Glu

Lys

Gln

255

Thr

Ser

Arg

Gln

Ile

335

Met

Asn

Ile

Trp

160

Gly

Asn

Thr

Pro

Ala

240

Tyr

Thr

Val

Ile

Ala

320

Pro

Ser

Trp

Ser



201634479

Val Tyr Pro Val Leu Gly His Arg Val Gly Glu Pro Tyr Ser Ile Gln
385 390 395 400

Ala Tyr Ala Lys Glu Gly Thr Pro Leu Lys Gly Pro Glu Thr Arg Val
405 410 415

Glu Asn Ile Gly Leu Arg Thr Ala Thr Ile Thr Trp Lys Glu Ile Pro
420 425 430

Lys Ser Ala Arg Asn Gly Phe Ile Asn Asn Tyr Thr Val Phe Tyr Gln
435 440 445

Ala Glu Gly Gly Lys Glu Leu Ser Lys Thr Val Asn Ser His Ala Leu
450 455 460

Gln Cys Asp Leu Glu Ser Leu Thr Arg Arg Thr Ser Tyr Thr Val Trp
465 470 475 480

Val Met Ala Ser Thr Arg Ala Gly Gly Thr Asn Gly Val Arg Ile Asn
485 490 495

Phe Lys Thr Leu Ser His His His His His His Glu Gln Lys Leu Ile
500 505 510

Ser Glu Glu Asp Leu
515

<210> 260
<211> 531
<212> PRT
213> ANIFF3I

<220>
223> ANILEmRZIEREFS!

<400> 260

Met Met Trp Thr Trp Ala Leu Trp Met Leu Pro Ser Leu Cys Lys Phe
1 5 10 15

Ser Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr
20 25 30

2125-10186A-PF 257
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Tyr Tyr Arg

