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go0O0oo0oo0ooooo0oooo0ooooofb oo oooob oo ooooobooooaoan
0000000 oOooo0O0oo0oo0ooo0ooobOfO0oooooOoobo0fbooooooooboooooaoan
gooo0ooooooo0oooooooofbo0foooooOoobo0fboooooooboooooaonan
gooooobooboobooooooobobboooo, pObDOOOOO0OOOOODODDOGO
0000000 oob00oo0oo0ooooobfO0oooooobboDooooooboooooaoan
oboocooooobo,00000
Ooo0o0ooOoao
Oo0DO0oo0oooooboooooaoan
Ooo00oO0oOoao
Oo0ao

Ac &l ICeo Ko Ko
HM (pH 6) pH 7.4
uM uM
EnEs 6 AGORFCTGHFGGLYPCNGPGTGG
_ GK 36 5.7 45
BEXNES 7 AGGGCVTGHFGGIYCNTAGTGGGK 33 5.2 34.7
EANES 8 AGKHCSPGHFGGMYCQGKGTGGG
K 64 22 78
IF#HFS 9  AGPSYCIEGHIDGIYCFNAGTGGGK 49 88 76
EHES 10 AGNSFCRGRPGHFGGCYLFGTGG
GK 33 9.4 93
0000000 oOoob00oo0oo0ooooobo0fo0ooooooboDboooooooboooooaoano
gooo0o0oo0oo0oooo0oooo0ooo0ooobo0oooooOooobofbooooooooboooooaoan
gooo0ooo0oooooooo0ooooob0oooooob0 oo oooooboooooaoan
gooooobooooooooobbboooouo, pObObOO0OO0OoO0ooOooOoooOoDbOOO
gooo0o0oo0oo0ooOooo0o0ooo0ooo0oo0ob0fooooo0oobofboDoooooooboooooaoan
oooocooobobobooy,oooan
Ooo0o0o0oOoao
Ooo0oo0Oooooo0boao
Ooo00o0oOoao
Oo0oao
BC 3l 1Cso Ko Ko
pM {pH 8) pH 7.4
ubd pM
ENES 6 AGORFCTGHFGGLYPCNGPGTGGGK 36 5.7 45
BENES 1 QRFCTGHFGGLYPUNGP 26 5.1 30
BIES 17 CTGHFGGLYPCNGP 239 34 nd
kEn%EsS 18 QRFCTGHFGGLYPC 27 4.2 26
EHNES 19 CTGHFGGLYPC 110 20 320
ENES 20 TGHFGGLYP >250 >250 nel
BRAIES 21 RFCTGHFGGLYPCNGF 24 29 78
ENEs 22 FCTGHFGGLYPCONGP 67 11 120
BEFFES 23 QRFCTGHFGGLYPCNG 34 4.6 69
khHES 24 QRFCTGHFGGLYPCN 31 6.1 73
gooo0ooo0ooooo0oooooooobofoooooobofooooooobooooOooaonan
go0O0oo0oo0oooooooo0ooooob oo oooob oo ooooDoboooooaoan
0000000 oOoob00oo0oo0ooooobo0fo0ooooooboDboooooooboooooaoano
gooo0o0oo0oo0oooo0o0ooo0ooo0oo0obo0oooooOoobofbooooooobooooOooaoan
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000000000, 0000
Ooo0O00O00DO0O0O0O0OOO0OO0O0Oan
0Oooooon
Ooooooo
& 5l 1Coo Ko Ko
M {pH 6) pH 7.4
uM UM
EhEs 1 QRFCTGHFGGLYPCNGP %6 5.1 30 0
EHES 25 QAFCTGHFGGLYPCNGP 23 7.7 nd 1
Ooooooo
Ooooooo
En%e 26 CRACTGHFGGLYPCNGP 95 28 no
mAlES 27 QRFCAGHFGGLYPCNGP 30 4.9 nd
KyES 28 QRFCTAHFGGLYPCNGP >125 >250 nd
EH%ES 29 QRFCTGAFGGLYPCNGP 5125 >250 nd
ERES 30 QRFCTGHAGGLYPCNGP >125 >250 nd
EHES 31 QRFCTGHFAGLYPCNGP »125 230 200
mRES 32 GQRFCTGHFGALYPCNGP >125 126 110
mHES 33 QRFCTGHFGGAYPCNGP 107 26 81
KIES 34 QRFCTGHFGGLAPCNGP 5125 >250 nd 20
RAES 35 QRFCTGHFGGLYACNGP 96 14 100
EHES 36 QRFCTGHFGGLYPCAGP 30 8 nd
0000000000000 O0O00OO0DO0O0ODODO0OODODO0OODDODOOoOooooan
0000000000000 00O0O0O0O0O0D0DODO0OO0ODODOO0ODDoODOoOOoOoooOooan
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000000000000 O0O000, ,0000000000000D0000000000
0000000000000 0000O00O0DDO0O0ODODOO0ODDODOOoOoOooOooan
Oooo0, 0000 30
O00O000O0O0O0OO0O0OO0OOO0OOOan
Oooooo
0000
.| ‘Cso Kn Ko
{ E3®‘E= 18&37-47) uM (pH 6) pH7.4
uM uM
ESES 1 ORF-C-TGHFGGLYP-C-NGP 56 5.1 30
RIFEHE 27 QRFCTGHFGGLYP-hC-NGP 21 3.9
RIFEES 28  ORF-hC-TGHFGGLYP-hC-NGP 20 38
RIFE%HE 29 QRF-¢-TGHFGGLYP-C-NGP >125 150
RIFEES 30 QRF-C-TGHFGGLYP-c-NGP 125 31
RIFEES 31 QRF-c- TGHFGGLYP-c-NGP =500 200 40
RIFEES 32  QRF-Pen-TGHEGGLYP-C-NGP 2 0.25
RIFEES 33  QRF-C-TGHFGGLYP-Pen-NGP 18 2.7
RIFEES 34  ORF-Pen-TGHFGGLYP-Pen-NGP 2 0.37
RIFEES 69  QRF-Pen-TGHFGGLYP-hC-NGP 2 0.31
RIFEES 70  ORF-hC-TGHFGGLYP-Pen-NGP 16 2.1
RIFEHS 295 QRF-Pen-TGHFG-p-LYP-Pen-NGP 16 0.28
O"” 000’ 000000000 O0” 00 00000000000
0000000000000 00D00O000D0O0O00O0ODO0DO0O0DODODO0OODOoOoooan
O000000000OO0O0O0DO0O00O0DODO0OODODOOODODOOODDODOOoOOooOooan
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00000000 DDDDODODOODO, ;0000000000000 D00O0O0DODOOO0O
0000000000000 000000000000000000000O0000a0n
000, 0000
0000000000000 000000D0DO0DO0DoOO0OO0oOooOaQ
OO0ooo
000
]l 1C5@ KD KD
( EnE=S  1&48-60) UM (pHE) pH74
Y uM
ESES 1 QRFCTGHFGGLYPCNGP 26 5.1 a0
RIFEHS 196 QRFC-NMeAla-GHFGGLYPCNGP 169 18
RIFE &S 32 QRF-Pen-TGHFGGLYP-C-NGP 2 0.25
ARITR&S 108 QRF-Pen-T-Sar-HFGGLYP-C-NGP >125 a8
RIFEES 192 RF-Pen-TG-NMeHis-FGGLYPC >250 nd
RIFEHES 110 QRF-Pen-TGH-NMePhe-GGLYPCNGP =125 =250
RIFEES 111 QRF-Pen-TGHF-Sar-GLYPCNGP 27 2
RIFRES 112 QRF-Pen-TGHFG-Sar-LYPCNGP 0.9 0.11
rRIFEES 113 QRF-Pen-TGHFGG-NMeleu-YPCNGP 16 0.086
AIFRES 114 QRF-Pen-TGHFGGL-NMeTyr-PCNGP >125 92
RIFRZES 146 RF-Pen-TGHFGG-NMel eu-YPCNGP 2.1 0.059 0.28
RIFEES 147 RF-Pen-TGHFG-Sar-YPCNGP 1.0 0.058 0.35
RIFEES 187 ORF-Pen-TGHFG-Sar-NMeLeu-YPCNGP 0.42 0.046 0.23
RIFE&®S 235 RF-Pen-TGHFG-Sar-NMelLeu-YPC 0.49 0.031 0.17
0000000000000 D0O0D00000O0D0D0D000O0DO0DDODO0OO0OO0O0OO0ODOooOoOOn
Oo0oOoooDoooao
ooooo
0000000000000 D0O0000000000000000000000000
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0000000000000 D0D0D000000DD0D0D00000D0DO0DO00O0O0OOoOOoDoOoOOo
0000000000000 0D0DD0DD0DD0D0DDDDODOOOODODODDO, 0000000
0000000000000 DO0D0O00000DOD0D0O00DO0OO0DDOD0ODOO0OOOoOoOOD
0000000000000 O0DO0DO0, 0000
00000 oDooooOooo
ooooo
ooo
