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gboooooooboobotbooboooobooboboboooooboboboboooono
oboboooboobobobooooobobobooooan

gooooao
agoooao
0=C NH
| 250
?Hz CH,

NH;—CH—C—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val—Leu—NH—CH—C—Lys—Lys—Tyr—Arg—Ser—OH
O o)

=0
251
Ha

T
n
—O—0

NHy;—CH—C—Tyr—Phe-Asp—-Asp—Ser—Ser—-Asn—Val—Leu~NH—CH—C—Lys—Lys—Tyr—Arg—Ser—OH
o) O

0=C NH

1 252

il i
CHg-(}—Tyr—Phe*Asp—Asp—Ser—Ser—Asn—Val—Leu——NH—CH—Q—Lys—Lys——Tyr—Arg—Ser—NH 2

o}

NH C=0

| | 253

i 1

NH;—CH—C—Tyr—Phe-Asp-Asp—Ser—Ser-Asn—Val—Leu—N H—CH—C—Lys—Lys—Tyr—Arg—Ser-NH;
(0] o}

I

u

N C

| | 254

?Hz ?Hz

CHzC—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val—Leu—~NH—CH—C—Lys—Lys—Tyr—Arg—Ser—OH
¢ O

oooooo

010 000000000000000000000000CX X3X XsXeX7XgXgX10CX1 X135
X14X15X16(SEQ ID NO:255)0 0 0 0 000000000 X,0 Tyrd Phel MetO Ser0 0 OO
0000000000000 O0O0OO0O0OO0OOoDOOQDDOOd ;;XgO TyrO Phed MetD Serd 00 O
000000000000 0000000000 ;X,0Aspd Asnl GluD GIngO Serd O
000000-000000000000 ;Xs0Aspd AsnO GluO GInO Ser0 000 O
O00-000000000000;;Xgd SerQ ThrO CysO MetO HisOD O OO OOoOd
-000000000000;X,08er0ThrOCysOMetO HisOOOOOOOOOO-0O
000000000 ;XgO AspO Asn GluO GInO Serd ThrO MetO HisO OO O 00O O
0000000 ;X0 ValO 1led ThrO Leud AlaO GlyO MetO PheD0 D 0O 0000 O
000000 ;X060 e Leud Alall Glyd ValO MetO Ser0 PheD OO0 OO0 OO OODO
00000 ;X;.0LysOArgO HisO Trp0 00000000 O0O0OCOO0ODOO;X,30Ly
sOArgO HisOTrp0 0 00000000000 O0O0OAO ;X,,0TyrO Phed HisO TrpOd OO
OO0O0O000OO0O00Oo00OoO0 ;X s0Arg0LysDHisOTrp0000O000CO0O0OO0O0OO
O000;000X,60S8er0ThrO AspO AsnO cluOdGINDO O DOOOO0OOOOOOCOOOOOOO
ooooood

oooooo

010 00000000000000000000000000OCX,X3DDSX,XgXgXq1oCKX,5X
14RX16(SEQ ID NO:z256)0 0 D00 00000000 X,O0Tyrd Phe MetD Ser00 0 O OO
0000000000000 0000000000;;X30TyrOPhel MetO Ser0 0000

Oooooooogg
OooooooOgodg
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OCoOO0O0ODOO0OO000O0O000O0O0OO0ODODDOOO0O0O ;X,0serd ThrO CysO Metd HisO O O
Oo0OO0D0ODDD0OO0-000000000000 ;Xg0 Aspd AsnO GluO GInO Serd Thrd MetO H
is000000000000000A0 ;X0 Vvald Iled ThrO Leud Alall Glyd MetO Phe

OO00O000O0O0O00O0O0C0D000O ;X080 11ed Leud Alad GlyO ValO MetO Serd Phel O
OO0O0OD0DDO0O0000000D0D0 ;X530 LysDArg0HISOTrp000D0O0O0O0O0O0OO0ODO
0000 ;X,0TyrO0Phe0HIsOTrp0 0000000000000 O000O;000X,0Se

r0 ThrO AspO AsnO GluD GINO 0 D 0000000000000 00000000
000000

0100000000000000000000000000 D0 CXaXgNDSX,XgXoXqoCKXq5X
14RX16(SEQ ID N0:257)0 0 00000000 OO0 X,0 Tyrd Phed Metd Serd 0 0 O O
0000000000 0000D0000000000 ;%0 Tyrd Phed Metd Serd0 0 0 0 O

OOoOO0D0ODDO0O00000000O0O0ODODDOO0OO0O0O0 ;;X,0Serd ThrO CysO Metd HisO O O
O000000-000000000000 ;XgO Aspd Asn GluOl GInO SerO ThrO MetO H
isD00000000000000A0 ;X0 Vvald Iled ThrO LeuO Alall Glyd MetO PheO

OOoOO0ODDOO000000000D0 ;X060 11ed Leud Alad GlyO ValO MetO Serd Phe O
OCOO00DD0OD0O000000000 ;X30LysDArgd0HISOTrpO000D00O0O0O0O0OO0ODO
O000;X,,0TyrO0PhedHisOTrp0 0000000000000 O0O0DO;000X,e0Se

r0 ThrO Asp0 AsnO GluD GINO 0 D 0000000000000 00000000
0oo0o000

0100000000000000000000000000 O CXyXgDNSX,XgXoXqoCKXq5X
14RX16(SEQ 1D N0:258)0 0 000 00000 OO0 X,0 TyrD Phel Metd Ser0 0 0 O O
000D000000000000000000000 ;%0 Tyrd Phed Metd Serd0 0 0 0 O

0000000000000 0O00O0O0O0DO000O0aDO ;;X,0Serd Thrd CysO MetO HisO O O
OO00O000O0-00000000000A0 ;Xgd Aspd Asn GluO GInO SerO Thrd MetO H
isU0000D0D00000000D0D ;X0 Vall 11ed Thrd Leud Alal GlyOd Metd PheO

OO0OO0D0DDO0O0000000D00D0 ;X060 11ed Leud Alad GlyO ValO MetO Serd Phe O
OO0O0o0O00O0O00O00O0000 X, 30LysOArg0OHISOTrpO00000CO0O0COO0ODO
OO00D0 ;X,0TyrOPheOHIsO Trp0 00 0000O0O0CODODODOOOO;000X,60Se

rO ThrO AspO Asnd GluD GInD OO0 DO OOOOODOOOODODODOOOODODOO
oboooag

010000000000 000C00000000000D0DO0O0CXX3NNSX,XgXgX1oCKX, 35X
14RX16(SEQ ID NO:z259) 0 0 00000 OODDODOOX,O0 Tyrd Phel MetD Ser0 0 0 O O
0000000000000 O0000O00DO000O0DO ;;Xz0TyrO Phed Metd Ser0 000 O

OCoOO0O0ODOOO000O0O0O0ooooODODOO0OO0O0d ;;X,0serd ThrO CysO Metd HisO O O
OOoO0OD0ODDOO0-000000000D00A0 ;Xgd Aspd AsnO GluO GInO Serd Thrd MetO H
isU0000D0D0000D0000D0D ;X0 ValO 11ed Thrd LeuD Alal Glyd MetOd PheO

OO00O00000O00O0O000O00 ;X060 11ed Leud Alad GlyO ValO MetO Serd Phel O
OCOoO0OD0ODDO0OO0000000D00 ;X430LysDArg0HISOTrp00000O0O0O0O0OOQODO
OO0O0D0 ;X,0TyrOPheOHIsO TrpD 00 0000O0OC0OCOODDOOOO;000X,60Se

r0 ThrO Asp0 AsnO GluO GINO D D 0000000000000 00000000
000000

0100000000000000000000000000 0 CYX3DDSX,XgXgXqoCKX,5YR
X,6(SEQ ID NO:260)0 0 00000000000 XsH Tyrd Phed Metd Serd 00 00 O O
000D00000000000D0000000 ;X,0Serd Thrd CysO MetD HisO O OO0
00D0-000000000000 ;X0 Aspd AsnO Glud GInO Ser0 ThrO MetO HisO
0000000000000 ;X0 Vald Hled ThrO Leud Alad Glyd Metd Phed O O
000000000000 ;%00 Hed Leud Alad Glyd Vald Metd Serd Phed 0 O O
00000000000 ;X50LysDArgdHIsO Trp0 0 0000000000000
;000 Xy60 Ser0 ThrO Aspd AsnO GluD GInND 00D 00000000000 000
oooo

O 0Ooo0oooao
O 0Ooo0oo0oo0oao
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000000
010000000000000000000000000 00 CYXgNDSX,XgXeXqoCKX,5YR
X,6(SEQ ID NO:261)0 000000000000 XgO Tyrd Phed Metd Serd 00 00 OO
000D00000000000D0000000 ;X,0Serd Thrd CysO MetD HisO O OO0
00D0-000000000000 ;X0 Aspd AsnO Glud GInO Ser0 ThrO MetO HisO
0000000000000 ;X0 Vald Hed ThrO Leud Alad Glyd Metd Phed O O
000000000000 ;%00 Hed Leud Alad Glyd ValO Metd Serd Phed 0 O O
00000000000 ;X50LysDArgdHIsO Trp0 0 0000000000000
;000 Xy60 Ser0 ThrO AspO AsnO GluO GInDO 00 D0 0000000000000
o000
oooo
1000000000000000000000000000 CYXgDNSX,XgXoX1oCKX,5YR
(SEQ ID N0:262)0 000000000000 X0 Tyrd Phed Metd Ser0 000000
00D000000D00000000000 ;X,0Serd Thrd CysO Metd HisO 0000
00D0-000000000000 ;X0 Aspd AsnO Glud GInO Ser0 ThrO MetO HisO
0000000000000 ;X0 Vald Hed ThrO Leud Alad Glyd Metd Phed O O
000000000000 ;%00 Hed Leud Alad Glyd ValO Metd Serd Phed 0 O O
00000000000 ;%50LysOArgdHIsO Trp0 0 0000000000000
;000 Xy60 Ser0 ThrO AspO AsnO GluO GInO 0000 0000000000000
o000

oooo
1000000000000000000000000000CYXgNNSX,XgXgXsoCKX, YR
(SEQ ID N0:263)0 000000000000 Xs0 Tyrd Phel Metd Ser0 000000
0000000000000 000000 ;X,0Serd Thrd CysO Metd HisD 0000
00D0-000000000000 ;X0 Aspd AsnO Glud GInO Ser0 ThrO MetO HisO
0000000000000 ;X0 Vald tled ThrO Leud Alad Glyd Metd Phed O O
000000000000 ;%00 Hed Leud Alad Glyd ValO Metd Serd Phed 0 O O
00000000000 ;X50LysDArgdHIsO Trp0 0 0000000000000
;0 00 Xy60 Ser0 ThrO AspO AsnO GluO GInO 00 000000000000 000
o000

0000
1000000000000000000000000000 CXX3DDSSXgXgXqoCKX, X,
4RX16(SEQ ID N0:264)0 000000000000 X,0 Tyrd Phed Metd Serd 0 0 0 O O
000D0000000000000000000 ;X0 Tyrd Phed Metd SerD 0000 O
000D0000000000000000000 ;X0 Aspd Asnd Glud GInO Serd ThrO M
etOHisOOOOODDODOO000D0O00D ;X0 Vald el ThrD Leud Alad GlyO MetO P
heD DODDOOODDDOO0O0O0D0O000OO ;X,00 Hed Leud Alad Glyd ValO Metd Ser Phe
000D00000000000D000 ;X,50LysDArgdHisOTrp0 0000000000
000000 ;X,0TyrOPhedHisOTrp0 0000000000000 000;000X,e
0 Serd ThrO Aspd AsnO GO GINO 000D O0O000O0O0O000O0O00000O0000
000000
0100000000000000000000000000 0 CX,XgNDSSXgXgXqoCKXq2Xq
4RX16(SEQ ID N0:265)0 000000000000 X,0 Tyrd Phed Metd Serd 0 0 0 O O
000D0000000000000000000 ;X0 Tyrd Phed Metd SerD 00 00 O
000D00000000000000000000 ;Xg0 Aspd Asnd Glud GInO Serd Thr M
etOHisOOOOODDODOO000D0O00D ;X0 Vald el ThrO Leud Alad GlyO MetO P
heD DODDOOODDDOO0OO0O0DOO000O ;X,00 Hed Leud Alad Glyd Vald Metd Serd Phe
000D00000000000D000 ;X,50LysdArgdHisOTrp0 0000000000
000000 ;X,0TyrOPheDHisO Trp0 000000000000 0000;000X,e
0 Serd ThrO Aspd AsnO GO GINO 000D O0O000O00O000O0O0O0O000O0000

OoOoo0ooood

1

oo ooogoooe
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000000

0100000000000000000000000000 0 CX,X3DNSSXgXgXqoCKXq2Xq
4RX16(SEQ ID N0:266)0 0 000000000 DD X,0 Tyrd Phed Metd Ser0 00 0 O O
0000000000 0000D000000O0A0 ;Xs0 TyrO Phed Metd Ser0 00 00 O
0000000000000000000000 ;X0 Aspd AsnO Glud GInO Serd Thri M
etOHIsDOOOODDODOO0OO0O0DOOOD ;X0 Vald 1led ThrO Leud Alad GlyOd MetO P
heD DDODO0ODDODOO000DOOOD ;X0 el Leud Alad Glyd ValO Metd Serd Phe
000000000000000000 ;X530 Lys0ArgdHisOTrp0 0000000000
000000 ;X,0TyrOPheDHIsOTrp0 0000000000000 000;000X,e
0 Serd ThrO Aspd Asnd GIuO GInND 000D 0000000000000 00O0O00O00
000000

010000000000000000000000000 00 CXoXgNNSSXgXgXqoCKXq3Xq
4RX16(SEQ ID N0:267)0 000000000000 X,0 Tyrd Phed Metd Ser0 0 0 0 O O
0000000000 0000D000000O0A0 ;Xs0 TyrO Phed Metd Ser0 000 0 O
00D00000000000000000000 ;X0 Aspd AsnO Glud GInO Serd Thri M
etOHIsDOOOODDODOO0O0O0DOOOD ;X0 Vald 1led ThrO Leud Alad GlyO MetO P
heD DODOO0OODDODOO000DOOOD ;X0 Hed Leud Alad Glyd ValO Metd Serd Phe
00000000000000000 ;X350 Lys0ArgdHisOTrp0 0000000000
000000 ;X,0TyrOPheDHisOTrp0 000000000000 0000;000X,e
0 Serd ThrO Aspd AsnO GIuO GInND 0 0000000000000 O00000O0O00O00
000000

0100000000000000000000000000 0 CYXgDDSSXgXgXqoCKX,3YRX
16(SEQ 1D N0:268)0 0 0000000000 O XgO Tyrd Phed Metd Ser0 000 O OO
0000000000 00000000000 ;Xg0 Aspd Asnd Glud GInO Serd Thri Met
OHIsSOODODDOOOO0ODOOO0O000OOO0 ;X0 ValO 1led Thrd Leud Alad Glyd MetO Phe
000D00000000000000 ;X060 1led Leud Alad GlyD ValO MetO Ser0 Phed
0000000000 0000D00 ;X530 LysO0Arg0HisOTrp0 00000000000
00000 ;000X,60 Serd ThrO Aspd AsnO GluD GIND OO0 000000000000
000000000