Ser

His

65

Cys

Glu

Tyr

Arg

Ile

145

Arg

Lys

Pro

Lys

Glu

225

Met

Ala

Tyr

50

Asp

Ser

Val

Trp

Val

130

Lys

Phe

Asn

Phe

Phe

210

Ala

Asn

Pro

35

Thr

Asn

Phe

Glu

Arg

115

Lys

Pro

Arg

Arg

Thr

195

Trp

Pro

Gly

Val

Lys

Gln

Cys

Phe

Ala

100

Leu

Pro

Glu

Thr

Lys

180

Glu

Ser

His

Asp

Leu
260

2125-10186A-PF

Asn

Tyr

Thr

Leu

85

Glu

Glu

Val

Leu

Val

165

Asp

Tyr

Asp

Val

Arg

245

Glu

Leu

Thr

Thr

70

Pro

Asn

Asn

Leu

Ala

150

Asn

Lys

Val

Trp

Leu

230

Lys

Lys

Thr

Val

55

Asn

Arg

Gly

Ile

Gly

135

Pro

Ser

Asn

Ile

Ser

215

Asp

Val

Thr

Cys

40

Lys

Ser

Ile

Asp

Ala

120

Ile

Val

Thr

Gln

Ala

200

Gln

Leu

Arg

Phe

Thr

Arg

Ser

Thr

Gly

105

Lys

Lys

Ser

Ser

Thr

185

Leu

Glu

Trp

Leu

Gly
265

Trp

Thr

Thr

Ile

90

Val

Thr

Arg

Ser

Trp

170

Tyr

Arg

Lys

Arg

Leu

250

Tyr

Ser

Tyr

Ser

75

Pro

Ile

Glu

Met

Asp

155

Met

Asn

Cys

Met

Ile

235

Trp

His

Pro

Ala

60

Glu

Asp

Lys

Pro

Ile

140

Leu

Glu

Leu

Ala

Gly

220

Leu

Lys

Ile

258

Gly

45

Phe

Asn

Asn

Ser

Pro

125

Gln

Lys

Val

Thr

Val

205

Met

Glu

Lys

Gln

Lys

Gly

Arg

Tyr

His

110

Lys

Ile

Tyr

Asn

Gly

190

Lys

Thr

Pro

Ala

Tyr
270

Glu

Glu

Ala

Thr

95

Met

Ile

Glu

Thr

Phe

175

Leu

Glu

Glu

Ala

Arg

255

Phe

Thr

Lys

Ser

80

Ile

Thr

Phe

Trp

Leu

160

Ala

Gln

Ser

Glu

Asp

240

Gly

Ala
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Glu

Tyr

Phe

305

Val

Ala

Asp

Pro

Glu

385

Pro

Ala

Ile

Ala

Gly

465

Asp

Ala

Asn

Glu

290

Asn

His

Glu

Thr

Ala

370

Gln

Val

Lys

Gly

Arg

450

Gly

Leu

Ser

275

Leu

Ser

Glu

Pro

Trp

355

Leu

Asp

Leu

Glu

Leu

435

Asn

Lys

Glu

Thr

Leu

Leu

Lys

Leu

340

Ile

Ser

Lys

Gly

Gly

420

Arg

Gly

Glu

Ser

Ser Thr Arg

2125-10186A-PF

Asn

Leu

Gly

Thr

325

Leu

Val

Trp

Leu

His

405

Thr

Thr

Phe

Leu

Leu

485

Ala

Leu

Met

Lys

310

Phe

Val

Glu

Glu

Lys

390

Arg

Pro

Ala

Ile

Ser

470

Thr

Gly

Thr

Ser

295

Ser

Gln

Val

Trp

Ser

375

Pro

Val

Leu

Thr

Asn

455

Lys

Arg

Gly

Glu

280

Gln

Gln

Tyr

Asn

Leu

360

Val

Phe

Gly

Lys

Ile

440

Asn

Thr

Arg

Thr

Ile

Ala

Glu

Ile

Trp

345

Pro

Ser

Thr

Glu

Gly

425

Thr

Tyr

Val

Thr

Asn

Asn

His

Thr

Lys

330

Gln

Glu

Gln

Cys

Pro

410

Pro

Trp

Thr

Asn

Ser

490

Gly

Asn

Ser

Ile
315

Ser

Ser

Ala

Val

Tyr

395

Tyr

Glu

Lys

Val

Ser

475

Tyr

Val

Ile

Val

300

Leu

Met

Ser

Ala

Thr

380

Asn

Ser

Thr

Glu

Phe
460

His

Thr

Arg

259

Thr

285

Ser

Arg

Gln

Ile

Met

365

Asn

Ile

Ile

Arg

Ile

445

Tyr

Ala

Val

Ile

Thr

Val

Ile

Ala

Pro

350

Ser

Trp

Ser

Gln

Val

430

Pro

Gln

Leu

Trp

Asn

Gln

Thr

Pro

Tyr

335

Ala

Lys

Thr

Val

Ala

415

Glu

Lys

Ala

Gln

Val

495

Phe

Gln

Ser

Asp

320

Ile

Val

Phe

Ile

Tyr

400

Tyr

Asn

Ser

Glu

Cys

480

Met

Lys

L%
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500

505

510

Thr Leu Ser His His His His His His Glu Gln Lys Leu Ile Ser Glu

515

Glu Asp Leu

530

210>
<21
<212>
213>

<220>
223>

<400>

261
516
PRT
ANLFF3

AN LA HERRFFS

261