Ec 5] 1Cxo Ko Ko
{ BAIES 6169 uM {pH 6) pH 7.4
HHY uh
RIFE®S 32 QRF-Pen-TGHFGGLYPCNGP 2 0.25 1.2
RIFR &S 82 F-Pen-TGHEGGLYPC 127 0.31 5
RIFEES 83 NH,-F-Pen-TGHFGGLYPC 3.1 0.29 12
RIFr &S 99 RF-Pen-TGHFGGLYPC 20 0.17 34
RIFRES 141 QRF-Pen-TGHFGPLYPC 15 0.19
RIFL#S 142 BF-Pen-TGHFGPLYPC ‘15 0.14
RIFEHS 143 F-Pen-TGHFGPLYPC 1.7
RIFERES 144 RF-Pen-TGHFGPLYPCNGP 15
NIFE &S 145 F-Pen-TGHFGPLYPCNGP 3.1
000000000000 OoOOaO
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ocooo, p0o0o0oo0ooUoOo0QoU0oOoOoU0oOOoU0OU0UO0DQoUODOU0DODOUOoODUOOoDooODoDO
ooooboboooooooobbbboooooooobbooooopO0DbODbO
goobooodooobouoooooooobob b oo oooobooao
oooooao
oooooao
]| 1Cso Ko Ko
( ®Hl®ES  70-98) uM  (pHB) pH7.4
uht uM
RIFE#ES 32 QRF-Pen-TGHF-GG-LYP-C-NGP 2 0.25 1.2
RIFEES 40 QRF-Pen-TGHF-G-n-L YPCNGP 1.4 0.23 1.1
RIFEES 41 QRF-Pen-TGHF-G-r-LYPCNGP 8.1 0.83 8.8
RIFFHES 42 GRF-Pen-TGHF-G-h-LYPCNGP 12 2 20
RIFFFES 43 QRF-Pen-TGHF-G-i-LYPCNGP 18 22 41
RIFFFS 44 QRF-Pen-TGHF-G-{-LYPCNGP 13 1.7 100
RIFEES 45 QRF-Pen-TGHF-G-y-LYPCNGP 13 15 31
RIFFES 46 QRF-Pen-TGHF-G-Ab-LYPCNGP 2.4 0.48 53
RIFR &S 47 QRF-Pen-TGHF-d-G-LYPCNGP 3.1 0.58 4.9
oooooao
oooooao
RIFEES 48 QRF-Pen-TGHF-p-G-LYPCNGP 5 0.79 21
RIFEES 49 CGRF-Pen-TGHF-1-G-LYPCNGP 4.1 0.31
RIFE %S 50 ORF-Pen-TGHF-h-G-LYPCNGP 3.6 0.41
RIFEFES 51 QRF-Pen-TGHF-i-G-LYPCNGP 9.4 2.6
RIFE &S 52 QRF-Pen-TGHF-{-G-L YPCNGP 2.8 0.51
RIFEHES 53 QRF-Pen-TGHF-y-G-L YPCNGF 3.2 0.32
RIFR&ES b4 QRF-Pen-TGHF-Aib-G-LYPCNGP 17 5.2
RIFEES 74 QRF-Pen-TGHF-G-a-LYPCNGP 2 0.48 12
RIAFEHES 75 QRF-Pen-TGHF-a-G-LYPCNGP 4.5 0.49 4.5
RIFE®e 148 QRF-Pen-TGHF-a-a-L YPCNGP 4.5 0.45
RIFEBS 149 QRF-Pen-TGHF-a-p-L YPCNGP 3.7 0.43
KIFEEE 150 QRF-Pen-TGHF-f-p-L YPONGP 5.9 0.72
RIFE ES 151 QRF-Pen-TGHF-+a-L YPCNGP 43 0.41
RAFPEES 152 QRF-Pen-TGHF-p-p-LYPCNGP 21 33
RIFr#ES 163 QRF-Pen-TGHF--G-NMel eu-YPCNGP 1.3 Q.24
RIFEES 164 QRF-Pen-TGHF-a-G-NMel eu-YPCNGP 32 .23
RIFEHES 155 QRF-Pen-TGHF-{-G-P-YPCNGP 39 i8.3
RIFE &= 202 QRF-Pen-TGHF-p-P-LYPCNGP >250 =100
RIFrRES 203 QRF-Pen-TGHF-{-P-LYPCNGP 22 3.8
RIFFEHS 189 QRF-Pen-TGHF-a-Sar-LYPCNGP 1.7 0.19
ooooDDODOoO0oo0ooo0ooooDoDoDoDoooooooooOoao
oooooao
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0Dooo
B3 1Ceo Ko Ko
( mHEs 99-102) UM (PHE)  pH7.4
u uM
RITEES 32 QR-E-Pen-TGHFGGLYPCNGP 2 0.25 1.2
NIFEES 96 QR-Pen-TGHFGGLYPCNGP 114 18 |
RITEES g7 QR-Y-Pen-TGHFGGLYPCNGP 2.4 0.31
RIFIES o8 QR-W-Pen-TGHFGGLYPCNGP 15 0.29
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
00000000, , 0000000000000 D0D0D0DDDDDDDDDDD00O
0000000000000 D00D0O0D0DDDDDDDDDDNDNDNDNDDD, 0000
0000000000000 0000000000000000
oooooao
ooooo
[l iCso Ko Ko
( BAES 103-106) uM {pH 6) pH 7.4
UM uM
RIFF#S a2
QRF-Pen-T-GHFGGLYPCNGP 2 0.25 1.2
RIFL &S 296 QRF-Pen-H-GHFGGLYPCNGP 3 0.15 0.96
RIFEES 195
QRF-Pen-G-GHFGGLYPCNGP 7.7 0.76
RIFEES 213
QRF-Pen-(NMeAla)-GHF GGLYPCNGP 5.5 1.0
" 000000 000000000
oooooaon
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Oooooao
& 5 ICeo Ko Ko
( maEs 107-119) uM {pH 6} pH 7.4
uM uM
RIFEEHFS 187 QRF-Pen-TGHF-G-Sar-NMel eu-
YPCNGP 0.42 0.046 0.23
RIFEHES 188 QRF-Pen-TGHF-a-Sar-NMelLeu- ‘
YPCNGP 6.5 0.73
NIFEES 235 RF-Pen-TGHF-G-Sar-NMelLeu-YPC 0.49 0.031 0.17
RITEES 217 RF-Pen-TGHF-I-Sar-NMeLeu-YPC 11 1.4
RITEES 218 RF-Pen-TGHF-v-Sar-NMelLeu-YPC >50 13
rITEES 218 RF-Pen-TGHF-I-Sar-NMeLeu-YPC 4 0.47
RIFRES 220 RF-Pen-TGHF-w-Sar-NMeleu-YPC 11 27
RIFEHS 240 RF-Pen-TGHF-t-Sar-NMelLeu-YPC 71 4.8
RIFEHS 241 RF-Pen-TGHF-s-Sar-NMelLeu-YPC 23 1.1
RIFRES 242 RF-Pen-TGHF-d-Sar-NMeleu-YPC 33 26
NIFRES 243 RF-Pen-TGHF-n-Sar-NMel.eu-YPC 29 21
RIFEES 244 RF-Pen-TGHF-e-Sar-NMelLeu-YPC 6.4 0.58
RIFEES 245 RF-Pen-TGHF-g-Sar-NMelLeu-YPC 4.5 0.36
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BC5| Phe ICe Ko
( mAE=S 120-145) 7404 UM {(pH €)
e UM
RIFE&ES 32 e
QRF-Pen-TGH-F-GGLYPCNGP 2 0.25
MITEES 55 QRF-Pen-TGH-(4-73/ -Phe)}GGLYPCNGP ~ —™ 13 1
RIFEES 56 QRF-Pen-TGH-(4- Ah¥> -Phe)-GGLYPCNGP  —~—w. 100 18
RIFEES 57 i (
QRF-Pen-TGH-(_a030 -Phe)-GGLYPCNGP ¢ 120 70
RIFE &S 58 @
QRF-Pen-TGH-(2- LUs75~> )-GGLYPCNGP \ 90 1.2
RIFE &S 59 @
QRF-Pen-TGH-(3-_PuUYlb Ala)-GGLYPCNGP 7 60 19
RIFEES 60 ORF.Pen-TGH-(4—h0 -Phe)-GGLYPONGP  — 125 84
RIFEES 61 __ 7N
QRF-Pen-TGH-(1-F7FA75=Y ).
GGLYPCNGP
, _ 13 2.2
RITEES 62 QRF-Pen-TGH-(2377h 75~ )- o
GGLYPCNGP o 90 11
RIFE &S 88 =
QRF-Pen-TGH-(2-MePhe)-GGLYPCNGP j\/}
1 0.20
RIFEES B9
QRF-Pen-TGH-{3-MePhe)-GGLYPCNGP 'Q
4.1 0.67
RIFrES 90 QRF-Pen-TGH-(4-MePhe)-GGLYPCNGP —- 17 0.20
RIFEES 92
QRF-Pen-TGH-( it _Phe)-GGLYPCNGP b
80 7.8
RIFEES 93
QRF-Pen-TGH-(Cha)-GGLYPCNGP > 51 5
RIFEHES 94 QRF-Pen-TGH-(PheNHAC)-GGLYPCNGP T s195 270
RIJFrE &S 95 T
QRF-Pen-TGH-W-GGLYPCNGP =
A/ 26 27
RIFEES 102
QRF-Pen-TGH-(_7120 Gly)-GGLYPCNGP @
>125 >250
RIFEES 103 @
QRF-Pen-TGH-(Tic)}-GGLYPCNGP Y mo
HidgEk >125 >250
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ooooooao