0o0o0O00

0100000000000000000000000000 0 CYXgNDSSXgXgXqoCKX,3YRX
16(SEQ 1D N0:269)0 0 0000000000 O XgO Tyrd Phed Metd Ser0 0 0 0 0 0 O
0000000000 0000D0000000 ;Xgd Aspd AsnO GluD GInO Serd Thri Met
OHIsOODODDOOOODODOOOO00O0DODO ;X0 ValO Hled Thrd Leud Alad Glyd MetO Phe
00000000000000000 ;X0 11ed Leud Alad GlyD ValO MetD Ser( Phel
000D000000D00000D0 ;X,50LysO0Arg0HisOTrp0 00000000000
00000 ;000X,60 Serd Thrd Aspd AsnO GluD GInD D0 000000000000
000000000

000000

0100000000000000000000000000 D CYXgDNSSXgXgX,oCKX,5YRX
16(SEQ 1D N0:270)0 00000000000 O XgO Tyrd Phed Metd Ser0 00 0 O OO
00D0D000000000000000000 ;Xgd Aspd Asnd Glud GInO Ser0 ThrO Met
OHIsOOODDOOOO0ODDOO0000O0O0 ;X0 Vald Hled ThrO Leud Alad GlyD MetO Phe
000D00000000000DO00 ;X060 1led LeuD Alad GlyOd ValO MetO SerO Phed
00000000000 0000D0 ;X,50LysOArg0HisOTrp0 00000000000
000D ;000X,60 Serd ThrO Aspd AsnO GluD GInD 000000000000 00
ooo0o0O0O000

00000

100000000000000000000000000 0 CYXgNNSSXgXgX,oCKX,3YRX
16(SEQ 1D N0:271)0 00000000000 O XgO Tyrd Phed Metd Ser0 000 0 OO
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OCOoO0OD0OD0O0OO000O0000O0OO0O0ODDOOO0OaO0 ;Xgd Aspd AsnO GluO GInO Serd ThrO Met

OHiIsOODDODOO0O0ODOODO0000O0O0 ;X0 Vald 1led Thrd Leud Alad GlyD Met Phe
00000000000000000 ;X0 el Leud Alad GlyDd ValO MetO Ser0 Phel
000D000000D00000D00 ;X,50LysO0ArgdHisOTrp0 00000000000
00000 ;000X,60 Serd ThrO Aspd AsnO GluD GInD 00000000000 000
000000000

000000
000D0D0000D00000000000000000000CXXaXaXsXeX7XgX0X10CK12

X13X14X15X16(SEQ ID N0:272)0 00000000000 0X,0Tyr0Phe0 000000
0000000000 ;X 0TyrOPheD 0000000000 DO00O000DOD ;X,0Aspl Asn
000000000 D0-0000000000000 ;X0Asp0Asn0 0000000000 -
000000000000 ;X0Ser0Thr000OO0DD0DO0O000D0-00000000000
0;3;X,0Ser0Thr0 000000000 -000000000000 ;X0 AsnO 6InO SerO
Thr0 0000000000000 00 ;%0 Vald el LeuD Alad 0000000000
000000 ;X0 el Leud Ala0GlyD D00 0000000000000 ;X,0Lys
DArg000D000000D00000D000;X,50LysdArgd 000000000000
0000 ;X,0TyrOPhe0 0000000000000 000 ;X,50Argd Lysd 0000
000000000000 ;000X,60Ser0ThrOAsnOGINOOOOOO0O000DO0O00O0
00000000000

0o0o0O00

0000000000 00000000000000000 0 CXyX3DDSX,XgXgXq0CKXq3Xq
4RX16(SEQ ID N0:273)0 00000000000 0X0TyrOPhed 0000000000
000000 ;X 0TyrOPhed0 000000000000 0000 ;X,0SerdThrO OO0
000D000-0000000000000 ;Xg0AsndGINOSer0Thr0 00 O000DOO00O0
000000 ;X0Vald Hled LeuD Ala0 00 0000000000000 0 ;X060 Hed
leuD Ala0 GlyD 0000000000000 000 ;X,50LysDArg0 00000000
00000000 ;X,0Tyr0Phe00000000000000000;000X,60Ser
OThrOAsnOGINOOODOOOO0O0ODOO0OO0OO0ODODOOOOODOOOO0

000000

000000000000 000000000000000 0 CXX3NDSX,XgXgXqoCKXq3Xq
4RX16(SEQ ID N0:274)0 000000000000 X,0TyrOPhed0 0000000000
000000 ;X,0TyrOPhe0 00000000000 0000O00O0;X,0SerdThrO 000
000D0D00-000000000000 ;Xg0AsnOGInDOSerDThr0 000000000
000000 ;X0Vald el LeuDJ AlaD 00 0000000000000 0 ;X060 1ed
LeuD Ala0 GlyD 00D 0000000000000 ;X50LysODArg0 00000000
00000000 ;X,0Tyr0Phe00000000000000000;000X,60Ser
OThrOAsnOGINOOOOODO0O000DO0000O0D00000DO00OO0

000000

000D000000000000000000000000 0 CXX3DNSX,XgXgXq0CKXq3Xq
4RX16(SEQ ID N0:275)0 000000000000 X,0TyrOPhed 0000000000
000000 ;X 0TyrOPhe0 000000000000 000O0 ;X,0SerdThrO OO0
000D000-000000000000 ;Xg0AsnO0GINOSer0Thr0 0O O000DOO00O0
000000 ;X0Vald el LeuDJ AlaD 00 0000000000000 0 ;X060 Hed
leuD Ala0 GlyD 0000000000000 000 ;X,50LysDArg0 00000000
00000000 ;X,0Tyr0Phe00000000000000000;000X,60Ser
OThrOAsnOGINOOOODO0O000D0O00000D00000D0000

0o0o0O00

00000000000 0000000000000000 0 CXX3sNNSX,XgXgXq0CKXq3Xq
4RX16(SEQ ID N0:276)0 000000000000 X,O0TyrOPhed 0000000000
000000 X 0TyrOPhed0 00000000000 00000O0 ;X,0SerdThrO OO0
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000D000-000000000000 ;Xg0AsndGInOSerD ThrD 000000000
000000 ;X0Vald el LeuD AlaD 00 0000000000000 0 ;X050 Hed
leuD AlaD GlyD 000 0000000000000 ;X,50Lys0Arg0 00000000
00000000 ;X,,0Tyr0Phed0000000000000000;000X,60Ser
OThrOAsnO GINDOOOD0O0000D0000000000000000

0oo0o0o00
000D0000000000000000000000000CYXgDDSX,XgXoX,oCKX,5YRX
16(SEQ ID NO:277)0 00000000000 OX,0TyrOPhed 00000000000
000O00;X,0Sr0Thr0 000000000 -000000000000 ;X0 AsnO G
n0SerD0ThhrD DOODDOO0OO0O0D0O0000D ;X0 Vald Iled LeudAlad 000000
0000000000 ;X0 1MelLleudAlad Glyd 0000000000000 000 ;X
120 Lys0Arg0 0000000000000 000 ;000 X,60Serd Thrd AsnO GInO O
0000000000000000000000

000000

000D000000000000000000000000 0 CYXaNDSX,XgXgX,oCKX,3YRX
16(SEQ ID N0:278)0 00000000000 OX,OTyrOPhed 00000000 D0D0MO
000D00;X,0Ser0Thr0O0OO0O0D00000-000000000000 ;X0 Asnd Gl
n0Ser0Thr0 0OODDOO0OO0O0DO0O000O0 ;X0 Vald Iled LeudAlad 000000
0000000000 ;X0 el LleudAlal Gly0 000 0000000000000 ;X
150 LlysOArgD0 0000000000000 000 ;000X,60Serd Thrd AsnO GInO O
000D0000000000000000000

000000

0000000000 00000000000000000 0 CYXgDNSX,XgXeX,oCKX,5YRX
16(SEQ ID NO:279)0 00000000000 OX,O0TyrOPhed 00000000000
000D00;X,08r0Thr0 000000000 -000000000000 ;X0 Asnd Gl
n0Ser0Thr0 0OODDO0000D00000O0 ;X0 Vald el LeudAlal 000000
0000000000 ;X0 el LleudAlald Glyd 000 0000000000000 ;X
20 Lys0Arg0 0000000000000 000 ;000X,60Serd Thrd Asnd GInd O
0000000000000000000000

0oo0o0o00
000D0000000000000000000000000CYXgNNSX,XgXgX,oCKX,5YRX
16(SEQ ID N0:280)0 00000000000 OX,OTyrdPhed 00000000000
00000;X,08er0Thr0 000000000 -000000000000 ;X0 AsnO G
nOSerD0TrD OOODDOOODODO0O000D ;X0 Vald el LeudAlad 000000
0000000000 ;X0 MelLleudAlad Glyd 0000000000000 000 ;X
s0LlysDArgD0 0000000000000 000 ;000X,60Serd Thrd AsnO GInO O
0000000000000000000000

000000
000D0D0000000000000000000000O000CX,X3DDSSXgXgXq0CKX,3X04
RX,6(SEQ ID N0:281)0 00000000000 O0X,O0TyrOPhed 0000000000
000000 ;X,O0TyrOPheD 00000000000 0000O00O0 ;X0 Asnd GInO Serd T
hrf0 000000000000 000 ;X0Vald lledleudAlad 0000000000
000000 ;X0 el LeuD Alad GlyD 0000000000000 000 ;X.50Lys
DOArg0 00D000000D00000000:X,,0Tyr0Phed 000000000000
000D0;000X,60Ser0ThrOAsnOGIND 000000000000 00000000
000

0oo0o0o00
000D0000000000000000000000000CXXaNDSSXgXoXqoCKX,3X14
RX,6(SEQ ID N0:282)0 00000000000 O0X,0TyrOPhed 0000000000
000000 :X,OTyrOPheD 000D D0O0000D000000O0O0 ;X0 Asnd GInd Serd T
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hrf0 DOOO0OO0O0D
000000 ;%00

(43)

OoOO0O0ODDOO;XgOVvalOlleD LeuDAlaD 00O OOO0OOODO
IleD LeuD Ala0 GlyD O OO OO0OO0ODDOOO0DOOOODO ;X,530Lys

OArg000000O000O000O0D00O0D0:X,0TyrOPRhe0 0000000000000
OO0O00;000Xg0%rO0ThrOAsnOGINOOCOOOOCOOOCOOOOOOCOOOOOOO

ogog
obooooag
ubooogoan

0000000000000 000000 CXXgDNSSXgXgXqoCKXq X1 4

RX16(SEQ ID NO:283)0 0 00 OO DCOCODODDOOX,0TyrOPheD ODODDOOOOOOO
OO0ODDO0OX30TyrOPheD O0DDDODOOO0O0O0O0O0DOOODOD ;XgO AsndGINO SerO T

hrf0 DDOOOOOD
000000 ;X0

OOO0O0O0O000 ;XgOVvalO lled LeuOAlaD O OO0O0O0O0O0O0OO
e LeuD Ala0 GlyD OO0 QO O0OO0OD0ODODOOO0DO0O0OODO ;X,50Lys

DCArgD 000000000 D0OO0OD0DDOOOX3,0TyrOPRe0DD0O0O0O0O0O0OODODODO
O000;000X;g0SrO0ThrdAsnOGINO OO OOOOOOCOOOOOOOCOOOOOD

uood
ooooon
obooogoobogono

000000000000 00D00000 CXXaNNSSXgXoXqoCKXq5Xq4

RX;6(SEQ ID NO:284)0 00000000000 O0XO0TyrO0PheD 0 O0O0O0O0O0O0O0O0OO
OCO0DDO0O:X0TyrOPheD OD0ODODODOOO0O0O0O0O0DODODOD ;XgO Asnd GINO SerO T

hrf0 DOOO0O00D
000000 ;%0

OOO0OO0ODDOO;XgOvalO lleD LeuDAlaD 000 O0OOODOODO
el LeuD AlaOGlyD OO ODOOOOOODOOODOOODO ;X,50Lys

CArgD 0000000000 O0D0DDOO0OO0X,0TyrOPRe0 0D D0O0O0O0O0O0O0O0OCDODO
OO0D;000X360Ser0ThrO0AsnODGINDO 00 O0O0O0O0O0OODDOOOOOOODOO

Oogdaod

oooooo
ooooooogo
s(SEQ 1D NO:285)0
0000 ;XgO AsnO
udAlaO O OO oOno
ooooooogaog
rd Thrd Asn GInO
oooooo
ooooooogo
s(SEQ 1D NO:286)0
0000 ;XgO AsnO
ud AlaD O OO oo
ooooooogao
rd Thrd Asn GInO
oooooo
ooooooogo
&(SEQ 1D NO:287)0
0000 ;XgO AsnO
ud AlaOD OO oono
ooooooogao
rd Thrd Asn GInO
oooooo
ooooooogao
&(SEQ 1D NO:288)0
0000 ;XgO AsnO
ud AlaD OO0 O nono
ooooooogao

0000000000000 0O0000 0 CYXgDDSSXgXgXqoCKX,5YRX,
000000000000 X,O0TyrOPhed 000000000000
GInOSer0ThrD DD DOOODDOO00O0DOO ;X0 Vald el Le
00000000000 ;%00 HedlLeudAlad GlyD 0000000
X,50LysDArgD 00000000000 00000 ;000X,60Se
0000000000 0000000000000

0000000000000 000000 CYXgNDSSXgXgXqoCKXq5YRX,
000000000000 X,O0TyrOPhed 000000000000
GInOSer0ThrD DD DOOODDOO00O0DOO ;X0 Vald el Le
00000000000 ;%00 el LeudAlad GlyD 0000000
X,s0LlysDArgD 000000000000 0000 ;000X,60Se
000D00000D000000000000000

0000000000000 0O0000 D0 CYXgDNSSXgXgXqoCKXq5YRX,
000000000000 X,O0TyrOPhed 000000000000
GInOSer0 ThrD DD DOODODDOO00DOO ;X0 Vald el Le
00000000000 ;%00 el LeudAlad GlyD 0000000
X,s0LysDArgD 000000000000 0000 ;000X,60Se
000D00000D000000000000000

