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70 <9 RXisoQC cDNADHY O—=2 5 D=bD T+ ID—KTZ34 <7 —

71 Y9 RADY 7 ILE A LPCREMDI=DD T+ T— K TS5 <7 —

72 T ORAWDY) TILE A LPREHFDI-OD ) IN—RTZ4<7—

73 TIRAWDY FILE A LPCREFTDI=OD T+ ID—F TS5 47—

74 T IARWD Y TILE A LPCREFDF2OD Y IN—RTZ43—

75 R ERERNIsWC IBND=dD T+ T— K TS5 4 T —

76 R RERNiIs00C 155ND =D Y IN—R TS5 < —

77 BB RMERFEHNis00C C3BIADT=HD T+ T—RTS54 7 —

78 B AR T R EFhisoQC CBIADT=HD Y IN—X T54 7 —

79 RORTNEAZZNV I S—CER NV E

80 AMLTRTAER - 519 R (Streptomyces griseus) SGAP

81 EJUA - JasTAUFHRX (Vibrio proteolyticus) VpAP

82 pcDNA 3. IANDRADICDEBEADI=OD T+ T— K T54 7 —

83 pcDNA 3. IADRARDNCOEADT=HD ) IN—R TS 47—

84 pcDNA 3. IADIEBADT-HD#EIET K2 % EEhisoQCDEIEBD-HD 1) /13— R
ITI34=—

85 HEIBEGFPD =D T+ T — K TS5 4 <7 —
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86 HEIEEGFPD =D Y IN—R TS5 47—

87 EGFP& DR A D T-5HDhisoQC NEKIFERF| D IEED F-HD 1) /13— R
T543—

88 pcDNA 3. IADIEA D 1= HDIEIFHAC C-FLAGD =D IN—R TS5 7 —

89 pcDNA 3. IADIEAD = HDHEMEN I s0QC C-FLAGD =D IN—R TS5 4 < —
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#£3: E FAC BRUVE FisoQCDRTF FEEDE HEALEME, b FisoQClk, XBEH

(E. Coli) . BL21 (hisoQCdt) . XI& P./vxX F1JX (P. Pastoris) (YSShisoQC)
IZBWTHREL:-, #EFX. 7R /EBOIXFI—FTRLTHS,
BHE Ku (mM) Ku (mM) Keat (') | Keat(S™) Keat/Kn Keat/Kn
hisoQCdt | YSShisoQC | hisoQCdt | YSShisoQC| (mM™*s™) (mM™s™)
hisoQCdt YSShisoQC
Q-BNA 0,03+0,002 |0,035+0,0005 |3,37+0,12 | 8,16+0,87 [93,26+6,68  |228,70+22,22
QAMC 0,01+0,0009 |0,03+0,0064 |1,07+0,03 |3,72+0,44 [62,57+5,68 | 102,87+29,22
QQ 0,11£0,027 |0,11+0,007 |2,72+0,25 | 6,08+0,17 |24,50+4,009 |54,32+4,61
QE 0,7+0,13 0,61+0,064 |264+0,21 |533+0,43 |3,85+0,56 8,75+0,87
QG 0,42+0,04 |0,36+0,047 |1,65+0,04 |3,24+0,18 [3,93+0,31 9,01+1,75
QGP 0,21+0,016 |0,23+0,02 4,01+0,14 [8,98+0,07 [18,82+1,26 |38,42+3,55
QYA 0,22+0,01  |0,08+0,022 |7,7+04 |16,47+0,72 [66,48+13,07 |206,9+57,54
QFA 0,11£0,016 |0,104+0,025 |7,49+0,28 | 11,68+2,39 [33,03+2,38  |116,99+34,37
QEYF 0,03+0,004 |0,04+0,004 13,34+0,15 | 564+0,39 |109,57+21,03 |122,56+5,6
QEDL 0,630,052 |0,16+0,01 6,41+0,15 1 9,24+0,65 [10,2+0,84 55,04+5,14
Oo00o0OooOoao
Oo00o0o0oao
=4 FIALETSA4<7—
TS5L4<— &35 S 3 #
IsoQCh-1 GGTCTACACCATTTGGAGCGGCTGGC LR
(E251%&S 53) Ao )—=vy
IsoQCh-2 GGGTTGGAAGTACATCACTTCCTGGGG i
(BE 5 &= 54) ARp)—=2
IsoQChu-1 ACCATGCGTTCCGGGGGCCGCGGG hisoQC®
(B2 5 &= 55) =% 3
I1soQChu-2 ACGCTAGAGCCCCAGGTATTCAGCCAG hisoQC®D
(B2 51 &S 56) Bigg
IsoQC EGFP-1 Met | ATATATGAATTCATGCGTTCCGGGGGCCGC ~ % 5 —pEGFP—
N3~D E kisoQC
o (Met D
[BEHNHES57) bOe =,