RIFEES 104
QRF-Asp-TGH-(2MePhe)-GGLYP-Lys-NGP ' ‘Q
11

RIFEBS 221
RF-Pen-TGH-{2-Cl-Phe)-GGLYPC
cl 4
RIFEBS 202 -
RF-Pen-TGH-(3-Cl-Phe)-GGLYPC “Q
cl 37
RIFrES 223 RF-Pen-TGH-(4-Cl-Phe)-GGLYPC —~ e 43
xRIFrEs 224 V_@
RF-Pen-TGH-(3.3-Di-Phe)-GGLYPC @
= 32
RITEES 225 RF-Pen-TGH-(4.4-Bi-Phe)-GGLYPC -G >125
RIFEES . 226 RF-Pen-TGH-(4-1- 77 -Phe)-GGLYPC 4 “125
RIFRES 267 RF-Pen-TGH-((D/L}- ~>iF)L  Phe)-G-Sar- @
NMeleu-YPC 16
0O000O0000D0O00D00DO00O0DO0DO0OOOODOOoOooOan
" pooDoOoD0DO0O0O0O0DO0OO0O0O0O0O0OC0O0O0DO0OODO0OO0DOODOOODODOODOO0aO
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oooooo
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]! Tyr rC50 KD KD
( ®H%ES 18 146-155) 7¥0Y0 M (pHE) pH7.4
181 g4 {M uM
EIES 1 QRFCTGHFGGL-Y-PCNGP = 26 5.1 30
RITEES 26 -
QRFCTGHFGGL-F-PCNGP \/ 125 230
rITrES 32 QRF-Pen-TGHFGGL-Y-PCNGP T 2 025 12
RIFEES 63 QRF-Pen-TGHFGGL-(4- 73/ ~Phe)- <
PCNGP 110 34
ARIFEHS 64 QRF-Pen-TGHFGGL-(4- #+%> Phe)- e,
PCNGP 120 31
RIFEES 65 Py
QRF-Pen-TGHFGGL-(R/570411 Phe)- H
PCNGP >125 72
RIFEES 66
ORF-Pen-TGHFGGL-(2- EUY Ala)-PCNGP ~) >125 120
RIFEES 67 =N
QRF-Pen-TGHFGGL-(3- FUYb Ala)}PCNGP ./ g2 34
RIFr &S 68  QRF-Pen-TGHFGGL-(4—h0 -Phe)-PCNGP  —{ -~ 120 180
RIFEES 87 ORF.Pen-TGHFGGL-(2-=HI . Tyr}-PCNGP 4. 125 200
RIFRES '
- - A4-2 - - ¥
140 QRF-Pen-TGHFGGL- (47041 -Phe)-PCNGP % 2 0o 0
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goooObooooooooobobbooooooooobbb, 00O
goooooooooooouoooooooooooad
Oo0o0o0ooOoao
Oooooao
[T ICso Kp Kp
{ EHNES 156-164) UM {pH &) pH 7.4
pM uM
RIFEES 32 QRF-Pen-TGHFGG-L-YPCNGP 2 0.25 1.2
RIFEHS B4 QRF-Pen-TGHFGG-H-YPCNGP 6.5 0.38 2.5
RIFFES 101 QRF-Pen-TGHFGG-I-YPCNGF 3.4 0.34
RIFEEFES 1156 QRF-Pen-TGHFGG-E-YPCNGP 4.1 0.40
RIFE &S 116 QRF-Pen-TGHFGG-W-YPCNGP 17 0.17
RIFEES 117 QRF-Pen-TGHFGG-M-YPCNGP 7.7 0.44
R~IFE®ES 118 QRF-Pen-TGHFGG-L-YPCNGP 8.6 0.80
RIFrEFS 237 RF-Pen-TGHFGEE-W-YPC 28 0.14
RIFrHFS 238 QRF-Pen-TGHFG-Sar-W-YPCNGP 1.0 0.068
goooooooooooooooooooooooooooooooooodan
gooooooooooooooboobooooooooooooooooooad
Ooooooo0oooobofoooo0ooootb0 oo oooboboboooooooonodao
Ooo0ooooo0oooooooo0oooooooooooooooooooooooao
goooooooooooooooooooooooo0oooooooooooao
ugugoboooooboboooobbdo,pO000obbOo0ooobbooogoban
oooobOboOO0ooooooobboooooooob 0000
go0oooooooooooo0oooooooooooooooooooao
ooooodd
Oo00o0oo0oao
Rl X0 34 B X0 H 5 ICso Kp '
( moEs  165-167) uM (pH )
uM
Giy-Gly-Leu ol
RIFrRES 32 QRF-Pen-TGHFG-X-YPCNGP BT
o . . T 20 0.25
P, L,L- I 0
RITEES  QRF-Pen-TGHFG-X-YPCNGP U~ 74— Ay
216 = 5081, S G
RIFE &= DL At
i QRF-Pen-TGHFG-X-YPCNGP ~ U-F1ui-35 =
194 A Y e
Oo0o0O0oo0oo0oooooooooooooboooooaoano
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& 5l His ICsp Kr Ko
( mEMES 18 168-196) 7+0OY uM (pH6) pH7.4
o {858 UM uM
ErEs 1 . ) ;“‘ﬁ
QRFCTG-H-FGGLYPCNGP — 06 5.1 30
RITFrES 36 QRFCTG-Dab-FGGLYPCNGP w3125 211
RIFEES 32 N,
QRF-Pen-TG-H-FGGLYP-C-NGP —n 0.25 -
RIFEES 91 @
QRF-Pen-TG-Thz-FGGLYPCNGP s 44 7.9 21
RIFEES —
109 N
QRF-Pen-TG-Dap-FGGLYPCNGP >125  »100
RIFEES T
297 QRF-Pen-TG-Dap( 7= }-FGGLYPCNGP 54 13 16
f\"j?;a%% _J\\“j\
QRF-Pen-TG-(1Me)His-FGGLYPCNGP 34 0.74 14
RIFRES .
139 QRF-Pen-TG-Dab-FGGLYPCNGP 64 7.3 8.4
RIFEES ) New,
190 RF-Pen-TG-NMeHis-FGGLYPC —n 2250 nd nd
RIFEES . N
248 RF-Pen-TG-Thz-FG-Sar-NMeL-YPC i 16 84 11
RIFEES FGGar ] i
249 RF-Pen-TG-2rU3L  Ala-FG-Sar-NMelL-YPC ' 6.0 33 0.41
RIFEES . .
250 RF-Pen-TG-3tU3L  Ala-FG-Sar-NMel-YPC N 10 064 0.58
RIFE &S [ FC.Gar. i 5=
251 RF-Pen-TG-FIZL _Ala-FG-Sar-NMeL-YPC P 45 p 3
RIFEES T DNab.E . G ] —
253 HF-Pen-TG-Dab-FG-Sar-NMel-YPC : 16 10 12
RIFRES ™
254 RF-Pen-TG-Orn-FG-Sar-NMel-YPC 12 13 1.2
RIFEES I
265 RF-Pen-TG-Lys-FG-Sar-NMel-YPC 40 13 11
RIFEES T
256 RF-Pen-TG-Arg-FG-Sar-NMel-YPC 55 0.5 05
RIFRES _ =
057 RF-Pen-TG-497-1L Phe-FG-Sar-NMeL-YPC 1.7 0.074 0.073
RIFEES N
- - - 2 - - - - N
258 RF-Pen-TG-4 73/ Phe-FG-Sar-NMelL-YPC 46 0.22 1.4
N RF-Pen-TG-His(Me)-FGGLYPC G
-Pen-TG-His(Me)- "
259 29 014 038
RITEES RF-Pen-TG-His(Me)2-FGGLYPC \“w
-Fen- -HIS(ME ) =
260 e 44 019 046
RIFFES RF-Pen-TG-ZWN Gly-FG-Sar-NMeLeu- =
261 YPC 160 13 1
RIFEES RF-Pen-TG-(2- PIUY—L _ Ala)}-FG-Sar- ﬁj
262 NMeLeu-YPC —J 150 8.4 13
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RAFEHS RF-Pen-TG-(3- Peuy—) Ala)-FG-Sar- ﬁ