0000000000000 000000 CYXgNNSSXgXgXqoCKXq5YRX,
000000000000 X,0TyrOPheD 0000000000 DOO
GINOSerD Thr0 DD DOO0DD0ODDOO000DODO ;X0 Vald el Le
00000000000 ;%00 el LeuDAlal GlyD 0000000
X,50 LysDArg0 000000000000 0000 ;000X,60Se
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rC ThrOAsnOGINnO O OOQOOODODOOOO0OODODOOOooOoooooao

oooooo

0000000000000 O0O00C00000000000000CXXZXsXsXsX7XgXaX10
CX15X13X14X15X16(SEQ ID N0:289)0 0 0 000D O0O0O0OOX,O0Tyr0D O0OPhed OO ;X5
OPhed OO TyrO OO ;X,0 Aspd O 0O AsnO O O ;Xg0 Aspd O O AsnO O 0O ;XgO SerO O O
ThrO O 0O ;X,0 Ser0 O O ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO 1led
Leud O 0O O Alal O O ;X;00 1led Leud Alad O 0 O GlyO O O ;X,,0 Lysd 0 O ArgO O O
;X930 LysO OO ArgD O O ;X,,0 TyrO0 O 0O PheD OO ;X,50Arg0 OO0 LysD OO ;000X
w0 SerO0ThrOAsnOGINO O OO OO0OOOO0OOOOOO

oooooo

0000000000000 D0O0OCO0O0OOCDOOCODOODODOODDOOCXX3DDSX,XgXgXqoCKX
13X14RX16(SEQ ID NO:200)J 00 00O O ODOODODOX,O0 Tyrd OO Phell O O ;X350 Phel
O0Tyr0O 0O O ;X,08er0 00 ThrO O O ;XgO AsnO GInO Ser0 O O ThrO O O ;X0 ValO |
led LeuD O O O Alad O O ;X;00 1led LeuD Alad O O O GlyO O O ;X;50 LysOh O O ArgQd
00 ;;X,,0Tyr000Phed 00 ;000X,g0Ser0ThrO AsnOGINODODOOOOOOOOO
Oogdaod

oooooo

0000000000000 O00OC0O0O0OOCDOOOCDOODODODDOOCXX3NDSX,XgXgXqoCKX
13X14RX16(SEQ ID NO:291)0 00 00O O CODOO0ODOX,0 Tyrd OO Phell O O ;X350 Phel
O0TyrO 0O O ;X,08erd 00 ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO |
led LeuDO O O O Alall O O ;X,00 e Leud Alall 0 O O GlyO O O ;X,50 LysO O O ArgQ
00 ;;X,,0Tyr00O0Phed 00 ;000X,60Ser0ThrO AsnOGINOODOOOO0OODOOOO
Oogdaod

oooooo

0000000000000 O0O0OC0CO0O0OOCD0OOODOODODOODDOOCXX3DNSX,XgXgXqoCKX
13X14RX16(SEQ ID NOz292)0 00 0 OO0 OO0 DOO0ODOX,0 Tyrd OO0 Phel O O ;X350 Phel
O0Tyr0O 0O O ;X,08erd 00 ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO |
led LeuD O O O Alad O O ;X,00 11ed Leud Alad O 0O O Glyd O O ;X,50 LysO O O ArgQd
00 ;;X,,0Tyr00O0Phed 00 ;000X;60Ser0ThrO AsnOGINOODOOO0OODO0OODO
Ooodod

oooooo

0000000000000 00C00O0OO0D0OCDOOO0DOODDOOCXX3NNSX,XgXgXqoCKX
13X14RX16(SEQ ID NO:z293)0 000000 O0DOO0ODOX,0 Tyrd OO Phell O O ;X350 Phel
O0TyrO OO ;X,08erd 00 ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO |
led LeuD O O O Alad O O ;X,00 1led Leud Alad O 0O O Glyd O O ;X350 LysO O O ArgQd
00 ;:;X.,0Tyr00O0Phed 00 ;000 X;60Ser0ThrO AsnOGINO O OOOO0OODO0OOO
0oodod

oooooo

0000000000000 O0O000O000O0O000O0O0O0ODODOCYXZDDSX,XgXgXqoCKX,
3YRX;6(SEQ ID NO:294)0 0 00O O0O00OO0OD0OOXg0Phel OO Tyrd O0 ;X0 Serd O
O ThrO O O ;XgO AsnO GInO Serd O O ThrO O O ;X0 ValO 1led LeuD O O O Alall O O ;
X100 el Leud AlaCl 0 O O GlyD O O ;X530 LysO O O Arg0 O 0O ;0 0 O X,g0 SerO Thr
OAsnOGINO D OODOO0ODOOoOOoOOoOood

oooooo

0000000000000 O0O0C0O0O0O0O0O0O0O0OOD0OOOOCYXNDSX,XgXgXqoCKX,
3YRX;6(SEQ ID NO:295)0 0 0000000000 Xz0Phel OO Tyrd OO0 ;X0 Serd 0O
O ThrO O O ;XgO AsnO GInO Serd O O ThrO O O ;X0 ValO 1led LeuD O O O Alall O O ;
X100 1led LeuD Alad O O O GlyO O O ;X,50 LysO 0 O Argd O 0O ;0 O O X,60 Serd Thr
OAsnOGINnDOOODDOOOODOoODOOOd

oooooo
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OO0O0D0OD0O0O0000000C00OD0OD0D0OO000000D0D0DDDRDDOCYX3DNSX,XgXgXqoCKX,
3YRX;6(SEQ ID NO:296)0 0 00D OO OODODOOXz0PheD OO Tyrd OO0 ;X0 Serd 0O
O ThrO O O ;XgO AsnO GInO Serd O O ThrO O O ;X0 ValO 1led LeuD O O O Alall O O ;
X000 el Leud AlaOl 0 O O GlyOD O O ;X,50 LysO O O Argd O O ;0 O O X,g0 SerO Thr
OAsnOGINO 0D O0O0DO0ODOO0OO0OOO0OODOO0

oooooad

0000000000000 O0O0C0O00000000O000O00CYX3NNSX,XgXgXqoCKX,
3YRX;6(SEQ ID NO:297) 0000000 OODODODOXg0Phed OO Tyrd O DO ;X0 SerO O
O ThrO O O ;XgO AsnO GInO SerD O O ThrO O O ;XU ValO 1led LeuD 0 O O Alad O O ;
X100 el Leud Ala0l 0 O O GlyO O O ;X,50 LysO O O Argd O O ;0 O O X,g0 SerO Thr
OAsnOGINO D OO0DODOO0OOOOODOOd

ooDoooad

0000000000000 O0O0000000000000A0O0O0CXX3DDSSXgXgXqoCKX,
3X14RX16(SEQ 1D NO:z208)0 0 0000000000 X,O0TyrO OO Phed OO ;X530 Phed
OO0 TyrD O 0O ;XgO AsnO GInO SerD O O ThrO O O ;X0 ValO 1led Leud O O O AlaO O
O ;X100 ed Leud Alad O O O GlyO O O ;X450 LysO O 0O Argh O O ;X,,0 Tyrd O O Phe
OO0O0;000X,g0Ser0ThrOAsnOGINDOO0O00OO0O0O0O0O0O0O0OO

oooooad

0000000000000 0O00000000000000O00D0OCXX3NDSSXgXgXqoCKX,
3X14RX16(SEQ 1D NO:z209)0 0 0000000000 X,O0TyrO OO Phed OO ;X30 Phel
OO0 TyrO O O ;XgO Asn GInO Ser0 O O ThrO O O ;XgO ValO 1led Leud O O O Alad O
O ;X060 el LeuO AlaO O O O GlyD O O ;X;50 LysO O O ArgD O O ;X;,0 TyrO O O Phe
O0O0;000X,g0Ser0ThrO AsnOCGINDCOO0O00O0O00O0O00O0OO

oooooad
OO0O0D0ODO0O000000000OD0OD0D0O000000D0D0DODDDOCX,X3DNSSXgXgXqoCKX,
3X14RX16(SEQ 1D NO:300) 0 D OO0 OO0 O0O0OOXO0TyrO OO Phed OO ;X30 Phel
00 TyrO O O ;XgO Asn GInO Ser0 O O Thrd O O ;X0 ValO 1led Leud O O O AlaOd O
O ;X060 el Leud AlaO O O O GlyD O O ;X;50 LysO O O ArgD O O ;X,,0 TyrO O O Phe
OO0O0;000Xg0Ser0ThrO AsnOCGINDCOO0O00OO0O0O0O0O0OO0OO

oooooad
OO00O0O00OO0CO0O0CO0O0CO0OO0C00OO0000O0000O00A0O0DOCXX3NNSSXgXgXqoCKX,
3X14RX16(SEQ ID NO:301)D D000 O0O0O0DO0DODODOX,O0TyrO OO PheOd OO ;X30 PheO
00 TyrO O O ;XgO Asn GInO Ser0 O O ThrO O O ;X0 ValO 1led Leud O O O AlaO O
O ;X;00 e Leud Alad O O O GlyO O O ;X,50 LysO O O Argh O O ;X,,0 TyrO O O Phe
OOoO0;000X,60Ser0ThrO0AsnOGINO 0 O0O0OOOCOOODODODOOO

oooooad

coooooOoooooooooooooo
YRX;6(SEQ ID NO:302)0 OO ODDDOOOO
O Ser0 0O 0O ThrO O O ;X0 ValO 1led Leud
Oclyd 00 ;X,50LysD 00Argd OO ;00
ocoooooao

ocooo0Ooao
ooooDoOOo0oooooooooooooo
YRX;6(SEQ ID NO:303)0 O OO0 OO0OOODOO
O Ser0 0O 0O ThrO O O ;X0 ValO 11ed Leuld
OGlyDDDO ;X;530 Lysi O 0ArgD OO ;00
coooooo

ocooooao
ocoooOoOOo0O0OoooooooDbDDoOo0ono
YRX16(SEQ ID NO:304)0 DO O OOOODOO

000000000 CYX3DDSSXgXgX10CKX, 5
0 X350 PheO O O TyrO O O ;XgO AsnO GlIn
O 0Alad OO0 ;X,00 1led Leud AlaO O O
X160 SerO0 ThrO AsnO GInNOC O OO 0O OO

O00000D00O0O00OCYX3NDSSXgXgX10CKX, 5
0O X3zO Phel O O TyrO O O ;XgO AsnO GIn
00 Alad O 0 ;X,00 11ed Leud AlaO O O
X160 SerO0 ThrO AsnO GINO O OO OO0

000000000 CYX3DNSSXgXgXqoCKX, 5
0 X350 Phed O O TyrO O O ;XgO AsnO GIn
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O Ser0 00O ThrO O O ;X Vall Iled LeuD O O O Alal O O ;X,00 I1ed Leud AlaO O O
OclyD 00 ;X,30LysD O 0Argd 00 ;000X,60Ser0 ThrO AsnO GInD OO0 0000
ooooood

oooooo

0000000000000 0O000O0000000000ODODOCYXNNSSXgXgX10CKX 5
YRX16(SEQ ID NO:305)0 00000000000 Xz0Phed OO0 TyrOD OO ;XgO AsnO GIn
O Ser0 00O ThrO O O ;X0 ValO Iled LeuO O O O AlaOl O O ;X,00 Iled LeuO AlaO O O
OclyD 00 ;X,30LysD O 0Argd 00 ;000X,6g0Ser0ThrO AsnO GIND OO0 OO0O0O
ooooood

oooooo

oooooo0oo0ooDoooooDoDoOoOooOooDooOooOoooDooOoooan

CYFDDSSNVICKRYRS (SEQ ID NO:24)
CYFDDSSNVLCKKYRS-NH2 (SEQ ID NO:33)
CYFDDSSQVICKKYRS (SEQ ID NO:43)
CYFDDSSNVLCKKYRS (SEQ ID NO:45)
CYFDDSSSVLCKKYRS (SEQ ID NO:209)
CYFDDSSNVLCKKYRN (SEQ ID NO:213)
CYYDDSSNVLCKKYRS (SEQ ID NO:217)
CYFNDSSQVLCKRYRS (SEQ ID NO:221)
CYYDDSSNVLCKRYRS-NH2 (SEQ ID NO:222)
CYFDDSSNVLCKKYR (SEQ ID NO:223)

ooooon

UbO00o0gTbrFRPO OO
oooboooooobooooboooooboooobooOooooboogTerFD OO
oooboooooobOooooboocooobooooooOoOooTeGFOD O OOODOOO
gbooooooboboobooboooobooboboboooooboboboboooognon
uobooboooobooboobooboooboooboobobobooooobobobobooooan
oooooooooboooobooooooooooboooooobooboooobooo
gboobooooooboobotboboooboobobobooooboboboboooono
obooboooobooboobooboobooooboobobobooooboboboboooonn
ugbdoouoboobobobooouoouobuoboboboooouoboboboboooonn
oooobooooooboooobooooooooooboooooobOoboooobooo
obooboooobooboboboobooobooboboobooboooboboboboooonn
ooooboooooobooogoooTeROO OO DODOO0OOODODOOOOooODODOOOoDODOO
oooboooooobOoooobooooooOooooobilcoobobooogTeFODOOO
gboobooooooboobotboboooboobobobooooboboboboooono
ugboobooooboobooboi1coboboobooooobobobooboooooboooboaann
ooooboooooobooooboooooooooobooooooboOboooobooo
goooao

obooooag
coooooOoOoOoTGROOOOOODOOOODODOOOOOO/ODOOOOOOODOO
ooooooooobooooboooooooooobooooooobooooobooo
oboobooobooboboboooooobao

gbooooadg

ooooooooobooooboooao:
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O TDFRP1-0O O O O -TDFRP2
ooooooTbFROO0ODOOOO0OO0ODO(@OOOODOOOODOTFOOO0ODOOOOOOD
O0DOoOOO0OO0OOOgTbRRPODNODODOO

ooooao

D10 TDFRPO OO0 O (TDFRPAIC OO DO DOOTODFO OO OOCOOO DO OCOOONODODODO
oooooboooooooooobobooooobobooooboooooobooooDoo
ooooobOooooooboooobbooooboooOoobOooOoOon0n?20o TOFRPO OO
(TDFRP2)ONOD 00 O0O0OCOCOODDOODOOOOOD

ooooo

TORFPO D O OO O0OO0OO0OOOOO0OO0ODODOOOO0ODODOOOO0ODODDODOOOooODOoOOOn
Oo04-9000000TODFROOOCOCOODOCDRP)OODOOOODODDOODOODOOO
goobOoooooboooooooboooooboooooboooooooooooboao
oooboooooobooooonon

oooao
looobooocooooboooooboboz200b00000O0DbODOO0OO0OO0ODODOOOOODOO

N OO OOoOOoODoDooooooooUooooooUooooooooooogooao
Oo0oooooooooooQgoogoo

gboboooobooboobooTFRRPUDODODOODODODOOODOODOODOD
gboboooobooboboboooboobobobooooobobobooonogl
0020000000000TDOFRPAIODOOTOFRRPZO0ODO0O0O0OCOOO0OOOOOODO
gboboooooboobobobooobobobobooboobobobooogno
gboboooobooboboboooboboboboooboobooboboooonn
goooOoooboooocoooobooboooobooooobooooooooooooDoao
uoboiooooooooooboboooooboooooobooboooooboooooonn
gboboooooboobobobooobobobobooobooboboboooonn
gbobdogooobooboboooobobobobooobooboboobooooan
goobOooooobooocooooboooooboooooboooooooooooao
oo:0oooooboogooboo0oooobpoUoooooooooDbDo@ooDa
ccoo0bogooooo@opoooec3gcoytooooop@uuooooooooooDoao
l-0b0bo0o0od2-000001-boo0oO0ooOobOoo0o2-0000000DODC0CO0OO0OO0DbDOO0OO
gboooooN-bobooogz2-gbobobo2-0O0b0bs-000002-000
os-go0oboboo0o2-000003-000004-00D00002-D00004-DD000O00OD0O2-
oooos3-coooos3-cogooobobo4-00b0D0O00OS0000002-000000 2-
oooob4-000000CS-0000C002-00000004-00000005-0000
gboz2-000000003-000000D002-000000003-000000D000
-jooboooos-ooobcooboz2-0oo0ooos3s-oooooo2-0000000D002-0
oooobooooooboz2-0coooboooooboz2-0coooboos-ooooOoboco1-0b0O00
ooo03-0000b0b1-000o0obboooooDos3-ogooooOo)boboooooDaoc
ooobz2-000oobOobooooobos-ooooooooobooo2-00b00000DO0OOd
oos3s-0ooooobobooooboz2-00b00O003-0000004-0000002-00
oooooos-ooboouoob4-0000D0OO0O0O01-0D0000O0D2-000D0000
3-0o0o0goooobo1-ooooboboogo2-b0o000oo0b1-o0ooooboDoboUo2-0b000000
3-000000b04-0000000004-0000000HXI0O0O001IOD020000030
oooo00o0-0-0-S-0-NH-0-S0,-0-S0-000-So.NH-000 0000000000
gbooooag
uoboobooobooboobooboooooboobobobooooobobobobooooan
ooooooooobOoOoTbFRRPOOCOOO0ODOOOOOODOCOCOOODOOOOAOTDORFRPO O

oo oboooogobooboboooobogTFRPOOODODOOOOODODOODOD
UOTbFRRPOODODOOOOOCOOODOODOOOOOOODODOODOOOOOObOODOnn
ugboooobouobobobouoouoouobobobooooboTFRPUODOOODOOD
oNDOobOooocoboooooNoOOcoobobOboooobooooboboooononoTD
FRPOOOOOODODODODOOOOOODODODODOOOOOODODODODOOOOOODOODOnD