Met Trp Thr Leu

1

Leu

Phe

Asp

Tyr

65

Ala

Asp

Ala

Arg

Ala

Asp

Thr

50

Ser

Met

Gly

Lys

Met
130

Val Leu
20

Arg Asn
35

Ser Tyr

Asp Asn

Pro Pro

Lys Val
100

Thr Glu
115

Phe Gln

2125-10186A-PF

Ala

Pro

Leu

Ile

Ala

Asp

85

Lys

Pro

Ile

Leu

Thr

Thr

Val

Thr

70

Ile

Ser

Pro

Gln

Trp

Lys

Cys

Thr

55

Glu

Cys

Asp

Ile

Trp
135

520

Ala

Pro

Thr

40

Leu

Ala

Ser

Ile

Ile
120

Lys

Phe

Glu

25

Trp

Thr

Ser

Val

Thr

105

Leu

Pro

Ser

10

Asn

Arg

Tyr

Tyr

Glu

90

Tyr

Ser

Arg

Phe

Ile

Pro

Ser

Ser

75

Val

Trp

Val

Glu

Leu

Ser

Glu

Tyr

60

Phe

Gln

His

Asn

Lys

140

260

525

Cys

Cys

Lys

45

Gly

Pro

Ala

Leu

Pro

125

Thr

Lys Phe
15

Val Phe
30

Glu Thr

Lys Ser

Arg Ser

Gln Asn
95

Ile Ser
110

Ile Cys

Arg Gly

Ser

Tyr

Asn

Asn

Cys

80

Gly

Ile

Asn

Phe
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Pro

145

Thr

Leu

Asp

Met

Ala

225

Arg

Tyr

Gln

Ile

Pro

305

Cys

Asp

Pro

Leu

Glu

Gln

Ser

Glu

210

Glu

Gly

Pro

Gln

Ser

290

Ala

Val

Val

Thr

Val

Val

Ala

Arg

195

Glu

Ala

Ala

Glu

Leu

275

Tyr

Ile

Ala

Asn

Thr
355

Cys

Asn

Phe

180

Tyr

Val

Asp

Pro

Ser

260

Glu

Asn

Gln

Glu

Thr

340

Leu

Ile Gln Gln Asp

2125-10186A-PF

Met

Phe

165

Thr

Trp

Pro

Gly

Val

245

Asn

Leu

Ser

Glu

Asp

325

Trp

Ser

Lys

Leu
150

Glu

Glu

Ser

Cys

Arg

230

Leu

Thr

His

Leu

Lys

310

Gln

Met

Trp

Leu

Arg

Asn

Tyr

Lys

Gly

215

Arg

Glu

Asn

Leu

Gly

295

Ser

Leu

Ile

Glu

Lys

Phe

Cys

Val

Trp

200

Leu

Pro

Lys

Leu

Gly

280

Lys

Phe

Val

Glu

Ser

360

Pro

Arg

Lys

Leu

185

Ser

Glu

Val

Thr

Thr

265

Gly

Ser

Gln

Val

Trp

345

Val

Phe

Thr

Gln

170

Ala

Lys

Leu

Arg

Leu

250

Glu

Glu

Pro

Cys

Lys

330

Phe

Ser

Trp

Val

155

Val

Leu

Glu

Trp

Leu

235

Gly

Thr

Ser

Val

Ile

315

Trp

Pro

Gln

Cys

Asn

Cys

Arg

Glu

Arg

220

Leu

Tyr

Met

Phe

Ala

300

Glu

Gln

Asp

Ala

Tyr

261

Ser

Asn

Phe

Thr

205

Val

Trp

Asn

Asn

Trp

285

Thr

Val

Ser

Val

Thr

365

Asn

Ser

Leu

Arg

190

Arg

Leu

Lys

Ile

Thr

270

Val

Leu

Met

Ser

Asp

350

Asn

Ile

Arg

Thr

175

Phe

Val

Lys

Lys

Trp

255

Thr

Ser

Arg

Gln

Ala

335

Ser

Trp

Ser

Trp

160

Gly

Asn

Thr

Pro

Ala

240

Tyr

Asn

Met

Ile

Ala

320

Leu

Glu

Thr

Val
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370 375 380

Tyr Pro Met Leu His Asp Lys Val Gly Glu Pro Tyr Ser Ile Gln Ala
385 390 395 400

Tyr Ala Lys Glu Gly Val Pro Ser Glu Gly Pro Glu Thr Lys Val Glu
405 410 415

Asn Ile Gly Val Lys Thr Val Thr Ile Thr Trp Lys Glu Ile Pro Lys
420 425 430

Ser Glu Arg Lys Gly Ile Ile Cys Asn Tyr Thr Ile Phe Tyr Gln Ala
435 440 445

Glu Gly Gly Lys Gly Phe Ser Lys Thr Val Asn Ser Ser Ile Leu Gln
450 455 460

Tyr Gly Leu Glu Ser Leu Lys Arg Lys Thr Ser Tyr Ile Val Gln Val
465 470 475 480

Met Ala Ser Thr Ser Ala Gly Gly Thr Asn Gly Thr Ser Ile Asn Phe
485 490 495

Lys Thr Leu Ser His His His His His His Glu Gln Lys Leu Ile Ser
500 505 510

Glu Glu Asp Leu
515

<210> 262
211> 524
<212> PRT
213> ALF3

<220>
223> ANTLARRZIERLF5

<400> 262

Met Met Trp Thr Trp Ala Leu Trp Met Leu Pro Ser Leu Cys Lys Phe