263 NMeLeu-YPC @ 6.3 0.66 0.86
RIFRES RF-Pen-TG-(4-tRUI—I Ala)-FG-Sar- _C

264 NMeleu-YPC 85 52 6.4
RIFRES _

265 RF-Pen-TGEFG-Sar-NMelLeu-YPC W o7 33 40
RIFRES Pen. Sar. . CH,

266 RF-Pen-TGAFG-Sar-NMelLeu-YPC +100 9.9 13
RIFFE&ES RBF-Pen-TG-(4- Eyil Ala)- FG-Sar-NMeLeu- ~<j,\.

268 YPC s 1.3 0.067 0.28
’\79;_29*? AF-Pen-TG-Thz(Me)-FG-Sar-NMeL-YPC- \“—%

CONH2 "Nt 24 041 041

RIFRES P TG UFIUIL Al B Gar. R a

A RF-Pen-TG-LU7YUb Ala-FG-Sar-NMeL-YPC  —_ | 5 0.32 0.36
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00000
[l ICs0 Kp Ko
{ m3ES & 197-201) UM {pH 6) pH 7.4
uM uM
EnEs 1 QRFCTGHFGGLYPCNGP 26 51 30
RIFEES 22 QRFCTGHF-a-GLYPCNGP 48 10 137
RIFEES 23 QRFCTGHFG-a-LYPCNGP 57 12 184
RIFEES 24 QRFCTGHF-a-a-LYPCNGP 69 22 >250
RITEES 25 ORFCGHF-betaAla-LYPCNGP >125 >250 nd
NIFEES 35 QRFCTGHF-Apa-L YPCNGP >125 220 nd
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0000000000000 00000000000000000000
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DOoO0O0o0D0Oo
31 POEA X Hh i 'Chf}"’ ( 506)
( ERES 202-219) # P
uM
AIFEES 99 RF-Pen-TGHF-X-LYPC Gly-Gly Yy 200 07
4- c
RITEES 134 RF-Pen-TGHE-X-LYPC ~ZOWFA-RE . [y >125
= :
S :
RIFEHS 135 RF-Pen-TGHF-X-LYPC 7ol -ma w7~ 57
EhE ”
RITFES 136  RF-Pen-TGHF-X-LYPC 4 73/7i0EE (7 _yop
RIFEES 137 AF-Pen-TGHR-X-LYPC /371 MEEE Sy gy
3Fi-2-4%y 1 ¢
RIFEES 178 RFE-PenTGHE-XLYPC  —tryv-wke L1 0 oes 016
-7 -2 AxY ~
RIFEHS 179 RF-Pen-TGHF-X-LYPC —1-owvv-mé L.l 72 087
(38)—3-7z.)— ¢
KIFRES 193 RF-Pen-TGHF-X-LYPC o—swv—1-ex L0 73
- B * 1
3-FI/-N-1-3
WRESAFIL -2, 3 -
RIFE®S 80  RF-Pen-TGHF-X-LYPC %57 7h2C00 ,{?j 159
Py —2-#Y "l
3-73/-N—-1-1
MAFSAFI -2, 3, -
—FRSHFEO— £
RITEHS 181 RF-Pen-TGHF-X-LYPC 11 [1notritn E:D 1.2
—2—# Y-
e
RIFE®ES 197  RF-Pen-TGHF-X-LYPC 55 —@=ys (1) 13 0.99
St 2Ty
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. %
e = R . B 5, 5— "Ry o
RIFFES 198 RF-Pen-TGHF-XLYPC 50 ~nt §f - 23
RIF)ES Pan. . 6, 5— —IBRY s ‘ ‘
JFE®S 204 RE-Pen-TGHF-XLYPC &5 M AL, 22 0.32
. - 3(s)-3-73/- MYy
RIFEBS 205  RF-Pen-TGHF-XLYPC 2-asv—1-7¢ . ~a b 064 0103
(.37 -
3(8) -3-rz/—
2—#%y-1-r0 4

RIFEES 214 RF-Pen-TGHF-X-LYPC oo o 23 oes

(BR)—3—-rz/—1

i L RF-Pen-TGHF-X- —p)bfﬁ#*‘z}ﬂbﬂlf o
RIFEES 227 NMeLeu-YPC O595.4 Y A 083 0.043
(3R) — ?—73) -
RF-Pen-NMeAla-GHF-X- | ~DLRESoFl )

RIFE &S 228 NMeLeu-YPC STk vy~ M 0145

(38)-3-7rz/-2
RF-Pen-TGHF-X- ~A%Y-1-Tur Y e

RIFEES 239 NMeLeL YPC At eyt 062 0.044
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DOooDoOooao
T iCsy Ko Ko
( ma®s  220-246) UM {pH B) pH 7.4
UM MM
RIFE%S 38  QRF-Asp-TGHFGGLYP-Dab-NGP 68 17 150
RIFE &S 39  QRF-Asp-TGHFGGLYP-Lys-NGP 10 1.2 12
RIFEES 72 QRF-Dab-TGHFGGLYP-Glu-NGP 81 438 nd
RIFEES 73  QRF-Lys-TGHFGGLYP-Glu-NGP 33 1.2 nd
RIFE %S 76  QRF-Glu-TGHFGGLYP-Lys-NGP 100 27 320
RIFEES 77  QRF-Glu-TGHFGGLYP-Dab-NGP 86 22 210
RIFEES 78  QRF-Glu-TGHFGGLYP-Dap-NGP 71 9.6 81
RIFEES 79 QRF-Asp-TGHFGGLYP-Dap-NGP 32 4.5 30
RIFL%S 80  QRF-Lys-TGHFGGLYP-Asp-NGP 60 10 52
RIFEES 81  QRF-Dab-TGHFGGLYP-Asp-NGP 31 8.4 45
RIFEES 85  QRF-Asp-TGHFGGLYP-Omn-NGP 16 2.7 nd
RIFEES 86  QRF-Glu-TGHFGGLYP-Om-NGP 80 15 nd
RIFEES 107  QRF-Asp-TGHFGGLY-Lys-NGP >125 >250 nd
RIFE®ES 105 QRF-Asp-TGHFG-a-LYP-Lys-NGP 12 2.1 nd
RIFE &S 106 QRF-Asp-TGHF-a-GLYP-Lys-NGP 17 3.7 nd
RIFEES 123 Asp-TGHFGGLYP-Lys-NGP 47
Dooooo
Doooooao
RIFEES 124 F-Asp- TGHFGGLYP-Lys-NGP 22
KIFEES 125  RF-Asp-TGHFGGLYP-Lys-NGP 9.4