O
O
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OO
OO0

oooobOoooooooooobooooobOboooobobobooooboog
goOooTbFRRPUODODODOODOODOOODODODODODOOOODODODODT

OO
o0
oood
oooono
TOFRRPOODO0O0O0OOOOODODOOOO0DODOOODOOODODd-ODO0O0O0O0O0ON-0O00OD0
ooooobOoooooooOoooobbooOoooboboooobooOoooobooooDboao
ooooobooooooobooooboboooooboooooobooooooboooooDoao
oooooOoooooobooobocoooboboooooboooooobOoooooooooooDoao
O:-0000@-Al)D000D0O0O0O0O0O0OO0OODODOODOD3-000000000C

ubooaTbrRRPOODODOUOOO0OO0ODO0ODOO0OOUOOObOOOTFRRPUDODODOOOOAn
oooobOoooooboooooooboooooobOobooooboOooboooobood

O
g
DFRPO O OTDFRRPO O OO DOOOO0OOOOOODOODOOOOOODOODOO1I0DO000D00
u
O

ap)02,3-0 000000000 @pr)J4-0000000;a-0000000 (Aib)e -

O

OOoOD0ODD0OD0O00@ha);d -000000CAva);N-O0000C0CO0DODODODOOOO0OO0OOeGl

y);00000@rm);00000Cit);t--0000000 (t-BuA);t-00 000 00 (t-Bu
G);N-00D0D0C0D0O0C0DO0(elle);J0000000CPhg);0 0000000000 (Cha)
;000000 Ie);2-00000000(2-Nal);4-00000000000 (Phe(4-Cl))
;2-000000000000 (Phe(2-F));3-000000000000 (Phe(3-F));4-0

O
a

O o0 oooogogo

0000000000 (Phe(4-F));0 000000 (Pen);1,2,3,4-00 0000000
00-3-00000(Tic);p -2-00000000(Thi);0 0000000000 (MSO);
000000 CArg);N-0000000 (AcLys);2,3-00 0000 (Pab);2,3-00 00
0 (@bu);p-0 0000000000 (Phe(pNHL));N-0 0 0000 (Meval);0 00000
(WCys)DDODODDDODOO(Ser) D000 O0DDO0DODO0DDO0DDO0DODO0DDO0OODOODODOOO
0000000000000 O00O0O00O0O00

0oood

1000000000 TDFRPOOOOOOOODOSEQ IDNO:10 0D ODODODODDOOOD
Dooooooooo

ooood

X1X2X3XaXsXeX7XgX0X10X11X12X13X14X15X16X17X18X10X20(SEQ 1D NO:1)01 O O 0 0 X400

X0 00 000000000X00D0O00000000000000000000000
0000000000170 0000000000000000000000010000
0000000000000 0D000000000000000000000000000
DO00D0DO0DO00OO0OODOTOFRPOOODOOOOOOSEQ IDN0:1IO0DDDOO0OODOO0
00000000000 000O0X,0X,,000000000000X0000000000
0000000000000 0D00000000000;00000000000000
000D0200Cys0 00000170 000000000000000000000001
00000000000 000D00000D00000D0000000000000000
000000

000000

DO00DO0DO0O0OO0OOTODFRRPOODOODOOOOOSEQ IDN0:20 000000000000
0000000000

000000

0 CXoX3X 4 XsX6X7XgX0X10CX1 2X1 3X1 4X15X16(SEQ 1D NO:2)0 0 0 O O X,0 X500 O X550 X516
000000000000 00OXO0Tyr0Nle000000000000000D000O00
0000000000 0000D0000; ;X0PhedVall00DOO0O0000O000000D
0000000000000 ;X,0Asp00000000000000D00O0 ;X0 Aspd Glud
000000000 D00000;;X0Ser0Asn0 000000000000 OO0 ;X,0Ser

O

O0000000000000XgOAsnOGINDOOOOOOOOOO0O0O0O0AO0;X0Vva

1000000000000 0000:X400M1Me0VallleuD OOODDOODOOOOODODO

O

U:X.0lysOOOODOoOOooooOoo0O0ooo00;X,sOdLysDOOOO0o0o0o0ooooao
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X, 0TyrDOO0O00000O00D00000 ;X,s0Arg0O0000O0O0DOOO0O0O0
;000 X,egOSeri 000000000 O0OOODOOO

gboooooobuobdobobo4b0oboboobuoboboboodd
ooboooooobooooobbooooooboooooboooooooDoao
goo g

O
O
O
O
O
O
O
O
O
O
O
O

o
guo
d-0

goooOocooobooooboooooao
gooooboooooboooooboooooao
ool-oooooooooooooooboao
o oooooooobooooos3s3noooan
O0OO0OO0OD0ODDDOO0O00O00O0DO ECRDLGWQDQC(SEQ 1D NO:
D NO: 307)0 O O O SRYKKCYFDDSSNVIC(SEQ ID NO: 308)

Ooo0oooOooOoooOoaoo
Oooooogogooao
Oo0oooogodQgooao
Oooo0ooogoogogoao
Ooooogogoao

O 0Oooo
O 0Oooo
OO oo
O Oooo
O 0Oooo
OO oo
O 0Oooo
O oOoooo
O 0Ooo0ooao
O o0Ooo0ooao
O Oooo
O Oooo
O o0Ooo0ooao

oooooOoooooboon

gbooaond

ooooao
gbooooboboboooobobobobooobogoTFRPODODODODODOO
sbcob0obdoboobooobooboboboboooboobobobooooboooboaadnn
oooobOoooooboooooboooooobooooobobobooOoooDon
gbooon
oooobOooooooboe0bOOO0OOODOODOBODOODOODDODODDODOOODO
dilgoooooboobooocoooboooooboooooobooooooooooooDoao
oooobOooooobos3sxwooooboooboooobooOoooobobooooobooooooan

gbooaond

TDFRPO 00O COCOO0OO0OOOOCODO0OO0ODOOOOO0OOvyvoOoOOoOODOOOOOOOOOO
gboooooobooobooboooobgoboboboooboboboboooboobobao
gbooooboobooobooooaooann

ooooao

TDFRPO O OO0 DO O0OD0OO0ODOOOO0OOOODOO0ODOODbOs8sgOoDOobOoboobooooDoobooDbaOo

000000000000000000000000000000000000000
0000000000000000000000000
00000
0000000000000 00000000009000000000000000
0000000000000 000000000000000000000000000
00000000000000000000000000
00000
0000000000000 000TDFRROODOOO10000000D0
00000
00000
T SEQ ID NO:
ECRDLGWQDQC— V > — —CFDDSSNVICKKYRS 309
ECRDLGWQDQC—VY > 7 — —ACFDDSSNVICKKYRS 310
CYFDDSSNVIC—V > % — —CYFDDSSNVICKKYRS 311
SRYKKCYFDDSSNVIC—VY > #——CYFDDSSNVIC 312
CFRDLGWQDWIAPC—V » % ——CFRDLGWQDWIIAPC| 313
ECRDLGWQDWC—VY > 1 ——CFRDLGWQDWIIAPC 314
oooooo
010000000000000000000000000CXXaXaXeXeXXeX0X10CX12X13
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X14X15X16(SEQ ID NO:255)0 0 000 00000000 X0 Tyrd Phel MetD Ser0 O 0O O
0000000000000 000000000AO0 ;X30TyrO Phed Metd Ser0d O 0O 0O
OO0O0O00O000O00000000000000;X,0Aspd AsnOl GluD GInO Serd O
000000-000000000000 ;Xs0Aspd AsnO GluO GInO Ser0 000 O
-000000000000;;Xgd SerO0 ThrO CysO MetO HisO O OO OOOO0OO-0O
000000000 ;X,08er0ThrOCysOMetOHIisDOOOOOOOODO-0000O
000000 ;Xgd Asp Asnd Glu GInO SerO0 ThrO MetO HisO OO OOOOO0OOO
000D ;Xgd Vall 1led ThrO Leud Alad GlyO MetO PheD 0O OO0 O0O0OOO0OO
000 ;X600 e LeuO Alall Glyd ValO MetO Ser0 PheD 0D O OO O0ODOOODOOO
000 ;X,,0LysDArgOHisOTrp0 00 00000000O00O00O0O0OAO;X;30LysOArg
OHisOTrpD OO0OO0OO0OOOCDOOOOOOCODOOD ;X:,0TyrOPhedHisOTrpO OO0 00O
00000000000 ;X s0Arg0LYsOHIsOTrp0 000000000 OCO0OOOOO
;00 0X,60Ser0 ThrO AspO0 AsnO GluO GInD OO0 O0O0O0OO0OCOO0OOCOOOCOOOCOOOO
oooo

oooooo

010 0000000000000000000000O0000CX,X3DDSX,XgXgXq1oCKX 15X
14aRX16(SEQ ID NO:256)0 0 00000000 DO0OO0OX,0TyrO Phed Metd Ser0 OO0 00O
0000000000000 O0O0OO0O0OO0O0DOODaO ;X30 TyrD Phed Metd Ser0 O 00O O

OoooooogoQgoo
O O0Ooo0oo0oooao

OoO0o0ODDO0O0000000000D0DDO00O0O0;;X,0Serd ThrO CysO Metd HisO O O
O000000-000000000000 ;Xgd Aspd Asn GluOl GInO SerO ThrO MetO H
isD00000000000000A0 ;X0 Vvall Iled ThrO LeuO AlaO Glyd MetO PheO

OOO0OD0DDO0OO0O000000D0D0D ;X060 11ed Leud Alad GlyO ValO MetO Serd Phed O
0000000000000 D00 X, 30LysDOArgOHISOTrp0 0 0000C00OCO0O0OO
O000;X,,0TyrOPhedHisOTrp00000O000O000O00O0O0O0DO;000X,e0Se

rO ThrO AspO AsnOGluC GIND OO O0O0O0O0O0O0OCOCOODDOOOOOOODOO
goooog
D1000000000000C0C00000000000DODO0OO0CXSX3NDSX,XgXgX1oCKX, 35X
14RX16(SEQ ID NO:257)0 0 00000 OODDODOAOX,O0 Tyrd Phel MetD Ser0 0 0O OO
OO0O0D0DD0O0O000000000ODD0O0O00000 ;Xg0 TyrO Phell Metd Serd0 0 00O 0O

0000000000000 O0OO0O0O0OO0C0OO0O0aO;X,0Serd Thrd CysO MetO HisO O O
OO00O000O0-00000000000A0 ;Xg0 Aspd Asn GluO GInO SerO Thrd MetO H
isU0000D0D0000D0000D0D ;X0Vall 11ed Thrd LeuD Alal GlyOd Metd PheO

0000000000 0000O00 ;X600 11ed Leud AlaO GlyO ValO MetO Serd Phe O
OO0O0oo0oO00o0O00oo0O00o000 ;X s0LysOArgOHISOTrpO 0 0000CO00O0COO0OO
OO00D ;X,0TyrOPheOHIsO Trp0 00 0000O0OC0OCOODDOOOO;000X,g0Se

r0 ThrO Asp0 AsnO GluO GINO 0 D00 0000000000000 000000
000000

0100000000000000000000000000 0 CXyXgDNSX,XgXoXqoCKX, X
14RX16(SEQ ID N0:258)0 0 00000000 00O X,0 Tyrd Phed Metd Serd 0 0 O O
0000000000 0000000000000 ;X0 Tyrd Phed Metd Serd 0 0 0 O

OCoO00OD0OO0O0000O00O0O0OO0OO0OD0ODOO0O00Od ;X,0serd ThrO CysO Metd HisO O O
OOoO0OD0ODDOO0-00000000000A0 ;Xg0 Aspd AsnO GluO GInO Serd Thrd MetO H
isU0000D0D0000D00000RD ;;X0ValO 11ed Thrd LeuD Alall Glyd Metd PheO

0000000000 O0O00D0O00 ;X060 11ed Leud Alad GlyO ValO MetO Serd Phel O
OCOoO0D0DO0O0000000D00 ;X430LysOArgd0HISO Trp0 0000000 O0OOQODO
OO0O0D ;X,0TyrOPheOHIsO TrpD 0 00000O0O0OCOO0ODDOOOO;000X,60Se

r0 ThrO AspO0 AsnO GluO GINO DD 0000000000000 00000000
000000

0100000000000000000000000000 0 CXaXgNNSX,XgXoXqoCKXq X
14RX16(SEQ ID N0:259)0 000000000000 X,0 Tyrd Phel Metd Serd 0 0 O O
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OOo00DDOO0OO000000000OO0OD0OO0OO0 ;X300 TyrO Phe MetD Ser0 00 OO

OO0D0DDD0OO0O0000000000DODAO ;X0 Serd ThrO CysO MetO HisO O O
O000-000000000000 ;Xg0 Aspd AsnOl GluD GInO Serd ThrO MetO H
O0O0O00O00000000 ;X0 Vvald Iled ThrO Leud Alad Glyd MetO Phel