1 5 10 15

Ser Leu Ala Ala Leu Pro Ala Lys Pro Glu Asn Ile Ser Cys Val Tyr
20 25 30

2125-10186A-PF 262
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Tyr

Ser

His

65

Cys

Glu

Tyr

Ser

Arg

145

Thr

Gln

Ala

Lys

Leu

225

Arg

Phe

Tyr

Tyr

50

Asp

Ser

Val

Trp

Val

130

Glu

Val

Val

Leu

Glu

210

Trp

Leu

Arg

35

Thr

Asn

Phe

Glu

Arg

115

Asn

Lys

Asn

Cys

Arg

195

Glu

Arg

Leu

Lys

Gln

Cys

Phe

Ala

100

Leu

Pro

Thr

Ser

Asn

180

Phe

Thr

Ile

Trp

Gly Tyr His

2125-10186A-PF

Asn

Tyr

Thr

Leu

85

Glu

Glu

Ile

Arg

Ser

165

Leu

Arg

Arg

Leu

Lys

245

Ile

Leu

Thr

Thr

70

Pro

Asn

Asn

Cys

Gly

150

Arg

Thr

Phe

Val

Glu

230

Lys

Gln

Thr

Val

55

Asn

Arg

Gly

Ile

Asn

135

Phe

Trp

Gly

Asn

Thr
215

Pro

Ala

Tyr

Cys

40

Lys

Ser

Ile

Asp

Ala

120

Arg

Pro

Thr

Leu

Asp

200

Met

Ala

Arg

Phe

Thr

Arg

Ser

Thr

Gly

105

Lys

Met

Leu

Glu

Gln

185

Ser

Glu

Asp

Gly

Ala

Trp

Thr

Thr

Ile

90

Val

Thr

Phe

Val

Val

170

Ala

Arg

Glu

Met

Ala

250

Glu

Ser

Tyr

Ser

75

Pro

Ile

Glu

Gln

Cys

155

Asn

Phe

Tyr

Val

Asn

235

Pro

Asn

Pro

Ala

60

Glu

Asp

Lys

Pro

Ile

140

Met

Phe

Thr

Trp

Pro

220

Gly

Val

Ser

263

Gly

45

Phe

Asn

Asn

Ser

Pro

125

Gln

Leu

Glu

Glu

Ser

205

His

Asp

Leu

Thr

Lys

Gly

Arg

Tyr

His

110

Ile

Trp

Arg

Asn

Tyr

190

Lys

Val

Arg

Glu

Asn

Glu

Glu

Ala

Thr

95

Met

Ile

Lys

Phe

Cys

175

Val

Trp

Leu

Lys

Lys

255

Leu

Thr

Lys

Ser

80

Ile

Thr

Leu

Pro

Arg

160

Lys

Leu

Ser

Asp

Val

240

Thr

Thr

T

L7
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Glu

Gln

Gln

306

Tyr

Asn

Leu

Val

Phe

385

Gly

Lys

Ile

Asn

Thr

465

Arg

Ile

Ala

290

Glu

Ile

Trp

Pro

Ser

370

Thr

Glu

Gly

Thr

Tyr

450

Val

Thr

Asn

275

His

Thr

Lys

Gln

Glu

355

Gln

Cys

Pro

Pro

Trp

435

Thr

Asn

Ser

260

Asn

Ser

Ile

Ser

Ser

340

Ala

Val

Tyr

Tyr

Glu

420

Lys

Val

Ser

Tyr

2125-10186A-PF

Ile

Val

Leu

Met

325

Ser

Ala

Thr

Asn

Ser

405

Thr

Glu

Phe

His

Thr
485

Thr

Ser

Arg

310

Gln

Ile

Met

Asn

Ile

390

Ile

Arg

Ile

Tyr

Ala

470

Val

Thr

Val

295

Ile

Ala

Pro

Ser

Trp

375

Ser

Gln

Val

Pro

Gln

455

Leu

Trp

Gln

280

Thr

Pro

Tyr

Ala

Lys

360

Thr

Val

Ala

Glu

Lys

440

Ala

Gln

Val

265

Gln

Ser

Asp

Ile

Val

345

Phe

Ile

Tyr

Tyr

Asn

425

Ser

Glu

Cys

Met

Tyr

Phe

Val

Ala

330

Asp

Pro

Glu

Pro

Ala

410

Ile

Ala

Gly

Asp

Ala
490

Glu

Asn

His

315

Glu

Thr

Ala

Gln

Val

395

Lys

Gly

Arg

Gly

Leu

475

Ser

Leu

Ser

300

Glu

Pro

Trp

Leu

Asp

380

Leu

Glu

Leu

Asn

Lys

460

Glu

Thr

264

Leu

285

Leu

Lys

Leu

Ile

Ser

365

Lys

Gly

Gly

Arg

Gly

445

Glu

Ser

270

Leu

Gly

Thr

Leu

Val

350

Trp

Leu

His

Thr

Thr

430

Phe

Leu

Leu

Met

Lys

Phe

Val

335

Glu

Glu

Lys

Arg

Pro

415

Ala

Ile

Ser

Thr

Arg Ala Gly

495

Ser

Ser

Gln

320

Val

Trp

Ser

Pro

Val

400

Leu

Thr

Asn

Lys

Arg

480

Gly
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Thr Asn Gly Val Arg Ile Asn Phe Lys Thr Leu Ser His His His His