KIFE®EES 126  QRF-Asp-TGHFGGLYP-Lys-NGP 13
RIFE &S 127  QRF-Asp-TGHFGGLYP-Lys-N 7.6
RIFE %S 128 QRF-Dap-TGHFGGLYP-Asp-NGP 120
RIFEES 129  QRF-Dap-TGHFGGLYP-Glu-NGP >125
RIFEFS 130 QRF-Om-TGHFGGLYP-Asp-NGP 120
RIFEES 131  QRF-Om-TGHFGGLYP-Glu-NGP 30
RIFEES 132 RF-Asp-TGHFGGLYP-Lys 11 0.90
RIFEES 133 QRF-Asp-TGHFGGLYP-Lys 13 0.90
RIFEES 159  QRF-Asp-TGHFG-p-LYP-Lys'NGP 15 1.2
" DoDOoO0DO0OO00O0D0O000O0D0O0O0O0O00O00O000O0D0O00O0O00O00000O000
000000000000 0000O00000O00O00000
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0000000000000 O00000O00
000000000000 0000O00000O00DO0O0D0O0OoOO0ODO0ONoO0oooooaon
00000000000 O00000O0D0O0D00O00O00O0O0n
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000000000000 0000O0D0O000O00O00000O00000O0000000
000000000000 0000O0D00000000000O00000O00000O0n
000000000000 D0O000O0D0O0O0O0O0O0O0D0O0O0O0O0D0O0O0OO0ODOOOOnn
000000000000 000O0000O0000000000000, ,0000000
000000000000 0000O000000000000O00DO0O0oO0oDOooooaon
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SETR ICso Ko Ko
( BIES 18 247-273) uM (pH 6) pH 7.4
uM uM
BEHES 1 QRFCTGHFGGLYPCNGP 26 5.1 30
RIFRES 71 QRF-§-TGHFGGLYP-§-NGP >125 1230
RIFEES 156 QRF-V-TGHF-p-p-LYP-A-NGP >250
RIFEES 157 QRF-V-TGHF-G-p-LYP-A-NGP 195 16
RIFF#S 58 QRF-¥-TGHF-p-G-LYP-A-NGP >250
RIFFES 162 QRF-L-TGHF-G-p-LYP-A-NGP >250
RIFFR#S 163 QRF-I-TGHF-G-p-LYP-A-NGP >250
RIFEES 164 QRF-F-TGHF-G-p-LYP-A-NGP >250
RITFRES 165 QRF-Y-TGHF-G-p-LYP-A-NGP >250
ANIFRES 166 QRF-W-TGHF-G-p-LYP-A-NGP >250
RIFFES 167 QRF-V-TGHF-G-p-LYP-V-NGP 93
googoo
googobognob
NIFEES 168 QRF-V-TGHF-G-p-L YP-L-NGP 100
RIFE&HS 169 QRF-V-TGHF-G-p-LYP-I-NGP 72 15
RIFE&HES 170 QRF-V-TGHF-G-p-L YP-F-NGP >250
RIFRES 171 QRF-V-TGHF-G-p-LYP-Y-NGP 150
RIFRES 172 QRF-V-TGHF-G-p-L YP-W-NGP 150
RIFEES 173 QRF-V-TGHF-G-p-V-YP-A-NGP >250
RIFEES 174 QRF-V-TGHF-G-p-I-YP-A-NGP 94
RIFEHES 175 QRF-V-TGHF-G-p-F-YP-A-NGP 200
RITEES 176 QRF-V-TGHF-G-p-Y-YP-A-NGP 230
RIFE®ES 177 QRF-V-TGHF-G-p-W-YP-A-NGP 52 5.8 96
RIFRrES 190 QRF-V-TGHF-G-p-W-YP-[-NGP 49 4.2
RIFREHES 209 RF-V-TGHF-G-p-W-YP >125
RIFRES 210 RF-V-TGHF-G-p-W-YP-A-NGP . 100 10
RIFEH®ES 211 F-V-TGHF-G-p-W-YPA 100 8
RIFEES 212 V-TGHF-G-o-W-YP-A >250
RIFEES 236 RF-V-TGHF-G-Sar-NMelLeu-YP-A 37 1.85 9
RITEES 246 RF-V-TGHF-G-p-W-YPA 60 3.6
goodoobobuobgobobobobobobobobuobobao
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LR POEL X0 HE ¥ 1Cso Ko
( mams  274-283) uM (ppHMﬁ)
RIFEES 236 pr v TGHF-X-NMeLeu-YPA Gly-Sar 87 188
RIFEES 182 ) \ °CI
RF-V-TGHF-X-LYPA 8-ye/—2dry QJ 38 33
RIFEES 183 \ ~
RF-V-TGHF-X-LYPA ﬁéﬁé_;igg‘/* ”\;r‘) >250
oyl m 3-73J—N—1-Jbik -
KIS 8 RF-V-TGHF-X-LYPA B RS f% >250
YA -2 A il
DO0OoDO0
DoooOoOoon
RIFE &S 185 )
37— N—1— k¥ -
RE-V-TGHRX-LYPA  JRIM RS me st ,{?ﬂ 57 31
. FEE—2—4 Pl
RIFI &5 186 RF-V-TGHF-X-LYPA R L OTY 250
RIFEES 191 3732~ A%Y -
QRF-V-TGHF-X-WYPINGP 1 -PRUYY B QJ nd 333
RITERT 206 RF-V-TGHF-X-LYPA Dy T 4}3’“ >250
"ITEES 207 RF-V-TGHF-X-LYPA a7 LI 125 20
RIFEE S 208 3(8) ~3-7-2. /W
RF-V-TGHF-X-LYPA AL O S B X
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T ICee Ko Kp 1Ceg
{ ENES 284-295) nM pH pH nM
6 7.4 FAC
nM  nM 5
RIFEES A
o786 \N/"‘E’M"{HFCTGHFGGLYPCJ 370 > éQ’QO
I
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FIGURE 1 FIGURE 3
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(95) JP 2009-527499 A 2009.7.30