10

20

30

40



(65)

JP 2010-504088 A 2010.2.12

To54<— &5 5 > 3 HH
IsoQC EGFP-2 Met | ATATATGAATTCATGGAGCCACTCTTGCCGCCG R4 5 —pEGFP-
1l N3~DE kiso
(E2HNE&ES 58) QC (Met 11)
yR—=29
IsoQC EGFP-3 ATATATGTCGACGAGCCCCAGGTATTCAGCCAG A4 5 —pEGFP-
(B2 5IES59) N3I~DE kiso
0C (Met | B&
UNet |1) &1
-2y
HisoQC pET41a-1 | ATATACTAGTGATGACGAC N5 8 —pET4la
(E2 51 &S 60) GACAAGTTCTACACCATTTGGAGCG ANk kisoQC
ya—=2%y
HisoQC pET41a-2 | TATAGAATTCCTAGTGATGGT R4 5 —pET41a
(E5IES61) |CATGGTGATGGAGCCCCAGGTATTCAGC ~DE FisolC
ya—=2%y
hisoQC HIS C-Term |ATATGAATT CTT CTACAC CATTTG GAG C A4/ —PPICZ
pPICZAA-1 aA~DE kiso
(B25I&= 62) acyo—=y4
hisoQC HIS N-Term |ATATGA ATT CCA TCA CCATCACCATCACTT CTACAC RH B —PP|(CZ
pPICZAA-1 CATTTG GAG CGG C aA~DE Fiso
(EHEE 63) WwyR—=27
hisoQC HIS N-Term | 5- ATA TAT GCG GCC GCC TAG AGC CCC AGG TAT TCA R4/ —PP|(Z
pPICZAA-2 GC-3 aA~NDE kiso
(BRHEE 64) wrn—=27
isSo)QCm RTs | CCA GGA TCC AGG CTATTG AG 1500CD 1 7L
(ECH&S 65) 4 A L\PCREZHT
hisoQC HIS C-Term | ATA TAT GCG GCC GCC TAG TGA TGG TGATGG TGATGG | x4 & —PP|(Z
pPICZAA-2 AGC CCC AGG TAT TCAGCC AG aA~DE kiso
(B3I % 266) wya—=27
iISOQCm RT as | TTC CAC AGG GCC GGG GGG C isoQCOD 1 7L
(BE5IES 67) 3 A L\PCREEHT
isoQCm Metl s ATG AGT CCC GGG AGC CGC <™ X is0QC
(E25&S 68) cONAD Y O—=