500

505

His His Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu

<210>
21
212>
213>

<220>
223>

<400>

515

263
524
PRT

AIF5I

AT ERZBRKAFS

263

Met Trp Thr

1

Leu

Phe

Asp

Tyr

65

Ala

Asp

Ala

Ile

Ala

Asp

Thr

50

Ser

Met

Gly

Lys

Lys
130

Val

Arg

35

Ser

Asp

Pro

Lys

Thr

115

Arg

Leu

Leu

20

Asn

Tyr

Asn

Pro

Val

100

Glu

Met

Val Ser Ser Asp

2125-10186A-PF

Ala

Pro

Leu

Ile

Ala

Asp

85

Lys

Pro

Ile

Leu

Leu

Thr

Thr

Val

Thr

70

Ile

Ser

Pro

Gln

Lys

Trp

Lys

Cys

Thr

55

Glu

Cys

Asp

Lys

Ile

135

Tyr

520

Ala

Pro

Thr

40

Leu

Ala

Ser

Ile

Ile

120

Glu

Thr

Phe

Glu

25

Trp

Thr

Ser

Val

Thr

105

Phe

Trp

Leu

Ser

10

Asn

Arg

Tyr

Tyr

Glu

90

Tyr

Arg

Ile

Arg

Phe

Ile

Pro

Ser

Ser

75

Val

Trp

Val

Lys

Phe

Leu

Ser

Glu

Tyr

60

Phe

Gln

His

Lys

Pro

140

Arg

265

Cys

Cys

Lys

45

Gly

Pro

Ala

Leu

Pro

125

Glu

Thr

510

Lys

Val

30

Glu

Lys

Arg

Gln

Ile

110

Val

Leu

Val

Phe Ser

15

Phe Tyr

Thr Asn

Ser Asn

Ser Cys

80

Asn Gly

95

Ser Ile

Leu Gly

Ala Pro

Asn Ser
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145

Thr

Gln

Ala

Gln

Leu

225

Arg

Phe

Glu

Gln

Gln

305

Tyr

Asn

Leu

Val

Ser

Thr

Leu

Glu

210

Trp

Leu

Gly

Ile

Ala

290

Glu

Ile

Trp

Pro

Ser
370

Trp

Tyr

Arg

195

Lys

Arg

Leu

Tyr

Asn

275

His

Thr

Lys

Gln

Glu

355

Gln

Met

Asn

180

Cys

Met

Ile

Trp

His

260

Asn

Ser

Ile

Ser

Ser

340

Ala

Val

2125-10186A-PF

Glu

165

Leu

Ala

Gly

Leu

Lys

245

Ile

Ile

Val

Leu

Met

325

Ser

Ala

Thr

150

Val

Thr

Val

Met

Glu

230

Lys

Gln

Thr

Ser

Arg

310

Gln

Ile

Met

Asn

Asn

Gly

Lys

Thr

215

Pro

Ala

Tyr

Thr

Val

295

Ile

Ala

Pro

Ser

Trp
375

Phe

Leu

Glu

200

Glu

Ala

Arg

Phe

Gln

280

Thr

Pro

Tyr

Ala

Lys

360

Thr

Ala

Gln

185

Ser

Glu

Asp

Gly

Ala

265

Gln

Ser

Asp

Ile

Val

345

Phe

Ile

Lys

170

Pro

Lys

Glu

Met

Ala

250

Glu

Tyr

Phe

Val

Ala

330

Asp

Pro

Glu

165

Asn

Phe

Phe

Ala

Asn

235

Pro

Asn

Glu

Asn

His

315

Glu

Thr

Ala

GIn

Arg

Thr

Trp

Pro

220

Gly

Val

Ser

Leu

Ser

300

Glu

Pro

Trp

Leu

Asp
380

266

Lys

Glu

Ser

205

His

Asp

Leu

Thr

Leu

285

Leu

Lys

Leu

Ile

Ser

365

Lys

Asp

Tyr

190

Asp

Val

Glu

Asn

270

Leu

Gly

Thr

Leu

Val

350

Trp

Leu

Lys

175

Val

Trp

Leu

Lys

Lys

255

Leu

Met

Lys

Phe

Val

335

Glu

Glu

Lys

160

Asn

Ile

Ser

Asp

Val

240

Thr

Thr

Ser

Ser

Gln

320

Val

Trp

Ser

Pro
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Phe

385

Gly

Lys

Ile

Asn

Thr

465

Arg

Thr

His

Thr

Glu

Gly

Thr

Tyr

450

Val

Thr

Asn

His

<210>
<211>
212>
<213>

<220>
223>

<400>

Cys

Pro

Pro

Trp
435

Thr

Asn

Ser

Gly

Glu

515

264
523
PRT

Tyr

Tyr

Glu
420

Lys

Val

Ser

Tyr

Val

500

Gln

ANLFF5

Asn

Ser

405

Thr

Glu

Phe

His

Thr
485

Arg

Lys

Ile
390

Ile

Arg

Ile

Tyr

Ala

470

Val

Ile

Leu

Ser

Gln

Val

Pro

Gln

455

Leu

Trp

Asn

Ile

AL ERZBERKFS

264

Val

Ala

Glu

Lys

440

Ala

Gln

Val

Phe

Ser
520

Met Trp Thr Leu Ala Leu Trp Ala

1

5

Leu Ala Val Leu Pro Thr Lys Pro

20

Tyr