Intematicnal application No

PCT/US2007/062349

A. CLASSIFICATION OF SUBJECT MATTER
INV.  CO7K14/435

B. FIELDS SEARCHED |

Accarding to International Patent Classlfication {IPC) or to bath national classification and IPC

Minimum documentatlon searched (classlfication systsm followed by clessification symbols)

Documentation eearched cther than minimum documentatton to the extant that such documents are [nciuded In the flekls searched

Elactronlc data base consulted durdng the Intematienal search (name of data basa and, whera practical, search tarme usad)

EPO-Internal, CHEM ABS Data, Sequence Search

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Glation of documant, with Indicalion, where appropriate, of the relevant passagés

Relevant to clalm No.

page 2392, paragraph 2

S DAWSON, NICOLA F. ET AL:
peptide”

XP002450046
figure 1

JOURNAL OF PEPTIDE SCIENCE-, 6(1), 19-25
CODEN: JPSIEI; ISSN: 1075-2617, 2000,

X BAIN, J. D. ET AL: "Site-specific 1
incorporation of non-natural residues into
peptides: effect of residue structiure on
suppression and translation efficiencies™
TETRAHEDRON , 47(14-15), 2389-400 CODEN:
TETRAB; ISSN: 0040-4020, 1991, XP002450045

"Chemical ‘ 1
synthesis, characterization and activity
of RK-1, -a novel .alpha.-defensin-related

-f—

LT_I Further documents ara listed In the continuation of Box G.

IE See patent famlly annex.

* Speclal categorlas of cited documents :

"A" documeant defining the ganeral state of the art which Is not
considered to be of particular relevance

"E* earllar document bt published on or aftertha Internatfonal
tling date

"L" document whish may throw doubts on E;lnrlty t:lalrn(s)t or
which Is clied to bllsh the pubBcation date of another
chation or other special reasen {as speclfied)

"0" documant referying o an oral disetosure, use, exhibRion of
other means

*P" document published prior to the international flling date but
later than the pricrity date claimed

“T" latar document pubished after the [ntermational flling deta
or priorily date and not In conflict with the application but
f"ec:r{lb undarstend the princlple or theory underying the
nventlon

“30" document of paricules relevance; the olaimed Invention
cannct ba considarad novel or cannot ba considerad to
Involve an itwvantive step when the decument Is taken alone

*y" dooumant of partlcufar relevance; the claimed Invention
cannet be consldared to Involve an inventive step when the
dogument |s cornbined with one or more other alch doct-
{nﬂts,aﬁunh comblnation belng obvious o a parson skllled
n the art.

"8 document member of the sama patant lamily

Data of the actual cotrpletion of the International search

21 November 2007

Date of malling of the Intematkonal search rapott

03/12/2007

Nama and maliing address of the 154
European Petent Office, P.B, 6818 Patantlaan £
NL - 2280 HV Rljawljk
5 Tel. {+31-70) 340-2040, Tx. 31 651 spenl,
Fax: {+31-70) 340-3016

Autharized offlear

Petri, Bernhard

Fom PCTASA/210 (second sheet} (Aprl 2005)
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Gatagory’

Citation of document, with Indication, where appropriate, of the relavant passages

Helgvant to olalm Mo,

X

1

WO 2006/000213 A2 (FORSCHUNGSVERBUND
BERLIN EY [DE]; KLUSSMANN ENNO [DEIJ;
ROSENTHAL WALTE) :

5 January 2006 (2006-01-05)

page 54; compound 288

US 5 888 512 A (CLAYBERGER CAROL A [US] ET
AL) 30 March 1999 (1999-03-30)

column 9; compounds AW.68 98-113; sequence
13

—————

1

Form PCT/IS4/210 (continuation of sacand sheat) (ApHI 2008)
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Intgrnational application No.