OO0OD0DDDOO0O0O0O00D0 ;X600 11ed LeuO Alad Glyd ValO MetO SerO Phed O
00000000000 :X,50LysDArgOHIsO Trp0 00000000 ODBODOO
X0 TyrOPheO HisO Trp0 00 000C0O0O0C0COOCOOOCDO ;000X,e0 Se

r0 ThrO Asp0 AsnO GluD GINO 0D 0000000000000 00000000
oooo
0100000000000000000000000000 0 CYX3DDSX,XgXgXqoCKXq5YR

X16(SEQ

O

O Ooo0oo0oooao

1

oo oooogoogoo

1

Oooooooooe

1

OO oD o0ooDoDooOoXOoOooooooo Xooooooooo Xoooooogooaoao
OoooooOooooe

O
g
u
O
g

O
a
u
O
g

oo

ID NO:260)0 000 00O0DO0O000OONXs0TyrdPheOMetd Ser0 000000
0000000000000 0000;X,08erdThrO CysO MetO HisOOOODO
O0-000000000000 ;Xgd AspO AsnO GluO GInO Serd ThrO MetO HisO
00000000000 ;X0 Vvall 1led ThrO Leud Alad Glyd MetO PheO O O

0000000000 ;X060 led Leud Alal GlyO ValO MetO Serd Phed O O O
000000000 ;X,50LysOArgOHISOTrp0 0000O00O0O0O0OO0O0ORO

;00 0X,60 Ser0 ThrO AspO AsnO GluO GInODO O OO OOOOOCOOOCOOCOOOO
gooao
gooao

O
g
u
O
u

O
g
u
O
g

1000000000000000000000000000CYXgNDSX,XgXoXsoCKX,5YR
(SEQ

IDNO:261)0 0000000 OO00DOOXZ0TyrO Phel Metd Ser0 000000
OO0D0DDDOO0OO000000000D0D;X,08erdThrd CysO MetD HisOD OO OO
O0-000000000000 ;Xgh Aspd Asnd GluO GInO SerO ThrO Metd HisO
OO0O000O000000 ;X0 VallO 1led Thrd Leud Alald GlyO MetO Phed O O
OO0ODDDOO0OO0O0OO0O ;X100 11ed LeuD Alad Glyd ValO MetO SerO Phed O O O
OO0DDDO0O000;X;350LysDArgDHIsO Trp0 0 0000000DDOOOOO

;00 0X,60 Ser0 ThrO AspO AsnO GluO GInOD O OO OOOOOCOOOCOOCOOO
gooao
gooo

O
g
U
O
g

O
g
u
O
g

1000000000000000000000000000 CYXgDNSX,XgXoXqoCKX,5YR
(SEQ

IDNO:262) 0 00 000O00DOO00DOOXgOTyrO Phell Metd Ser0 000000
OO0OD0DDDOO0OO000O000000D0D ;X,08erd Thrd CysO MetO HisOD OO OO
O0-000000000000 ;Xgh Aspd Asnd GluO GInO SerO ThrO Metd HisO
OO0O000O000000 ;X0 VvVall 1led Thrd Leud Alall GlyO MetO Phed O O
OO0ODDDOO0OO0O0OO0O ;X600 11ed LeuD Alad Glyd ValO MetO SerO Phed O O O
OO0DDDO0OO0O00;X;350LysDArgDHIsO Trp0 0 0000000D0DO0OOOO

;00 0X,60 Ser0 ThrO AspO AsnO GluO GInOD O OO OO0OOOOCOOOCOOCOOOO
gooao
gooano

O
g
u
O
g

O
g
a
O
g

1000000000000000000000000000CYXgNNSX,XgXoXsoCKX;5YR
(SEQ

IDNO:263) 0 00 00000DO0O00DOOXgOTyrO Phell Metd Ser0 000000
OO0OD0DDDOO0OO00O0O0000O0O0D0D ;X,0Serd Thrd CysO MetD HisOD OO OO
O-00000000000D0 ;Xgh Asp AsnO Glu GInO SerO ThrO MetO HisO
O0O000O000000 ;X0 Vall 1led Thrd Leud Alal GlyO MetO Phed O O
OOD0DDDOO0O00O0OO0 ;X600 11ed LeuD Alad Glyd ValO MetO SerQ Phed O O O
OO0DDDO0OO000;X;350LysDArgDHISO Trp0 0 0000000D0DO0OOOO

;00 0X,60 Ser0 ThrO AspO AsnO GluO GInD O OO OOOOCOCOOOCOOCOOOO
ugbodaao
gooano

1000000000000000000000000000 CXX3DDSSXgXoXoCKX, X,
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4RX16(SEQ ID N0:264)0 000000000000 X,0 Tyrd Phed Metd Ser0 0 0 0 O O
000D0000000000000000000 ;X0 Tyrd Phed Metd Ser0 0000 O
000D0D000000000000000000 ;X0 Aspd AsnO Glud GInO Serd Thr M
etOHIsDODOOODDOOODOODDODOOD ;X0 Vald el ThrO Leud Alal GlyO MetO P
heD DOODO0ODDOO0O0D0DOO0D ;X0 Hed Leud Alad Glyd Vald Metd Serd Phe
000D000000D00000D000 ;X,50LysdArgdHisOTrp0 0000000000
000000 ;X,0TyrOPheDHisOTrp0 00000000000 00000;000X,g
0 Serd ThrO Aspd AsnO GIuO GINO 000D 0000000000 O0O0O000OOO00O0
0oo0o000

0100000000000000000000000000 0 CX,XgNDSSXgXgXqoCKXq3Xq
4RX16(SEQ ID N0:265)0 000000000000 X,0 Tyrd Phed Metd Ser0 0 0 0 O O
000000000000000000000O00 ;X0 TyrO Phed Metd Ser0 00 0 0 O
000D0D000000000000000D000 ;X0 Aspd AsnO Glud GInO Serd Thr M
etOHIsDOOOODDODOODOODODOOD ;X0 Vald el ThrO Leud Alal GlyO MetO P
heD DODODO0ODDOOO0D00DO0OO0D ;X0 Hed Leud Alad Glyd Vald Metd Serd Phe
000D000000D00000D000 ;X350 LysdArgdHisOTrp0 0000000000
000000 ;X,,0TyrOPheDHIsOTrp0 000000000000 0000;000X,e
0 Serd ThrO Aspd AsnO GIuO GInNO 000D O0O000D000000O0O0O000O0O00O0
0oo0o000

0100000000000000000000000000 0 CX,XgDNSSXgXgXqoCKXq5Xq
4RX16(SEQ ID N0:266)0 0 00O D0 D000 00D X,0 Tyrd Phed Metd Ser0 0 0 0 O O
00000000000000000000000 ;X0 TyrO Phed Metd Ser0 00 0 0 O
0000000000 000000000000 ;X0 Aspd AsnO Glud GInO Serd ThrO M
etOHIsDOOODODDODOODOODODOOD ;X0 Vald el ThrO Leud Alal GlyO MetO P
heD DODOO0ODDODOO0DO0DOO0OOD ;X060 Hed Leud Alad Glyd ValO Metd Serd Phe
000D00000000000D000 ;X,50LysDArgdHisOTrp0 0000000000
000000 ;X,0TyrOPheDHIsOTrp0 000000000000 0000;000X,e
0 Serd ThrO Aspd AsnO GIuO GINO 000D 0000000000 O0O0O000ODOO00O0
000000

0100000000000000000000000000 0 CX,XgNNSSXgXgXqoCKXq3Xq
4RX16(SEQ ID N0:267)0 000000000000 X,0 Tyrd Phed Metd Ser0 0 0 0 O O
000D000000000000000000O00 ;Xz0 TyrO Phed Metd Ser0 00 0 0 O
0000000000 000000000000 ;X0 Aspd AsnO Glud GInO Serd ThrO M
etOHIsDOOODDODOODOODDOOOD ;X0 Vald el ThrO Leud Alad GlyO MetO P
heD DODOO0ODDO0O0OO0D0DO0O0D ;X0 Hed Leud Alad Glyd Vald Metd Serd Phe
000D00000000000D000 ;X,50LysdArgdHisOTrp0 0000000000
000000 ;X,0TyrOPheDHisOTrp0 D00 0000000000000 ;000X,e
0 Serd ThrO Aspd AsnO GIuO GINO 000D 0000000000 O0O0O000ODOO00O0
000000

0100000000000000000000000000 D CYXgDDSSXgXgXqoCKX,5YRX
16(SEQ 1D N0:268)0 0 00 OO0 DO 00D O XgO Tyrd Phed Metd Ser0 000 O OO
00D0D000000000000000000 ;Xgd Aspd Asnd Glud GInO Ser0 ThrO Met
OHIsOOODDOOOO0ODDOO0000O0O0 ;X0 Vald Hled ThrO Leud Alad GlyD MetO Phe
00000000000 000000 ;X0 1led Leud Alad GlyD ValO MetO Ser0 Phed
000000000000 0000 ;X,50Lys0ArgDHisO Trp0 00000000000
00000 ;000X,60 Serd ThrO Aspd AsnO GluD GInD 00 000000000000
000000000

000000

0100000000000000000000000000 0 CYXgNDSSXgXgXqoCKX,3YRX
16(SEQ 1D N0:269)0 00000000000 O XgO Tyrd Phed Metd SerD 000 O OO
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OCOoO0OD0OD0O0OO000O0000O0OO0O0ODDOOO0OaO0 ;Xgd Aspd AsnO GluO GInO Serd ThrO Met
OHisODDODDODOOO0OOO0OO0OO0ODOO0OO0DDOAO ;XgO vald 1led ThrO LeuO Alad Glyd MetO Phe
0000000000 0O00000AO0 ;X060 1led Leud Alad Glyd ValO MetO SerO PheO
OO00o0O00OO0O00O0O0O00D000 ;X 50 LysArg0HIsOTrpO00000COO0OO0OOOO
OO0ODD;000X60Ser0ThrO0 AspO AsnOGIWOGINOOOODODOOOOOOODODO
obooogoobogono

gbooodg

01000000000 0C000000000D00000D0DODOCYX3DNSSXgXgXqoCKX,3YRX
16(SEQ ID NO:270)0 0 0 0 00O DCOODODDOX30 Tyrd PheD MetD SerD0 0 000 00O
0000000000000 O0OO0C0O00C0DO0O0 ;;Xgd AspO AsnOl Glu® GIng Serd ThrO Met
OHisODOODOOOOOO0OO0ODOOO0ODDOAO ;XgO Vvald 11led ThrO LeuO Alad Glyd MetO Phe
OO0ODDO0OO0OO00000000O0D ;X060 1Med Leud Alal GlyD ValO MetO Serd Phel
O00000000000000:X,30LysOArg0OHISOTrpO 000000 OODBODOO
OO0O00;000X,g0Ser0ThrOAspdAsnOGIuOGINOCOOOOOOCOOOOOOOOO
oooooooao

gooon
lo0ooo0ooO0O0000000O0OO00OO0O0ODDODO0OO00O0OOOoOCYXgNNSSXgXgXqoCKX,3YRX
16(SEQ ID NO:271)0 000000 DOCOODDDOX30 Tyrd PheD MetD Ser0 0 00 0 OO
OOoO0OD0ODD0OO0O00000000O00DDOO0OO0aO0 ;Xgd Aspd AsnO GluOl GInO Serd ThrO Met
OHisOOOOO0OOO0O0O0O0000000 ;X0 VvallO 1led ThrO Leud Alad GlyO MetO Phe

O
g
u
O
a
a

00000000000 000000 ;X060 el Leud Alad GlyD Vall MetD Ser( Phel
00000000000000D00 ;X50Lys0Arg0HIsOTrp0 00000000000
00000 ;000X,60 Serd ThrO Aspd AsnO GluD GInD 00 000000000000
000000000

000000
000D00000D00000000000000000000CXaXaXaXsX6X7XgX0X10CK12
X13X14X15X16(SEQ ID N0:272)0 00000000000 0OX,0Tyr0PheD 000000

0000000000 ;X0Tyr0Phed 000000000000 0000 ;X,0Aspd Asn
0000000000 -000000000000 ;X0Asp0Asn0 000000000 -
000000000000 ;XO0Ser0Thr0O0OODOOOOOD-00000000000
0:X,0Ser0Thrf0O0ODODDO0O000D-000000000000 ;X0 AsnO GInO SerO
Thr0 0000000000000 00 ;X0Vald el LeudJAlad 0000000000
000000 ;X0 e LeuD Alad GlyD D0 00000000000 000 ;X,,0Lys
DArg000D000000D00000000:X,50LlysDArgd 000000000000
0000 ;X ,0TyrOPhe0 0000000000000 0000 ;X,50ArgdLysd 0000
000000000000 ;000X,s0Ser0ThrOAsnOGINOOOOO0O0000DO0000
00000000000

000000

000D0D0000D0000000000000000000 0 CXX3DDSX,XgXgXqoCKXq 2Xq
4RX16(SEQ ID N0:273)0 00000000000 0X,O0TyrOPhed 0000000000
000000 ;X,O0TyrOPheD0 0000000000 000000;X,0SerdThrO OO0
000D000-000000000000 ;Xg0Asn0GInOSerD ThrD 000000000
000000 ;X0Vald el LeuD AlaD 0000000000000 000 ;X050 Hed
leuD AlaD GlyD 0000000000 000000 ;X,5,0LysDArg0 00000000
00000000 ;X,,0TyrlPhed10000000000000000;000X,60Ser
OThrOAsnO GINOOOOODO0O00O0O0D0O000O0D00000D0000

0oo0o0o00

000D000000000000000000000000 0 CXX3sNDSX,XgXgXqoCKXq2Xq
4RX16(SEQ ID N0:274)0 000000000000 X,0TyrOPhed 0000000000
000000 ;X OTyrOPhed 0000000000 000000 ;X,0S8erdThr0 OO0
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000D000-000000000000 ;Xg0AsndGInOSerD ThrD 000000000
000000 ;X0Vald el LeuDJ AlaD 0000000000000 000 ;X060 1ed
leuD Ala0 GlyD 0000000000000 000 ;X,50LysDArg0 00000000
00000000 ;X,,0Tyr0Phed0000000000000000;000X,60Ser
OThrOAsnO GINDOOOD0O0000D0000000000000000

0oo0o0o00

0000000000 000000000000000000CXX3DNSX,XgXgXqoCKXy5Xq
4RX16(SEQ ID N0:275)0 00000000000 0X,0TyrOPhed 0000000000
000000 X 0TyrOPheD 0000000000 0000000;X,08erdThrO OO0
000D000-000000000000 ;X0AsndGIndSerDThr0 000000000
000000 ;X0Vald el LeuD Alad 00 0000000000000 0 ;X,00 Hed
leuD Ala0 GlyD 0000000000 000000 ;X,50LysDArg0 00000000
00000000 ;X,0Tyr0Phed00000000000000000;000X,60Ser
OThrOAsnOGINDOOODO0O000D00000000000D00000