Tyr

Asn

425

Ser

Glu

Cys

Met

Lys
505

Glu

Phe

Glu
25

Phe Asp Arg Asn Leu Thr Cys Thr Trp

2125-10186A-PF

Pro

Ala

410

Ile

Ala

Gly

Asp

Ala

490

Thr

Glu

Val

395

Lys

Gly

Arg

Gly

Leu

475

Ser

Leu

Asp

Leu

Glu

Leu

Asn

Lys

460

Glu

Thr

Ser

Leu

Gly

Gly

Arg

Gly

445

Glu

Ser

His

His Arg

Thr Pro
415

Thr Ala
430

Phe Ile

Leu Ser

Leu Thr

Ala Gly

495

His His
510

Val

400

Leu

Thr

Asn

Lys

Arg

480

Gly

His

Ser Phe Leu Cys Lys Phe Ser

10

15

Asn Ile Ser Cys Val Phe Tyr

30

Arg Pro Glu Lys Glu Thr Asn

267

o
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Asp

Tyr

65

Ala

Asp

Ala

Ile

Val

145

Thr

Gln

Ala

Gln

Leu

225

Arg

Leu

Thr

50

Ser

Met

Gly

Lys

Lys

130

Ser

Ser

Thr

Leu

Glu

210

Trp

Leu

Gly

35

Ser

Asp

Pro

Lys

Thr

115

Arg

Ser

Trp

Tyr

Arg

195

Lys

Arg

Leu

Tyr

Tyr

Asn

Pro

Val

100

Glu

Met

Asp

Met

Asn

180

Cys

Met

Val

Trp

Asn
260

2125-10186A-PF

Ile

Ala

Asp

85

Lys

Pro

Ile

Leu

Glu

165

Leu

Ala

Gly

Leu

Lys

245

Ile

Val

Thr

70

Ile

Ser

Pro

Gln

Lys

150

Val

Thr

Val

Met

Lys

230

Lys

Trp

Thr

55

Glu

Cys

Asp

Lys

Ile

135

Tyr

Asn

Gly

Lys

Thr

215

Pro

Ala

Tyr

40

Leu

Ala

Ser

Ile

Ile

120

Glu

Thr

Phe

Leu

Glu

200

Glu

Ala

Arg

Tyr

Thr

Ser

Val

Thr

105

Phe

Trp

Leu

Ala

Gln

185

Ser

Glu

Glu

Gly

Pro
265

Tyr

Tyr

Glu

90

Tyr

Arg

Ile

Arg

Lys

170

Pro

Lys

Glu

Ala

Ala

250

Glu

Ser

Ser

75

Val

Trp

Val

Lys

Phe

155

Asn

Phe

Phe

Ala

Asp

235

Pro

Ser

Tyr

60

Phe

Gln

His

Lys

Pro

140

Arg

Arg

Thr

Trp

Pro

220

Gly

Val

Asn

268

45

Gly

Pro

Ala

Leu

Pro

126

Glu

Thr

Lys

Glu

Ser

205

Cys

Arg

Leu

Thr

Lys

Arg

Gln

Ile

110

Val

Leu

Val

Asp

Tyr

190

Asp

Gly

Arg

Glu

Asn
270

Ser

Ser

Asn

95

Ser

Leu

Ala

Asn

Lys

175

Val

Trp

Leu

Pro

Lys

255

Leu

Asn

Cys

80

Gly

Ile

Gly

Pro

Ser

160

Asn

Ile

Ser

Glu

Val

240

Thr

Thr
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Glu

Glu

Pro

305

Cys

Lys

Phe

Ser

Trp

385

Glu

Gly

Thr

Tyr

Val

465

Thr

Asn

Thr

Ser

290

Val

Ile

Trp

Pro

Gln

370

Cys

Pro

Pro

Trp

Thr

450

Asn

Ser

Gly

Met

275

Phe

Ala

Glu

Gln

Asp

356

Ala

Tyr

Tyr

Glu

Lys

435

Ile

Ser

Tyr

Thr

Asn

Trp

Thr

Val

Ser

340

Val

Thr

Asn

Ser

Thr

420

Glu

Phe

Ser

Ile

Ser
500

2125-10186A-PF

Thr

Val

Leu

Met
325

Ser

Asp

Asn

Ile

Ile

405

Lys

Ile

Tyr

Ile

Val

485

Ile

Thr

Ser

Arg

310

Gln

Ala

Ser

Trp

Ser

390

Gln

Val

Pro

Gln

Leu

470

Gln

Asn

Asn

Met

295

Ile

Ala

Leu

Glu

Thr

375

Val

Ala

Glu

Lys

Ala

455

Gln

Val

Phe

Gln
280

Ile

Pro

Cys

Asp

Pro

360

Ile

Tyr

Tyr

Asn

Ser

440

Glu

Tyr

Met

Lys

Gln

Ser

Ala

Val

Val

345

Thr

Gln

Pro

Ala

Ile

425

Glu

Gly

Gly

Ala

Thr
505

Leu

Tyr

Ile

Ala

330

Asn

Thr

Gln

Met

Lys

410

Gly

Arg

Gly

Leu

Ser

490

Leu

Glu

Asn

Gln

315

Glu

Thr

Leu

Asp

Leu

395

Glu

Val

Lys

Lys

Glu

475

Thr

Ser

Leu

Ser

300

Glu

Asp

Trp

Ser

Lys

380

His

Gly

Lys

Gly

Gly

460

Ser

Ser

His

269

His

285

Leu

Lys

Gln

Met

Trp