' INTERNATIONAL SEARCH REPORT POT/US2007/062349

Box No, | Nueleotide and/or aming acid sequence(s) (Continuation of item 1.k of the first sheef)

1. With regard to any nuclectide and/or amino acld sequence disclosed in the International application and necessary o 1ha claimed
invention, the lmgmational search was carrled out on the basls of:

- a  fype of material
- IE a sequence listing
D table(s) related to the sequancs listing’

b, format of material

IE on paper

IE - In elgctronic form

c. time of filingﬁurn!shlng
IE contained In 1ha internaliunal applisation as filed
IE ﬂled togather wﬂh the International applfcaﬂon in electronic fmm
D fumished subsequently to this Authorlty for the purpose of search
2, D In addition, in the cage that more than one version of copy f a sequence Tsting and/or table relating thereto hag been filed

or furnished, the required statements that the Informetion In the subsequent or addiional coples I Identical to that in the
application as filed or does notgo beyond the application as filed, as appropriate, were furnished.

3. Additionsd comments;

Form PCTASA/210 {centinuation of first sheet (1)} (April 2005)
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Intemational applicalion No.

INTERNATIONAL SEARCH REPORT PCT/U52007/062349

HoxNo.ll Obsarvatione where certain clalins were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain ¢laime under Ariicle 17(2){a) for tha folowing reasons:

1. m Claims Nos.:
because they relate to subject matter not required to be seasched by this Auﬂ_}nﬂty. namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2. Clalms Noa.: 2-35
bacause they relate to parts of the Intemational applicetion that do not comply with the prescribed requirements to such
an extent that no meaningful Internatfonal search can be carrled out, specifically:

see FURTHER INFORMATICN sheet PCT/ISA/210

3 D Clalms Nos.: :
. because they are dependent claims and ere not drafted In accordance with tha second and third sentences of Rule 6.4{(a).

BoxNe. Il Observatlone where unity of Invention Is lacking (Continuaticn of Itl;m 2 of first sheet)

This Iltemational Searching Authority found muliiple Inventions In this International application, as follows:

see additional sheet -

1. D As all required additional search fees were imely pald by the applicant, this International search report covers allssarchable
o clalms. . ' .

2. D As all searchable clalms could be searched without etiort Justifying an addltional I'eas.'1his Authority did not invite payment of
addiional fees. ) .

3. m As only some of the required edditional search fees were timely paid by the applicant, this Iniemational search reportcovers
only these clalms for which fees were pald, specifically clalms Nos.:

1, 48

4, D Mo requlred additional search faes ware timaly pald by the applicant. Consequentty, this International search report is
restricted to the invention first mentioned In the claims; i s covered by claims Nos.:

Remark on Protest The addltional search fees were accompanied by the applfcants protest and, where applicable, the
payment of a protest foa.

‘The additional search fees were aceompanied by the applicant's protest but the applicable promast
fee was not paid within the time limit specified in the invitatlon.

[ﬂ No profest accompanled the payment of additional search fess,

Form PCTANSA/210 (continuation of first sheet (2)) (April 2005)
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Infemational Application No. PCT/US2007 /062349

FURTHER INFORMATION CONTINUED FROM  BCTASA/ 210

Continuation of Box II 1

Claim 48 is ambigous. The structure depicted as draw1ng relates to a
particular dimer of the cyclic peptide RF"Pen"TGHFG"Sar""NMel"YPC.
Seq.Id.No. 319 however relates to the monomer in linearized form with
positions 3, 9, 10 unspecified. As Seq.Id.No. 319 is broader the search
has been carried out on Seq.Id.No. 319.

Continuation of Box II.2

Claims Nos.: 2-35 '

Claims 1-35 and claims 43-47, 49-74, 76 (a1l in part) relate to pepiides
defined by a Markush type formula (1.e. claim 1). The ISA is unable to
extract from the disclosure as filed a significant structural element
that is shared by a1l the alternatives as covered by the formula of
claim 1 (see International search and preliminary examination guidelines
PCT/GL/ISP/1 10.17, see also below item IV). As a consequence there is
lack of unity and each of the individual peptides theoretically
resulting from the defined permutations is to be formulated as separate
invention. In view however, of the resulting sheer amount of peptides
and in absence of any individual molecules claimed no reasonable
definition of inventions and/or groups of inventions is possible. A
possible grouping according to the individual peptides as disclosed in
description starting from Table 2 onwards would have been a reasonable
possibility if these compounds would have been the subject of any of the
dependent claims. Since amendment during search phase however, is not
possible (Article 19 PCT) this may possibly be pursued only during
upcoming regional phases.

The initial phase of the search for subject-matter of claim 1 revealed a
very large number of documents relevant to the issue of novelty of claim
1. In fact more than. 250 documents were found in Chemical Abstracts
database that disclose molecules falling under the structural criteria
of claim 1, i.e. one of the sequence alternatives in the range of 7 to
50 amino ac1ds sequence length. The ISA has arbitrarily se]ected 4
exemplary documents pertinent to the issue of novelty.

Due to the multiplicity of still further alternatives in the dependent
claims and in absence of any possibility of a reasonable grouping into
unitary groups of inventions the ISA was unable to determine
subject-matter for which protection might legitimately be sought that
could form the basis of a meaningful complete search for the
subject-matter of the dependent claims. (Article 17(2) PCT, PCT
Guidelines 9.19).

For these reasons, taking into consideration the non-compliance in
determining the extent of the search no complete search has been carried
out for claims 1-35 and claims 43-47, 49-74, 76 (a11 in part as far as
relating back to one of claims 1- 35) In partlcu1ar no search has been
carried out for any of the specific features of the dependent claims.
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Inemational Application No. PG T/US2007 /062349

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

The applicant’s atfention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
estab]ished need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are dmended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.h),
.should the problems which led to the Article 17(2) declaration be
overcome. ' .
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intemafional Appiication No. PCT/US2007 /062349

'FURTHER INFORMATION CONTINUED FROM  FCTASA/ 210

This International Searéhing'Authority found mu]tip1é (groups of)
“inventions in this international application, as follows:

Invention 1: Claims 1-35; 43-47, 49-74, 76 (in part)

Peptides according to claim 1.

. Invention 2-6: Clalms 36-42; 43-47, 49-74, 76 {in part)

Peptides according to Seq.Id.Nes. 1, 2, ... , 5,
respectively

Invention 7: Claims 48

Peptide according to cia1m 48/5eq.I1d.No. 319

Invention 8: Claim 75

Method far forming peptide dimers according to élaim 75
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INTERNATIONAL SEARCH REPORT

International application No

Information on patent tamily Wbam PCT/U52007/052349
Patent documnent Publication - Patentfamily - " publication
clted In search report date member(s) date
WO 2006000213 A2 05-01-2006 CA 2571350 Al 05-01-2006
: DE 102004031579 Al 09-02-2006
_ ) EP : 1763537‘ AZ - 21-03-2007
US 5888512 A 30-03-1999  NONE. '

Form PCT/ISAZ10 {patert farmily annex) {Apil 2005)



(103)

JP 2009-527499 A 2009.7.30

gooooboooood

(1) Int.CI.
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooa
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
0ooo
0ooo

1722
38/00
1/04
1/00
1/16
7/06
7/02
7/10
9/10
11/06
13/12
17/00
17/02
17/06
17/04
19/02
21/00
21/04
3/10
25/00
35/00
37/02
37/06
37/04
37/08
43/00
33/53

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)

gd
gdgdg
oooo
ooog
gggg
oooo
gogg
gogg
gooo
oooo
gogg
udgdg
oooo
ooog
gogg
oooo
gogg
goog
udgdg
oooo
ooog
gdgg
oooo
gogg
gogg
gooo
gooo
goog
udgdg
oooo