000000

000D0D0000D0000000000000000000 0 CXX3sNNSX,XgXgXqoCKXq5Xq
4RX;6(SEQ ID N0:276)0 00000000000 O0X,O0TyrOPhed 0000000000
000000 ;X O0TyrOPhed 0000000000 000000;X,08erdThrO OO0
000D000-000000000000 ;Xg0Asn0GInDOSerD Thr0 000000000
000000 ;X 0Vald el LeuDJ AlaD 00 0000000000000 0 ;X060 Hed
leuD AlaD GlyD 0000000000 000000 ;X,5,0Lys0Arg0 00000000
00000000 ;X,0TyrdPhed00000000000000000;000X,60Ser
OThrOAsnOGINOOOODO0O000D0O0000O0D00000D0O00O00

000000
000D0D000000000000000000000000CYXgDDSX,XgXgX,oCKX,3YRX
16(SEQ ID NO:277)0 000000000000 X,O0TyrOPhed 00000000000
000D00;X,0Ser0Thr0 000000000 -000000000000 ;X0 AsnO Gl
n0SerD0 TrfD OODODDOOODODO0O000D ;X0 Vald Iled LeudAlad 000000
0000000000 ;X0 1MedLeudAladGly0 000 00000000000000 ;X
130 LysDArgD 0000000000000 000 ;000 X,60Serd Thrd AsnO GIn0 O
000D0000000000000000000

ooo0o0o0

000000000000 00D0000000000000 0 CYXgNDSX,XgXgXqoCKX,5YRX
16(SEQ ID NO:278)0 00000000000 OX,OTyrOPhed 00000000000
000D0O0;X,08r0Thr00O0O0O0D00000-000000000000 ;X0 Asnd Gl
nOSer0Thr0 DOODDOOO0OO0DO0O000DO ;X0 Vald el LeudAlad 000000
0000000000 ;X060 el LleuD AlaD Gly0 00D 0000000000000 ;X
20 Lys0ArgD0 0000000000000 000 ;000X,60Serd Thrd AsnO GInd O
000D000000D00000D00000000

000000
000D0000000000000000000000000CYXgDNSX,XgXoX,oCKX,5YRX
16(SEQ ID NO:279)0 00000000000 OX,O0TyrdPhed 00000000000
000D00;X,08r0Thr0 000000000 -000000000000 ;X0 Asnd Gl
n0SerD0TrfDDOODDOOODODO0O000D ;X0 Vald el LeudAlad 000000
0000000000 ;X0 1MelLleudAlad Glyd 000 0000000000000 ;X
120 Lys0Arg0 000000000000 0000 ;000 X,60 Serd Thrd AsnO 6In0 O
0000000000 0000D00000000

000000
000D0D000000000000000000000000CYXaNNSX,XgXgX,oCKX,3YRX
16(SEQ ID N0:280)0 D 00D OO0 DODO0ODDOX,OTyrdPhed 00000000000
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000D00;X,08r0Thr00000D00000-000000000000 ;X0 AsnO Gl
n0Ser0Thr0 DOODDOOO0OO0D0O0O000DO ;X0 Vald el LeudAlad 000000
0000000000 ;X0 MelLleuD Ala0 Gly0 0000000000000 000 ;X
130 LysDArgD 0000000000000 000 ;000X,60Serd Thrd AsnO GInO O
0000000000 000000000000

000000

000000000000 000000000000000 0 CXX3DDSSXgXgXqoCKXq2Xq4
RX;6(SEQ ID N0:281)0 0000000000 DO0X,0TyrOPhed 0000000000
000000 ;X 0TyrOPhed 000000000000 000DO00O0 ;Xg0AsnO GInO Serd T
hrf0 000000000000 000 ;X%0Vald el LleudAlad 0000000000
000000 ;%00 el Leud Ala GlyD 000000000000 0000 ;X50Lys
DOArg000D00000000000000;X,,0Tyr0Phed 000000000000
000D0;000X,60Ser0ThrOAsnOGIND 000000000000 0000D000O00
000

000000

000000000000 00D00000000000000CXXaNDSSXgXgXqoCKXg2X04
RX;6(SEQ ID N0:282)0 0000000000 DOX,0TyrOPhed0 0000000000
000000 ;X0TyrOPheD0 00000000000 0000DO0O0 ;Xg0 Asnd GInO Serd T
hrf0 D0 0000000000000 ;X%0Vald lledleudAlad 0000000000
000000 ;X0 MeD Leud Alad GlyD 000000000000 0000 ;X50Lys
DArgD 0000000000000 000;X,,0Tyr0Phed 000000000000
000D0;000X,e0Ser0ThrOAsnOGINDO 0000000000000 000D0000
000

000000

0000000000 000000000000000000 CXoX3DNSSXgXgXqoCKXq3Xq4
RX;6(SEQ ID N0:283)0 0 0000000000 O0X,0TyrOPhed 0000000000
000000 ;X 0TyrOPheD0 00000000000 000DOO0 ;Xg0AsnO GInO Serd T
hrf0 000000000000 000 ;X%0Vald el LleudAlad 0000000000
000000 ;X0 el Lleud Alad GlyD 0000000000000 000 ;X50Lys
DArg000D000000D00000000;3X,,0Tyr0Phed 000000000000
000D0;000X,e0Ser0ThrOAsnOGINDO D0 O0O00D00000000000D0O00O0
000

000000

000000000000 000000000000000 0 CXXaNNSSXgXgXqoCKXq2Xq4
RX;6(SEQ ID N0:284)0 00000000000 0X,0TyrOPhed 0000000000
000000 ;X 0TyrOPhed 000000000000 000DO00O0 ;Xg0AsnO GInO Serd T
hrf0 0000000000000 00 ;X%0Vald el LeudAlad 0000000000
000000 ;%00 el Leud Alad GlyD 000000000000 0000 ;X50Lys
DOArg000D00000000000000;X,,0Tyr0Phed 000000000000
000D0;000X,¢0Ser0ThrOAsnOGINDO 000000000000 0000D0000
000

000000

000D0D0000D0000000000000000000 0 CYXgDDSSXgXgXqoCKXy5YRX,
6(SEQ ID N0:285)0 000000000000 X;0TyrOPhed 00000 D0O0O000DODO
0000 ;XgD AsnOGInO Ser0 Thr0 D0 0000000000000 ;X0 Vald el Le
WAl 0000000000 000000 ;X0 1edLeudAladGlyd 0000000
000000000 ;X,50LysDArg00000000000000000 ;000 X,60Se
rO ThrO AsnOGINDO D0 OO000DO0000D0O00000D000000

000000

0000000000 000000000000000000CYXgNDSSXgXoXqoCKXg5YRX,
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s(SEQ ID NO:286)0 0 000 O0OOOOOOOX;OTyrOPheD O OO0OOOCOOOOOCOO
OO000:;XgOAsnOGINOSerDThrOOOOOOOOOODOOODOOD ;XgO ValO 1led Le
ud Ala0 00 00000000000000 ;X001MedLevdAladGlyD 0000000
OO0O0o000O000;X,30LysDArgD0000000O000O000O0O00DO ;000X,e0Se
r0 ThrDAsnOGINO OO OO0OO0O00O0O00O0O00O0O00O0O000O00O0

oooooo
OO00O000C0CO0O0C0CO0O0CO0O0C000000O0000O0ADOOCYX3DNSSXgXgXqoCKX,5YRX,
s(SEQ ID NO:287)0 0 000 O0O0O0O0O0O0OOX;0TyrOPheD0 O OO0OOCOOOOOCOO
0000 ;XgOAsnOGInOSerDThrOOOOOOODOOODOOODOOD ;XgO ValO 1led Le
ud Ala0 00 00000000000000 ;X0011edLevdAladGlyD0O0O0O0O0OnO
000000000 ;X30LysDArgD 0000000000000 O00C0DO ;000X,e0Se
r0 ThrDAsnOGINO OO OO0OO0O00O0O00O0O00O0O00O0O000O0O0O0O0

oooooao
OO0O0O0OO00OO0CO0O0CO0O0OCO0OO0C0O0OO0O000O0O0O0O00O0O0DOOCYX3NNSSXgXgXqoCKX,3YRX,
s(SEQ ID NO:288)0 0 000000000 OOX;0TyrOPheD D OO0OOCOOOOOCOO
O0O00:;XgOAsnOGInOSerODThrOOOOOOOOOOOOODOOD ;XgO ValO 1led Le
ud Ala0 00 00000000000000 ;X0011edLevdAladGlyD 0000000
000000000 ;X30LysDArg0 0000000000000 O00O0 ;000X,e0Se
r0 ThrD AsnOGINDC O OO0OO0O00OO0O000O000O000O000O00O0

oooooao
OO00O0O000CO0O0CO0OO0OCO0OO0C0O00000000O000D0D0CXXIXAX5XgX7XgXaX10
CX15X13X14X15X16(SEQ ID NO:289)0 D 0000000000 X0 Tyrd OO PheD OO ;X5
OPheD OO0 TyrO OO ;X,0 Aspd O 0O AsnO O O ;Xg0 AspO O 0 AsnO O O ;XgO SerO O O
Thrd O 0O ;X,0 Ser0 O O ThrO O O ;XgO Asn GInO SerO O O ThrO O O ;X0 ValO 1led
Leud OO0 O Alad O O ;X;00 1led Leud Ala0 O 0 O GlyO O O ;X450 Lysd O 0 ArgO O O
;Xq30 LysO O 0O ArghD O O ;X,,0 TyrO0 O O Phed O 0O ;X350 Argd OO LysO OO ;000X
1edSerO0ThrOAsnOGINO O OOOO0OO0O0O0O0O0O0O0O

oooooan

0000000000000 000000D000D000D00ODDOQOCXX3DDSX,XgXgXqoCKX
13X14RX16(SEQ ID NOz200)0 00000 O0COOOCODOX,0 Tyrd OO PheOl O O ;X350 Phel
O0Tyr0O OO ;X,08erd 00 ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO |
led LeuDO O O O Alad O O ;X0 e Leud Alad 0O O O Glyd O 0O ;X350 LysO O O ArgQd
00 :;X.,0Tyr00O0Phed 00 ;000X;,60Ser0ThrO AsnOGINOOOOOO0OODO0OODO
o0o

oooooan

0000000000000 000000D000D000D0OODDOOCX,X3NDSX,XgXgXqoCKX
13X14RX16(SEQ ID NOz2901)0 00000 O0CODOOCODOX,0 Tyrd OO Phel O O ;X350 Phel
O0Tyr0O OO ;X,08erd 00 ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO |
led LeuD O 0O O Ala O O ;X;00 1led Leud Alad O O O GlyD O O ;X,50 LysO O O ArgO
00 ;:;X,,0Tyr000Phed 00 ;000X,60SerO0ThrO AsnOGINOOOOOOOOOODO
o00

oooooan

0000000000000 O000000D00C0D000D0O0ODDOOCX,X3DNSX,XgXgXqoCKX
13X14RX16(SEQ ID NOz292)0 0000 O0O0COOOCODOX,0 Tyrd O 0O Phel O O ;X350 Phel
O0Tyr0O OO ;X,08erd 00 ThrO O O ;XgO AsnO GInO SerO O O ThrO O O ;X0 ValO |
led LeuDO O O O Alad O 0O ;X0 Hled Leud Alad 0O O O Glyd O 0O ;X,50 LysO O O ArgQd
00 ;:;X,,0Tyr00O0Phed 00 ;000X,60Ser0ThrO AsnOGINOOOOOO0OOOOODO
0o0o

ooooon

0000000000000 000000D00C0D000D0OO0DDOOCX,X3NNSX,XgXgXqoCKX
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13X14RX16(SEQ 1D NO:293)0 0 000000000 OX,0TyrO OO0 Phed OO ;X30 Phel
00 Tyr0 OO ;X,0 Serd O 0O ThrO O O ;XgO AsnO GInO Serd O O ThrO O O ;X0 ValO |
led LeuDO O O O Alall O O ;X050 HeO Leud Alall O 0O O GlyO O O ;X430 LysO O O ArgO
00X ,0Tyr000Phed 00 ;000X,60Ser0ThrO AsnOGINOOOO0OO0O0O0O0ODO
ooo

oooooao

0000000000000 000000O0000000D0A000CYX3DDSX,XgXgXqoCKXy
3YRX16(SEQ ID NO:294)0 0D 00000 O0O0O0OXs0PheO OO0 Tyrd OO ;X,0 Serd O
O ThrO O O ;XgO AsnO GInO SerD O O ThrO O O ;XU ValO 1led LeuD 0 O O Alad O O ;
X100 el Leud Ala0l 0 O O GlyO O O ;X,50 LysO O O Argd O O ;0 O O X,g0 SerO Thr
ODAsnOGINODODODOO0OOOO0OO0OO0OO0

oooooo

0000000000000 0000000000000DB00Q0B00OCYX3NDSX,XgXgXqoCKXy
3YRX16(SEQ 1D NO:295)0 00000000000 X30Phed 00 Tyrd OO ;X,0 Serd O
O Thrd O O ;XgO Asn GInO Serd O O ThrO O O ;X0 ValO 1led Leud O O O Alall O O ;
X100 Held Leud Alall 0 O 0O GlyD O 0O ;X,50 LysO O O Argh O O ;0 0 O X,g0 SerO Thr
ODAsnOGINODODOOO0OOOOOO0OOO0OO0

oooooo

0000000000000 000000O0000000DBLO0OQ0O0OCYX3DNSX,XgXgXqoCKX,
3YRX;6(SEQ ID NO:296)0 0 00O OO0 O0OO0OOX30Phed OO0 TyrO OO ;X,0 Serd O
O ThrO O O ;XgO AsnO GInO Serd O O ThrO O O ;X0 ValO 1led Leud O O O Ala O O ;
X100 el LeuD Alad O 0 O GlyO O O ;X,50 LysO O O Argd O 0 ;0 0 0 X,60 Serd Thr
OAsnOGINOOOOODOOOOOOODOO

oooooo

0000000000000 0000000000000000 0 CYX3NNSX,XgXgXqoCKXy
3YRX16(SEQ ID NO:297)0 000D O0O0OO0OO0ODOX30Phed OO TyrD OO ;X,0 SerO O
O ThrO O O ;XgO AsnO GInO Serd O O ThrO O O ;X0 ValO 1led LeuD O O O Alall O O ;
X100 el LeuO AlaOd O O O GlyO O O ;X,50 LysO O 0 Argd O 0 ;0 0 0 X460 Serd Thr
OAsnOGINODOOOODOOOOOOODOO

oooooo

0000000000000 0000000000D000D0A000CX,X3DDSSXgXgXqoCKXy
aX14RX36(SEQ ID NO:298)0 0 0 OO0 ODO0ODOOX,OTyrd OO Phed OO ;X350 Phel
00 TyrO O O ;XgO Asn GInO Ser0 O O ThrO O O ;X0 ValO 1led Leud O O O AlaO O
O ;X;00 e Leud Alad O O O GlyO O O ;X,50 LysO O O Argh O O ;X,,0 TyrO O O Phe
DO00;000X,g0Ser0ThrO AsnOGINOD O OO0O0O0O0O0O0O0OOO

oooooao

0000000000000 00000000000000000CXX3NDSSXgXgXqoCKXy
aX14RX16(SEQ ID NO:299)0 0 0 00000 O0DO0OX,0TyrO OO Phed O O ;X350 Phe
OO0 TyrD O 0O ;XgO AsnO GInO SerD O O ThrO O O ;X0 ValO 1led Leud O O O AlaO O
0 ;X080 HeO Leud Alall 0 O O GlyO O 0O ;X430 LysO 0 O Argh O O ;X,,0 TyrO O O Phe
ODO00;000X,g0serO0ThrO AsnOGINODOOO0O0O0O0O0O0O0O0OOO

oooooo

0000000000000 000000O0000000DBLDO0OR0B0DOCX,X3DNSSXgXgXqoCKX,
3X14RX16(SEQ ID NO:300)0 0000000000 0OX0TyrO O 0O Phed OO ;X350 Phe
00 TyrD O 0O ;Xgd AsnO GInO SerO O O Thrd O O ;X0 ValO 1led Leud O O O Alad O
O ;X100 ed Leud Alad O O O GlyO O O ;X450 LysO O 0 Argh O O ;X,,0 Tyrd O O Phe
000;000X,g0Ser0ThrO AsnOGINOOOO0OOO0O0OO0O0O0O0OOO

oooooo

0000000000000 0000000000D000D0000CX,X3NNSSXgXgXqoCKXy
3X14RX16(SEQ ID NO:301)0 0000000 DO00D0O0OXO0TyrO OO Phed OO ;X350 PheO
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(58)