365

Leu

Asp

Val

Thr

Ile

445

Phe

Leu

Ala

His

Leu

Gly

Ser

Leu

Ile

350

Glu

Lys

Lys

Pro

Val

430

Ile

Ser

Lys

Gly

His
510

Gly

Lys

Phe

Val

335

Glu

Ser

Pro

Val

Ser

415

Thr

Cys

Lys

Arg

Gly

495

His

Gly

Ser

Gln

320

Val

Trp

Val

Phe

Gly

400

Glu

Ile

Asn

Thr

Lys

480

Thr

His
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His Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu
515 520

<210> 265
211> 12

<212> PRT
213> ANLF3

<220>
223> ANILERZHERKFSI

<400> 265
Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Asp Tyr

1 5 10

<210> 266
211> 12

<212> PRT
213> ALF3

<220>
223> ANLERZIERLF5

<400> 266
Asp Gly Tyr Asp Asp Gly Pro Tyf Thr Leu Glu Thr

1 5 10

<210> 267
Q11> 12

<212> PRT
213> ATF3

<220>
223> ANTLAmZHERF5

<400> 267

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Met Glu Thr
1 5 10

2125-10186A-PF 270
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<210> 268
eI 12
<212> PRT
213> ALF3

<220>
223> ANTLARZBERLFF

<400> 268

Asp Gly Leu Asp Asp Gly Pro Tyr Thr Met Glu Thr
1 5 10

<210> 269
Q211> 12

<212> PRT
213> ANLF3

<220>
223> ANLERZBERKFS

<400> 269

Asp Gly Leu Asp Asp Gly Pro Tyr Thr Met Glu Ser
1 5 10

<210> 270
211> 5

<212> PRT
213> ATLF3

<220>
223> ANTLERRZHERKF3

<400> 270

Gly Tyr Ile Met Asn
1 5

2125-10186A-PF 271
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<210> 271
211> 17

<212> PRT
213> ALF7

<220>
223> ANIARZHERKRFS

<400> 271

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 272
211> 5

<212> PRT
213> ALFF

<220>
223> ANILERZIERRFS

<400> 272
Gly Tyr Val Met Asn

1 5

210> 273
2lL> 5

<212> PRT
213> ANILF3

<220>
223> ANLERZHERKFFS

<400> 273

Gly Tyr Ile Ile Asn
1 5

2125-10186A-PF 272
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210> 274
211> 5

<212> PRT
213> AR5

<2205
223> AL ERZBERKFEF

<400> 274
Gly Tyr Ile Leu Asn

1 5

<210> 275
211> 17

<212> PRT
213> ALFFI

<220>
223> ATLERZRERKFFFI

<400> 275
Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Gln Lys Phe Lys

1 5 10 15

Gly

<210> 276
Q11> 17

<212> PRT
213> ALF3

220>
223> AT ARZBERKFS

<400> 276

E5T

2125-10186A-PF 273
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Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Pro Lys Phe Lys
| 5 10 15

Gly

<210> 277
Q21 11

<212> PRT
213> A3

<220>
223> NI ERZHERLFS

<400> 277

Arg Thr Ser Glu Asn Ile Tyr Ser Phe Leu Ala
1 5 10

<210> 278
211> 9

<212> PRT
213> A3

<220>
223> ANILERZHERKFF

<400> 278
Gln His His Tyr Glu Ser Pro Leu Thr

1 5

<210> 279
211> 11

<212> PRT
213> ALF3I

<220>
223> ANILERRZIERKFF

2125-10186A-PF 274
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<400> 279

Arg Thr Ser Glu Asn Ile Tyr Arg Phe Leu Ala
1 5 10

<210> 280
211> 11

<212> PRT
213> AL

<220>
223> ANTLEMZHERLF5

<400> 280
Arg Thr Ser Glu Asn Ile Tyr Arg Phe Val Ala

1 5 10

<210> 281
211> 9

<212> PRT
213> AL

<220>
223> ANILERRZBERLRFS

<400> 281
Gln His His Tyr Asp Ser Pro Leu Thr

1 5

<210> 282
211> 9

<212> PRT
213> ANTLF3

220>
223> ANLARZHERCFS

<400> 282

2125-10186A-PF 275
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Gln His His Tyr Glu Asp Pro Leu Thr
1 5