1/22
37/02
1/04
1/00
1/16
7/06
7/02
7/10
9/10
9/10
11/06
13/12
17/00
17/00
17/02
17/06
17/04
19/02
21/00
21/04
3/10
25/00
35/00
37/02
37/06
37/04
37/08
43/00
33/53

goad
oooo
ooog
goag
oooo
ooogd
goog
oooo
oooo
goog
goad
oooo
ooog
goadg
oooo
ooogd
goog
gdad
oooo
ooog
gdadg
oooo
ooogd
goadg
oooo
oooo
goog
goad
oooo

goooooogoo
gooon
goooo
goooo
gooon
goooo
goooo
gooon
goooo
goooo
gooon
gooon
goooo
goooo
gooon
goooo
goooo
gooon
gooon
goooo
goooo
gooon
goooo
goooo
gooon
goooo
goooo
gooon
gooon
goooo

@égnHooooooo  ApP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM, AZ,BY ,KG,KZ ,MD,RU,TJ, TM),
EP(AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,HU, IE, IS, IT,LT,LU,LV,MC,NL,PL,PT,RO,SE,SI,SK,TR) ,0A(BF,
BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE, SN, TD, TG) ,AE,AG,AL ,AM,AT,AU,AZ,BA, BB, BG,BR,BW,BY,BZ,CA,CH,CN, CO,
CR,CU,Cz,DE,DK,DM,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU, ID, IL, IN, IS, JP,KE,KG,KM,KN,KP,KR,KZ,L
A,LC,LK,LR,LS,LT,LU,LV,LY,MA,MD,MG, MK, MN, MW, MX,MY ,MZ ,NA,NG,NI ,NO,NZ,0M,PG,PH,PL,PT,RO,RS,RU,SC,SD, SE
,5G,SK,SL,SM, SV, SY,TJ, T™, TN, TR, TT,TZ,UA,UG,US,UZ,VC,UN,ZA,ZM, ZW

(72000

(72000

(72000

(72000

uoooooboodadagd

oooObOO0O000ooooooOobbOo0ooooooooOobboOo0oooooooobObOOo0oOo0ooon

god

gooobooooooooon

ooooObOOo0o0ooooooooOobbOoooooooooboboOoooooooobOboOoboOoooon

gooobobooooooobooboboooogoon

ggooboooooooobooooooooboooooooooboooooooboooboooooon

ugooooboodadagd

oboobObO0O0o0oooooobooOobbOooooooooobboOoooooooobOboOoboooOoon
oooooo



(104) JP 2009-527499 A 2009.7.30

OOOO0(@O) 4C084 AAD2 AAO3 AA14 BAO1 BAO2 BAL17 BA18 BA19 NAO5 ZA222

gooo oo ZA332 ZA342 ZAA12 7ZA532 ZAS42 ZAS52 ZA592 ZA681 ZA702 ZA752
gooo oo ZAB92 ZA912 7A922 7A942 7A962 7ZB071 7ZB092 ZB112 7B132 ZB152
guoo oo ZB222 7B262 7C062 ZC422

OO0 OO 4Ho45 AAT0 AA20 AA30 BAO1 BA17 BAS1 EA22 EAS0 FA33 GA26



BE(ZTRR)AGE)

FRI&RBHA

EHA

IPCH %S

CPCH %5

F-TERMZ %S

RIBA (1)

L5

L 22 FF S0k

BEG®)

patsnap

<TEIREVE E>

JP2009527499A5 NI (AE)B 2010-04-08
JP2008555527 HiE B 2007-02-16
2O TREH4IAT

XVTELT—I
NUVRRILTEI—
NeT7—0VAT4A—F22IT—
AARNATILZLY R

XY, THELT—I.

NURRIL, TEY IT—.

NeT7— DVATA—F 3> IT—.
AARNO, TILT7LY R

CO07K7/08 CO7K14/00 CO7K19/00 C07K16/00 CO7K1/04 CO7K1/22 A61K38/00 A61P1/04 A61P1/00
A61P1/16 A61P7/06 A61P7/02 A61P7/10 A61P9/10 A61P11/06 A61P13/12 A61P17/00 A61P17/02
AG1P17/06 A61P17/04 A61P19/02 A61P21/00 A61P21/04 A61P3/10 A61P25/00 A61P35/00 A61P37
/02 A61P37/06 A61P37/04 A61P37/08 A61P43/00 GO1N33/53

AG1K38/00 A61P1/00 A61P1/04 A61P1/16 A61P11/06 A61P13/12 A61P17/00 A61P17/02 A61P17/04
AB1P17/06 A61P19/02 A61P21/00 A61P21/04 A61P25/00 A61P29/00 C07K7/06 C07K7/08 CO7K14/00
C07K14/70535 C07K14/70539 GO1N2333/70535

C07K7/08.ZNA C07K14/00 C07K19/00 CO7K16/00 CO7K1/04 CO7K1/22 A61K37/02 A61P1/04 A61P1
/00 A61P1/16 A61P7/06 A61P7/02 A61P7/10 A61P9/10 A61P9/10.103 A61P11/06 A61P13/12 A61P17
/00 A61P17/00.101 A61P17/02 A61P17/06 A61P17/04 A61P19/02 A61P21/00 A61P21/04 A61P3/10
AG61P25/00 A61P35/00 A61P37/02 A61P37/06 A61P37/04 A61P37/08 A61P43/00.111 GO1N33/53.D

4C084/AA02 4C084/AA03 4C084/AA14 4C084/BA01 4C084/BA02 4C084/BA17 4C084/BA18 4C084
/BA19 4C084/NA05 4C084/ZA222 4C084/ZA332 4C084/ZA342 4C084/ZA412 4C084/ZA532 4C084
1ZA542 4C084/ZA552 4C084/ZA592 4C084/ZA681 4C084/ZA702 4C084/ZA752 4C084/ZA892 4C084
1ZA912 4C084/ZA922 4C084/ZA942 4C084/ZA962 4C084/ZB071 4C084/2B092 4C084/ZB112 4C084
/ZB132 4C084/ZB152 4C084/ZB222 4C084/2B262 4C084/ZC062 4C084/ZC422 4H045/AA10 4H045
/AA20 4H045/AA30 4H045/BA01 4H045/BA17 4H045/BA51 4H045/EA22 4H045/EA50 4H045/FA33
4H045/GA26

EARKT

60/774853 2006-02-17 US
60/805634 2006-06-23 US

JP2009527499A

AEEFRE AFCRnE & HiPHlIgGHIFcEl 20 SFcRn& & MM AT B IgGKEH K. FIAFHASYR A ETRATAImAETB S
REFRBMLEMEERT, 2EXAESRERFENHESRRARN S E, KRASREIIFFMELEEFCRNIPHIGE FcEFcRNE &Y
Bk, NBEE FIREF 1gGT HIA AR R INEERM LEIgGRIER |, BIIEMMN A%, E— DN RIMESEREA RS |, BREESFcRnHt
WHEIFcSIgG |, 1gG2 |, 1gG38IgG4L KM FCRNIVE S .


https://share-analytics.zhihuiya.com/view/556a8e5c-23ff-4e6a-8e92-d7cdbd971474