00 TyrD O 0O ;Xgd AsnO GInO SerOD O O ThrO O O ;X0 ValO 1led Leud O O O AlaOd O
O ;X100 ed Leud Alad O O O GlyO O O ;X450 LysO O 0 Argh O O ;X,,0 TyrO O O Phe
000;000X,g0Ser0ThrO AsnOGINODOOO0OOO0O0O0O0O0O0OOO

ocooooao
ocoooOoOOo0O0OoooooooDbDDoOo0ono
YRX16(SEQ ID NO:302)0 00O OO0OOODOO
O Ser0 0O 0O ThrO O O ;X0 ValO 1led LeuO
OcGlyDDDO ;X530 Lys O0ArgD OO ;00
ocoooooo

ocooooo
coooOoOOoO0oO0oOooooobooboooOoo
YRX;6(SEQ ID NO:303)0 00O O0ODDODOOOO
0 Serd O O ThrO O O ;XgO ValO 1led LeuO
Oclyd 00 ;X,50LysDO0O0Argd OO ;00
ocoooo0oao

ocooooo
ocooooOOoO0oOoOoooooooooooo
YRX;6(SEQ ID NO:304)0 OO ODDODOOOO
O Serd 0 0O ThrO O O ;X0 ValO Iled LeuO
Oclyd 00 ;X,50LysD O0O0Argd OO ;00
ocoooooao

ocoooOoo
ooopoDoOOo0oooooooooooooo
YRX;6(SEQ ID NO-305)0 000000000
O Ser0 0O 0O ThrO O O ;X0 ValO 11ed Leud
OcGlyD DO ;X;530 Lysi OO0ArgD OO ;00
ocoooooo

ocooooao
ooopoDoOOo0oooooooooooooo

CYFDDSSNVICKRYRS (SEQ ID NO:24)

O
O
O
O

O 0Oooo

O 0Oooo

000000000 CYX3DDSSXgXgXqoCKX,5
0 X5O Phed O O TyrO O O ;XgO AsnO GIn
00 Alad OO0 ;X,00 1led LeuO AlaO O O
X160 Ser0 ThrO AsnO GInOD OO0 00O O

000000000 CYXNDSSXgXgXqoCKX,5
0 Xz0 Phed O O Tyrd O O ;XgO AsnO GIn
00 Alad O 0 ;X400 1led Leud AlaO O O
X1 Ser0 ThrO AsnO GINOD O OO0 OO

000000000 CYX3DNSSXgXgXqoCKX,5
0 X3O PheO O O TyrO O O ;XgO AsnO GlIn
00 Alal O 0 ;X400 1led Leud AlaO O O
X1 SerO0 ThrO AsnO GInO O OO0 OO

00000000 DO CYX3NNSSXgXgXqoCKX, 5
0 X300 Pheld O O TyrO O O ;XgO AsnO GIn
O 0Alad OO0 ;X,00 1led Leud AlaO O O
X1 SerO0 ThrO AsnO GINOC O OO0 OO

gooooooooboob

CYFDDSSNVLCKKYRS-NH2 (SEQ ID NO:33)

CYFDDSSQVICKKYRS (SEQ ID NO:43)
CYFDDSSNVLCKKYRS (SEQ ID NO:45)
CYFDDSSSVLCKKYRS (SEQ ID NO:209)

JP 4971149 B2 2012.7.11
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30

CYFDDSSNVLCKKYRN (SEQ ID NO:213)

CYYDDSSNVLCKKYRS (SEQ ID NO:217)

CYFNDSSQVLCKRYRS (SEQ ID NO:221)

CYYDDSSNVLCKRYRS-NH2 (SEQ ID NO:222)

CYFDDSSNVLCKKYR (SEQ ID NO:223)
Dooooo
01000000000 TDFRPROODOOOSEQ IDNO:1O03M40 0000000000000
0000O00O0O00SEQ IDN0:103M400000000000000000050%000
000000000000 0000000007%00000000000000000

ooobooooooboooeow OO ooooooooobOooooooOoOoooooand
ooooono
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0000000000 DOO0OO0OO00D0ODO (the Genetics Computer Group, University of
Wisconsin Biotechnology Center, 1710 University Avenue, Madison, Wis. 537050 O
000000000000 OdO((Sequence Analysis Software Package))D 0 0O O OO
oo0o0oDoDoODOo00o0DO0oo0oooooODDDOoDOoDOoDOoDOoooooao

ocooooao

oooooooooiloowd 0 00DoDoO00oo0oDoD0ooooDooooooDooouooood
oo0o0ooDoDoO00oDo0Oo0o0oooooODDOoDOo0o0DoDO0o0oo0ooODoODDDOoDOo0o0OoDOooooOaO
oo00ooDoO0o0o0O0oo0oooooooDoODO0D0oO0DOoO0oUoooDooODoODoODO0DO0oO0DO0:-0ooooao
oo0o0o0o0;00000000O0O00D0DO0D00U0O0O0;00o0o0o0Do0DoDO0oDO0O0O0O0OoOooOaOo
;0000000000000 O0;0D0DD0D00000000;00000000000 ;00
oo0o0o0DoODOo000O0O0oooOoo0ODDODO0OD0D0DU0D0o0ooOoo0oOoODDDODOoDO0oO0DOoDOooooOO
oooooOOoO0o0o0oO0oooooooODoDDODO0ODO00DUDU0o0oooDoOoOoODDDODODO0O0DoDOooooOo
0000000000000 o0O0oo0DDDO0D0D00D0O0o0o0o0DoODoDDDOoDO00o0DO0O0ooaO
0Oo00oD0oDDODO0o000O0o0oo0oo0o0DoDDODO0D0D0DU0DO0o0ooo0oODoODDDODOoDO0O0DOoDOooooaO
ooooDoOOoO00o0oo0oooooooODDODO0OO0D0DUDO0oooooODoODDDOoDOoDOoDOoDOooooo
0000000000000 o0o0o0o0DD00D00DO00o0o0o0Do0oDo0DoDoDDOoDO0oo0oDo0oooaO
oo00Di10000000o0o0o0o0Do0oDo0o0o0o0o0oooo0DoDDoODOoo0oDooooooOaDn
ooo0DoOO0o0o0oOoo0oooooooDoODo0DO0o0ooDOoo0oooDooODDODoODOoDOoDOoDOoOoO;0o0oOa0
0Oo0000D00000ooooooDo0oO00o0; 0000000 oDoODo0oo0o0Oooooooaon
00000 ;00000000000D0D0OD0D0000000O0ODDODDODODO0OO0DO0DO0O00OO0 ;o
oo00D0DoOD0o0o0O0oo0oooooDoDoODO0D0O0DoOoooooO;00DOD000O0O0oooOooOaOn
oooooOOoO0o0o0oO0oooooooODoDDODO0ODO00DUDU0o0oooDoOoOoODDDODODO0O0DoDOooooOo
0000000000000 o0o0o0o0DD00D00DO00o0o0o0Do0oDo0DoDoDDOoDO0oo0oDo0oooaO
ooooDoO-00O00o0o;0o0o0DD0DO0OD0D-00000;000-0000-000000 ;0
ocoo-000;0000000O0-0D000;000000-000000000
ocooooao
Oo00DOoOD0o0o0oo0oo0oooooooDoOOoOTFO0O0O0000D0DDDODOoDO0DoDooooooOan
oo0o0o0DoODOo000O0O0oooOoo0ODDODO0OD0D0DU0D0o0ooOoo0oOoODDDODOoDO0oO0DOoDOooooOO
oo0o0o0oo0OD0000O0o0ooooo0oo0DDO00DO0U0O0o0ooooOo0DoDoDDOoDO00oDOooooOaO
0000000000000 00DDODDODO0D00D0D000O0oDo0DoODoODoDOoD0oDO0O0DO0O0oOoooOOTD

FOOOOOOODODOOoOooOobOoOooooobooooobooooob:-=n1os3140001000

OooOooooOoogoao
Oo0ooogQgogao

oooooow®woooooooooOoooOao
O

T
O

SEQ

O

OoOoo0ooogod
Ooo0oooOoogoao
OOo0o0ooogQgogao

ID NO:

OO0 ooooogogog

OOooooodg
OOoo0ooood

OoOooooogod
OooOoo0oood
OO0Oo0oooogd
OoOoo0oooogod
Oooo0ooogod
OO0o0oooogod
OoOoo0oooogd
Ooo0ooogod

10 3140
ooir-o
gooano

OO
oo
o
auo
OO

O
O
O
O
O

O
OJ
O
O
O

O O0ooo
O O0Oo0ooo
O oOoooo
O oOoooo
O 0Ooo0ooao

O

|

O
g
u
O
g
g
O

goobOooooboocooooboooooboooooao
oooooDo/00O0O0O0OoOoOOoOOODDODOO0DOOOO
gbdoboobooobooboobobobooooobobada
oooobOoooobooocooooboooooboooooao
gboboobooooobobobobooogobobao
ToFrO 0 b O0b0oobobooboboooooboooaannb
ooooooooboooooboooboooonn

OOSEQ ID NO:1D 340 000 D00OO0DOO0DODOO0OO0

oooooooOoOoOoOoooooooN-Doooooo
Oo0d-00D00O00000000O

O0O000O00SEQ IDNO:1O03140 000001000
Ug0Do0ob0O0O0OO0OSEQ IDNO:1O3140 0 00D ObOOoDbOd
gbobobooobooboobobobooooobobao
goboboooz200400000000C000O0OOO0O0OOO
goobOoooobooocooooboooooboooooao

O@QoDoo0oooooooooD:Dco0ooObDNAOOO0DQOOoODoODDDODOO
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OO00D0DDD0OO0O05x 00000 (Penhardt)d O O 6x SSC(20x SSCO O 10 N NaOHO pH. 7.
o0O0O0O0O00O800 ml H, 0O O175 g NaClD88.2 g DD ODODOOODOOODOODO)IO.1%
sbsDOdOdi1o0p g/miO 0 00O ODNAD O OSBS0003040 00000000000 (2)
00000000000 :0000D00000000000ODODDDODO000DO0O0O00O4200
01404800 00000000000 DO0O0O0O0OE@UODO::6x SSCO DO O0.1% SbSO OO O
0030015000000 0006x SSCO OO O0.1% SbSO O55000101.500 0000
oo0o0ooDoDoO00oDo0Oo0o0oooooODDOoDOo0o0DoDO0o0oo0ooODoODDDOoDOo0o0OoDOooooOaO
ooo0ooDoODOoOO000O0o0oooooODDODO0ODO0D0DUDO0o0ooooOoODDDODODO0oO0DoDOooooOo
0000000000000 00D0DO0OO0O00D0O0DO0addwvolecular Cloning A Laboratory
Manual, 2"9 Ed., ed., Sambrook, Fritsch, and Maniatis (Cold Spring Harbor Labor
atory Press: 1989); DNA Cloning, Volumes 10O O Il (D.N. Glovered., 1985); Oligo
nucleotide synthesis (MJ. Gait ed., 1984); Nucleic Acid Hybridization (B.D. Hame
sO 00O S.J. Higgins eds, 1984)0 0000000

gooobooooooboooooboocoooboobooooobooooao
gboboooooboobobooooooboboboboooonn
gboboooooboobobobooooobobobooboooooan
goooboooooobooooobooooobooboooooboooooao
gbooooon

O 0OooQgoo
O 0Ooo0ooo
O O ogogog

gooano
goTbFRRPOOOO0ODOOCOOO1I0D0C0CO0O0O0ODOOOOODOOOOOO
ibooboobooobobooboooooboboboooooboobonb
ugbobooooobobobobooooobobobooboooooan
ooobOooooobDOoODNAODOOOOoODbDDOOOoOooDboogan
ooo(@ooooooooooboooobbobooooboogoo
goooooooOoOo)ooooooo

OoOoooood
OoOoo0oood
OO0Ooo0ooood

DNAO D OOOooobOoboobooboooooboboboooogobogonnb
a gbooooooag gboooobooooboboao
ugboooood gboobobooboobaodo
oooooooao oooDDoO@OO0OO00on
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gTbFrO OO O0OO0O0OOCOO0OO0ODODOOO0OO0OODODOO0OOODODOOO0OO0OODOOOOODOOO
gooooooooboooobooooooooooobooooooboooobooo
gbooboooooboicoooboboobooooboboboboooobooobooann
ugboobooobobobooboooooboboboboooobobobobooooan
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gbooooooboobotboboooobooboboboooooboboboboooonon
o@oopoooooooooooo)YooooooooooooDoooooooooao
O 0O 0O O Goeddel, GENE EXPRESSION TECHNOLOGY: METHODS IN ENZYMOLOGY 185, Academic
Press, San Diego, Calif. (1990)0 00 00DOOOO0O0O0O0OODOCOOODOOOOO
obooboooooboboboooboooboobobooboooooboboboboooonn
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coooooOoOoO0oOoooooooOoDODDb(@UuOuoOoOoOoooobooODOH)Y OOOoOooooo
gboooooooboobotbooboooobooboboboooooboboboboooono
obooboooboobooboboobooobooboboboobooobobobobooooan
ugboobooobouoboboboooouobuoboboboooouoboboboboooonn
OooOoOD(@OOOTOFRRPOOCOOCOODOTORRPOODOOOOOOOOODDODN I OODOOODOO
obooboooobooobooboboooooogoboboobooobooobobobao

gbooodg

D. TDFRP-O OO O O O
0000000000010 000000TFRPUODODOOOODODOOOOOOTDRFRPO O
0Oo0o0o0DDoODO0o00o0o0o0ooooooDDODOo0o0o0DoDo0o0ooooDoDoDDODOoDo0o0oDOoo0ooaO
OCOTDFRRPOODO 00 O0O0O0OOOOODOOODODODOOOOOOOTOFRRPOODOOOODOO
(Escherichia coli)J 000 0O0D0ODODODODO0DOD@OOOODODDODODOODDODODOODOOOO
OH)YoooDooooooooooooDoDo0ooo0oooooDoDoDoDoooDooooooaon
OO00D0D00O00O0OO0OOGoeddel, GENE EXPRESSION TECHNOLOGY: METHODS IN ENZYMOLOGY
185, Academic Press, San Diego, Calif. (1990)0 000D O00OO0OODOODOODODOOO
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oo0o0oD0DDODOo00o0O0oo0oooooODDODO0o00oDoDO0o0ooooOoODDDODOoDO0oO0DOoDOooooOaO
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1156 130
RKRIELS NH;Leu—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH

AR

S G B

NH;—X;—Y—Z—Asp-Asp—Ser—Ser-Asn—Z;—Y,—X;—Lys—Lys—Tyr—Arg—Ser—OH
N J . J

. 10
W 2 WET 2B

HELW@EDT7 I )8R

BIRYU o U— X Y, Z: Cys, Pen, Asp, Glu, Dap, Dab, Orn, Lys, Ser, Thr, Tyr

#Vh— X Y,Z: Gly, Ala, Abu, Leu, lle, Val, Pro, Phe, Tyr, His 721372 L
20

W7 X /# : Asp, Glu, Asn, GIn, Ser, Thr, Tyr, His

ST X /B : Lys, Arg, Tyr, Phe, His, Asn, GlIn, Ser, Thr

115 130
KRB : NHs-Leu—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH

1. VANVT 4 FELEUEK:

S
30
NHzCys—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—Leu—Cys—Lys—Lys—Tyr—Arg—Ser—OH

NHs-Leu—Tyr—Cys—Asp—Asp—Ser—Ser-Asn—Cys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

S S
Ph-—H ‘
NHs-Leu—Tyr—Gly—Asp—Asp—Ser—Ser—Ash—Pen—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

o

40
NHz-Leu—Tyr—Cys—Asp—Asp—Ser—Ser—Asn-Pen-Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

S S
Ph——H
NH;Leu—Tyr—Gly—Asp—Asp—Ser—Ser—-Asn-Cys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH
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1. VRAVT ¢ FELOE (&) -
S S

NHsLeu—Cys—Phe—Asp—Asp—Ser—Ser-Asn—ValCys—Leu—Lys—Lys—Tyr—Arg—Ser—OH

S

NHs;—HomoCys—Tyr—Phe-Asp—Asp—Ser—Ser—-Asn—Cys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

10

Q. Q
O O

NHsLeu-dCys-Phe-Asp—Asp—Ser—Ser—Asn—Cys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

NHs-Cys—Tyr—Phe—Asp—Asp—Ser—Ser—Asn—Val-dCys-Leu—Lys—Lys—Tyr—Arg—Ser—OH

9]

S S

NHsCys—Tyr—Cys—Asp-Asp—Ser—Ser—Asn—Cys—Leu—Cys—Lys—Lys—Tyr—Arg—Ser—OH 20

S S

Cys—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—Leu—Cys—Lys—Lys—Tyr—Arg—Cys—OH

Val-Ser—lle—Ala—Asn—Cys—S S
|
NH,

1. VANVT 4 FEEEFEE) !

Q.

a’ll

OH
CHa
NHz-Cys—Tyr—Phe-Asp-Asp—Ser—Ser-Asn—Val—Leu—Gly—Lys—Lys—Tyr—Arg—Cys—S—3S 30
CH,
HN—G—Val—Ser—lle—Ala—Asn—Cys-NH,
(6]

S S

GH,

NHQ—Cys—~Tyr—Phe—Asp—Asp—Ser—Ser—Asn—Val—Leu-G:Iy—Lys-—Lys—Tyr—Arg—Asn—Asn
GHy
S—S—Cys—Val—Ser—lle—Ala

OH

] I, p

NH;-Cys—Tyr—Lys—Asp—Asp—Ser—Ser—Asn—Val—Leu—Cys—Lys—Lys—Tyr—Arg—Cys—S—S

HN C—Val—Ser—lle—Ala—Asn—Cys—NH,

o)

Q.
L

|

NHz;Cys—Cys—Phe-Asp—Asp—Ser—Ser-Asn—Val—Leu—Cys—Lys—Lys—Tyr—Arg—Asn—Asn

S S Crs—Va]—Ser—lIe—A a

OH
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115 130
RELAIFLF NHsLeu—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH

2. 77 & KEEE:

NH c=

NHs-Dab—Tyr—Phe-Asp—-Asp—Ser—Ser—-Asn—ValLeu—Asp-Lys—Lys—Tyr—Arg—Ser—OH

0= NH

NH~Glu—Tyr—Phe-Asp—Asp—Ser—Ser-Asn—Val—Leu-Dap-Lys—Lys—Tyr—Arg—Ser—OH

NH C=0
H—Me
NHzLeu—Tyr—Dap-Asp—Asp—Ser—Ser-Asn—Gly—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

O= NH

NH2—LeWTyr—AsrAsp—Asp—Ser—Ser—Asn—Dap—Leu—Leu—Lerys—Tyr—Arg—Ser—OH

0= NH
NHs-Leu—Glu—Phe-Asp-Asp—Ser—Ser—Asr—Val-Dab-Leu—Lys—Lys—Tyr—Arg—Ser—OH

2. 77 % LHEE(RE):
0=C NH

NHs-Asp—Tyr—Phe-Asp—Asp—Ser—Ser—-Asn—Lys~Leu—Leu—Lys—Lys—Tyr—Arg—Ser—-OH

NH C=0

NH~Asp—Tyr—Lys—Asp—Asp—Ser—Ser—Asn—Lys—Leu—Glu—Lys—Lys—Tyr—Arg—Ser—OH

NH C=
(CH2)s
NH;-Leu-dOrn-Phe-Asp—Asp—Ser—Ser—Asn—Gly—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

o=C NH

NHsAsp—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Lys-dDapleu—Lys—Lys—Tyr—Arg—Ser—OH

NH C=

0=C NH

NH;-Dap—Tyr—Asp—Asp-Asp—Ser—Ser—Asn-Dap-Leu~Asp—Lys—Lys—Tyr—Arg—Ser—OH

O= NH

Asp—Tyr—Phe—Asp‘*Asp—Ser—Ser~Asn~VaI—Léu—Dab—Lereryr—A g

Val-—Ser—IIe——Ala—Alsn Asn—OH
NH,
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2. 777 20K E) :

HN C=0
ki
NH;Dap—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val—Leu—Gly—Lys—Lys—Tyr—Arg—Asn—Asn
CHp
HN-————G~—Val—-Ser—lle—Ala
O
0=C NH

NHzLeu—Tyr—Glu—Asp—Asp—Ser—Ser—Asn—Lys—Leu—-Dab—Lys—Lys—Tyr—Arg—Asn—Asn
HN——C—Val—Ser—lle—Ala
O

0=C NH

NHs;-Asp—Tyr—Lys—Asp-Asp—Ser—Ser-Asn—Val—Leu—Orn—Lys—Lys—Tyr—Arg—Asn—Asn

HN C—Val—Ser—lle—Ala
o

HN C=

NHz—Leu—Lys—Dap-Asp—Asp—Ser—Ser—Asn—Glu—Leu—Leu—Lys—Lys—Tyr—Arg—-Asn—Asn

HN C—Val—Ser—lle—Ala
O
115 130
RERAIES NH;Leu—Tyr—Phe~Asp—Asp—Ser—Ser—Asn—Vat—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH

3. BRI NLVAXFT L— NERHA:

O

NH—C {CHy); C—NH

q

NH;Dap-Tyr—Phe-Asp—Asp—Ser—Ser—-Asn—Val-Leu-Dap—Lys—Lys—Tyr—Arg—Ser—OH

O=C—NH {CHy)n NH—C=0

NH;—Glu—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val—-Leu—Glu—Lys—Lys—Tyr—Arg—Ser—OH

Q
0 C NH

NHiLeu—Ser—Phe-Asp-Asp—Ser—Ser—Asn—Val—Lys—Leu—Lys—Lys—Tyr—Arg—Ser—OH

Q
NH G NH

NHsLeu—Tyr—Dab-Asp—Asp—Ser—Ser—Asn-Dap-Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

R

O= 1\

=0

=
0

NHg—Leu¥Tyr—Asp—Asp—Asp—Ser—Ser-—AsnﬁGIU*Leu—Leu—Lys—Lys—Tyr—Arg~Ser—OH
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3. BRRILAFIL— FNEEEEEX):

o)

0

o

0

NHs;—Thr—Tyr—Phe-Asp—Asp—-Ser—Ser—Asn—Ser—Leu-Leu—Lys—Lys—Tyr—Arg—Ser—OH

O=C NH

NHs;Leu—Tyr—p-Phe—Asp-Asp—Ser—Ser—Asn—Lys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

NH C=
NHs-Leu—Tyr—p-Phe—Asp-Asp—Ser—Ser—Asn—Asp—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

0

C NH

NHz;Leu—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val-Dap-Leu—Lys—Lys—Tyr—Arg—Ser—OH

0]

I

0}

(]

NHs-Leu—Tyr—0-Tyr—Asp-Asp—Ser—Ser—Asn—Ser—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH

Q
NF C NH

NHs—0-Phe—Tyr~Phe—Asp—Asp—Ser—Ser—Asn—Val—Leu-Dap—Lys—Lys—Tyr—Arg—Ser—OH

115 130
REREIEH - NHzLeu—Tyr—Phe—Asp-Asp—Ser—Ser—-Asn—Val—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH

4. BRRA~T v A

CH3 S

NH;—Gly—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val-Leu—Cys—Lys—Lys—Tyr—Arg—Ser—OH

S {Chiz)n

NHsCys—Tyr—Phe-Asp-Asp—Ser—Ser—Asn—Val-Leu—Gly—Lys—Lys—Tyr—Arg—Ser—OH

~
w2

NHs-Leu—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Vat—Gly—Leu—Lys—Lys—Tyr—Arg—Ser—OH

CHg

NHs-Leu—Tyr—Phe-Asp—Asp—Ser—Ser—-Asn—Val—Ser-Leu—Lys—Lys—Tyr—Arg—Ser—OH

O CHPh 0]

NHsLeu—Tyr—Ser—Asp—Asp—Ser—Ser-Asn—Thr—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH
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4. RA~T uJRFHEUE (X))
Crz
NHsLeu—Tyr—Gly—Asp—Asp-Ser—Ser—Asn—Gly—tLeu—-Leu—Lys—Lys—Tyr—Arg—Ser—OH

HO

NH
10

CHj
NH

NH;—Gly—Tyr—Phe—Asp—Asp—Ser—Ser—Asn—Lys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH
NHs-Asn—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—Leu—-Asn—Lys—Lys—Tyr—Arg—Ser—OH

HN
NH

NHyLeu—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—GIn—Leu—Lys—Lys—Tyr—Arg—Ser—OH

O
S CH;y CHy |S
NH,-Leu-dCys-Phe-Asp—Asp—Ser—Ser—Asn—Cys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH
20
SOy NH
H——H }
NH,—Gly—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Lys—Leu~Leu—Lys—Lys—Tyr—Arg—Ser—OH
115 130
RERFIELH 2 NHz-Leu—Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH
5. IS N v 7 A — 2 U
L Q 30
NH \,Y—dAsp-Lys—Lys—Tyr“Arg—Ser—OH
Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—Leu
HO—N \’;E—dGIu—Lys——Lys—Tyr—Arg—Ser—OH
Tyr—Phe—Asp—-Asp—Ser—Ser—Asn—Val—Leu
Q
NH C NH-dDap-Lys—Lys—Tyr—Arg—Ser—OH
® 40
eu

Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—L

NH»
o Q
NH—C————CH—CHZ—C—NIél-dDap-Lys*Leryr—Arg—Ser—OH

T)’/r—PheHAsp—Asp—Ser—Ser—Asn—Va —Leu
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5. MGEHNy 7 R— U HPEGFEE):

NH,
Q a Q
NH—C—CH—CH;,—N H—CTdAsp-Lys—Lys*Tyr—Arg—Ser—OH

TJ/ r—Phe-Asp—Asp—Ser—Ser—Asn—Val—-Leu

Q
H N H—CTdAsp—Lerys—Tyr—Arg—Ser—OH

T1yr—Phe—Asp—Asp—Ser—Ser-Asn—VaFLeu

(o]
NH—i:y—dAsp-Lys—Lys——Tyr—Arg—Ser—OH
HN—Tyr—Leu—NH;

Asp-Asp—Ser—Ser—Asn O=T_CH_CH2—NH_77 =0
a
HN dAsp-Lys—Lys—Tyr—Arg—Ser—OH
Ph
Asp~Asp—Ser—Ser—Asn
Q CH; H
NH—C dGly-l.ys—Lys—Tyr—Arg—Ser—OH
H H
Asp—Asp—Ser—Ser—Asn
115 130
RARTELS: NHz-Leu—Tyr—Phe-Asp—Asp—Ser—Ser-Asn—Valr—lle—Leu—Lys—Lys—Tyr—Arg—Asn—OH

6. OXTF FELE:

NHs;Leu—Tyr

Asp—Asp—Ser—Ser—Asn

Tyr—Phe-Asp—Asp—Ser—Ser—Asn—Val—Leu

R

NH,.,,) CH,) (wu..\mmC—Lereryr—Arg—Ser—OH
2
NH————— " NH———-=C=0

Tyr—Phe-Asp—Asp—Ser—Ser—-Asn—Val—Leu

NHZ—Leu—Tf/r L)I/s—Lys—Tyr~Arg—Ser—OH
NH =0
0= NH
H H

Asp—Asp—Ser—Ser—Asn
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6. X7 F FEEUE (B X):

Ph\| w HO 0 NH,
}li li-l il-l ||_‘ NH—C—Cys—Cys—Lys—Lys—Tyr—Arg—Ser—OH
Asp—Asp—Ser—Ser—Asn—Val—Leu

S S

Q
NHz G—NH—Cys—Asp—Asp—Ser—Ser—Asn—Cys—Leu—Leu—Lys—Lys—Tyr—Arg—Ser—OH
H H H

N Ho
Ser Ser—Asp*Asp—Phe—-Tyr—Cys—Cys—Lys—Lys—Tyr"*Arg‘Ser—OH

Als n-—(?-——N —N H
O
T [ 9 0
NHz LeuFTyr"CyrAsp—Asp—Ser—Ser-Asn—Cys—C—-“-*N — C—NH—Lys—Lys—Tyr—Arg—Ser—OH
H ClI H
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