<210> 283
21> 9

<212> PRT
213> AL

<220>
223> ANILAERZHEKFF

<400> 283
Gln His His Thr Glu Ser Pro Leu Phe

1 5

210> 284
211> 5

<212> PRT
213> AR5

<220>
223> ATLARZIEKFES

<400> 284

Gly Tyr Ala Met Asn
1 5

<210> 285
Q21 11

<212> PRT
213> ANLFFI

<220>
223> ANLERZHERLFS

<400> 285

Arg Ala Ser Glu Asn Ile Tyr Ser Phe Leu Ala
1 5 10

2125-10186A-PF 276
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<210> 286
211> 11
<212> PRT

213> ALF3F

<220>
223> ANLERRZIERKRFF

<400> 286
Arg Ser Ser Glu Asn Ile Tyr Ser Phe Leu Ala

1 5 10

<210> 287
211> 16
<212> PRT
213> AR5

<2205
223> ANILEGRRZFEES

<400> 287

His His His His His His Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu
1 5 10 15

2125-10186A-PF 277
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35 B A & [E
1. —FEHUEE > ¥ NRIO 2 &5/84K 1 -
2. MHEEENEES 1 HzZE  EEFPRENS -
3. WHBENEESE 1R 2BZHE  EAEANELTLE -
4. —FEHL NRIOHLEE » BUT (D)~ @®)PF—HF :
(1) EFERTEENNBE ZEHTEERLE  AFFH
sk 1 Rz BEEMBRFSIA CORL EFRFIEHAIS 2 2
BB EMEFYIH CDR2 EFFISAIH 3Bz BHER
%1 #J CDR3 ;
(2) EEFYIEHBNS 42EHTEENHRE
Q) EAEETZEENNE ZEREJEEGE: EFFIH
RISk : SSEEMBEEBRFSIH CDR1 BEFFIHAISE - 6 20
B EABEFYIA CDR2 BEFFISHAISE @ T8 H 2 AR
Fr % #) CDR3 ;
(4) EEFYISHASG S RETEENHE,;
) BEAEMMZEETEERQIZEHETEENHE;
(6) EFQEBTEERMZEEITEENIE;
(7) B(D)~@)FE—HznBEREEEZHBE ()
~O)FE—HZHBEP | KEEREBRLSIA - & - i
D% AN
8) B(H)~MNFPRE—BZNBHRESCZHERLAEMAER
ZHRAEMGSENRE -
5. —HEHL NRIOHIAR > RAUAT(H)~@)FFE—IE :
(1) " EEFERTEENNKE ZEHTEEERE  AEF

2125-10186A-PF 1
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U Ao - OB EER TSI E CDRL > B 5% 3 58 -
10 stz AR F YA CDR2 EFEFI8AI5 @ 11 & Z
e B % F7 51 59 CDR3 >
(2) —FBEFIZENE R222EETEENHNE,;
) —EEARETZEENHE B8 AFFIEFIFK: 13
NEZEEBFSIN CDRI EFFIHAISE: 14 &2 i
B 5/#) CDR2 EFFIHASE 15 LEH 2 BEEBRFIN
CDR3 >
(4) —TEEFFIHANE - 16 2B EENIE,;
(5) " BEWWZE#HITEERC)ZEE I EENHRE,;
(6) — HMEAFQZEHTEERA) W HET & ENHE,;
(7) —BHEH()~OFE—HZABEEEEE 2B H
P)~O)FPE—EHZHBEF | HSZBEEBEHRA - 5
Ko~ IR R /B A |
8) —BHEM~(MPE—HZHBHREEZNERLEMN B
HEZHErEMEEHNIE -

6. —HEHL NRI1OH A - HBLUT ()~ @)FF—1 :
(1) " BEAFEHRTEENIBE ZEHTEEEE2 AR
SISk Al st « 17T s Mz M E B F 5/ CDR1 - B F 5 3% 71 5% -
18 BH B EBFY A CDR2 BEF 5 HAI%E @ 19 L&~
b & B FF 518y CDR3 >

Q) " EREAEHEITEENNRE ZEETEEES AR
SISk AU S% - 21 e Z BE B B /7 51 Y CDRI1 - B 7 5 3 5l 5% -

2125-10186A-PF 2
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22 B2 EMKFSIY CDR2 ERFFIEABISGK @ 23 sc#&H 2
B B8 7 5 #y CDR3 >
(4) —EEBERIIHEA S 24 2R\ EEHPLE;

(6) " BEEFEQZERETEZERMZEBETEENHHE,;
(7)) " BER()~OFE—HZBEBRRAFEEZHE  H
FM~@O)FE—HZABRET | RZBEEEBREIAR - &
Ko~ DORR B /BE A
@) —BEM~NMNFE—BHEZINEHMESZIHEREMS
HMEZIEAELE S RE

7. —#EPL NRIOHi®E » BUAT(M)~@)PFE—F :
() " EREFE#TEENNE ZERTEEEE AR
FUS RIS ¢ 25 s Z B B BL /7 5 #Y CDRI1 - B /7 51 3% AU 5%
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