g
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T534<— 55 > 3

#H
isoQCm Metl as | CTA GAG TCC CAG GTA CTC <™ 2 i500C
(B251&E S 69) cDNAD H O —
=27
isoQCm kurz s AGT TCC TGC CCC TGC TGC TG <™ 2 is0QC
(BL 5| &S 70) cDNAD & O —
=45
mQC RT s ATC AAG AGG CAC CAA CCAAC macm 1) 7L 2
(BEHEST1) 4 L\PCREZHT
mQC RT as CTG GAT AATATT TCC ATAG macm ' 7 L4
(B25IES72) 4 L PCREEHT
mQC RT N-terminal | ACA GCT GGG AATCTGAGT C macd ) 7L 4
s A L\PCRfEHT
(B25I&EE 73)
mQC RT N-terminal | GAG CAG AAT AGC TTC CGG GCG maCm ! 7 LA
as A LPCRfZHT
(B25HEET4)
Iso-I55Ns CTG CGG GTC CCA TTG AAC GGA AGC CTC CCC GAA AR R AY
(B2 HHEST75) TEFER
hisoQC [55N
Iso-155Nas TTC GGG GAG GCT TCC GTT CAATGG GAC CCG CAG AR
(B251&ES76) TEFER
hisoQC [55N
Iso-C351As ACG GTACACAACTTG GCC CGCATT CTC GCT GTG ;AR
(BEHNESTT) TEFER
hisoQC G351A
Iso-C351Aas CAC AGC GAG AAT GCG GGC CAA GTT GTG TAC CGT R B R Y
(BEHNES 78) TEFH
hisoQC GC351A
hQC-1 ATATATAAGCTTATGGCAGGCGGAAGACAC pcDNA 3. 1AM
(B25&S 82) KADhQAC
DA
hQC-2 ATATGCGGCCGCTTACAAATGAAGATATTCC pcDNA 3. 1AM
(B251&ES83) KIADhQC
DA
hisoQC pcDNA as | ATATATGCGGCCGCCTAGAGCCCCAGGTATTCAGC pcDNA 3. 1~A®D
(B25I&E=84) BAD-HD
BikaFV%
'
hisoQC O H&1E
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T534<— &5 5 >3 # A
EGFP-1 ATATCTCGAGTCCATCGCCACCATGGTGAGC =] ]
(E2 5125 85) EGFP
EGFP-2 ATATCTCGAGTTACTTGTACA GCTCGTCCAT E2ig
(B2 5% 86) EGFP
hisoQC SS EGFP |ATATGCGGCCGCATGTCGACGCTCCAAATGGTGTAGAACGC teiE
pcDNA as hisoQC
(BeHNES87) N>R i Ec 51l
hQC C-FLAG ATATGCGGCCGCTTACTTGTCATCGTCATCCTTGTAATC g
pcDNA as CAAATGAAGATATTCCAA hQC C-FLAG
(BL5I&E= 88)
hisoQC C-FLAG |ATATGCGGCCGCCTACTTGTCATCGTCATCCTTGTA =1 =]
pcDNA as ATCGAGCCCCAGGTATTCAGC h-isoQC C-Flag
(B2 51Z&S 89)
Hs QPCT_1_SG |QuantiTect Primer Assay (200), Qiagen, Hilden gPCR hQC
Hs QPCTL_1_SG |QuantiTect Primer Assay (200), Qiagen, Hilden gPCR h-isoQC
CCL2-F GCCTCCAGCATGAAAGTCTC gPCR CCL2
(E25&ES 90)
CCL2-R CAGATCTCCTTGGCCACAAT
(B25I&= 91)
CCL7-F ATGAAAGCCTCTGCAGCACT gPCR CCL7
(B2 5 &S 92)
CCL7-R TGGCTACTGGTGGTCCTTCT
(B2 5 &S 93)
CCL8-F TCACCTGCTGCTTTAACGTG gPCR CCL8
(E2HES 94)
CCLS8-R ATCCCTGACCCATCTCTCCT
(B25I&ES 95)
CCL13-F ATCTCCTTGCAGAGGCTGAA gPCR CCL13
(E2 5 &2 96)
CCL13-R AGAAGAGGAGGCCAGAGGAG
(B2 5&ES 97)
HIF1a-F CACAGAAATGGCCTTGTGAA gPCR HIF 1q
(B2 51 &= 98)
HIF10-R CCAAGCAGGTCATAGGTGGT
(B25&=99)
AIM1-F TCCTTTCATCCTGGAACCTG gPCR AIM1
(Bc51%&= 100)
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T54<2— &5 5 >3 #
AIM1-R CGCCTCTTCTGTTTCACCTC
(E2H&ES101)
AIM2-F AAGCGCTGTTTGCCAGTTAT gPCR AIM2
 (B5I&5102)
AIM2-R CACACGTGAGGCGCTATTTA
(Be 5125 103)
MAGEA1-F GTCAACAGATCCTCCCCAGA gPCR MAGEA1
- (E2HES104)
MAGEA1-R CAGCATTTCTGCCTTTGTGA
(BCHI#&ES 105)
MAGEA2-F AGGTGGAGAGCCTGAGGAAT gPCR MAGEA2
(B251%= 106)
MAGEA2-R CTCGGGTCCTACTTGTCAGC
(Bc3&=107)
MAGEA10-F AAGCGAGGTTCTCGTTCTGA gPCR
(Bc5 &= 108
&S 208 | 1eaceTeTTaCTCTO0CTRT MAGEA10
(B2 5 2&+5109)
MAGEB2-F CTTCAAGCTCTCCTGCTGCT gPCR MAGEB2
(B251#&=110)
MAGEBR2-R CGACCCTGACTTCCTGGTTA
(BR5IZFES111)
MART1-F GCTCATCGGCTGTTGGTATT gPCR MART1
(B3I &= 112)
MART1-R ATAAGCAGGTGGAGCATTGG
(BL &= 113)
MCL1-F ATGCTTCGGAAACTGGACAT gPCR MCLA1
(ECHN&ES114)
MCL1-R ATGGTTCGATGCAGCTTTCT
(BL2| &= 115)
TYR-F TACGGCGTAATCCTGGAAAC gPCR TYR
(Ec5 &= 116)
TYR-R ATTGTGCATGCTGCTTTGAG
(BERIES 117)
TYRP1-F CCGAAACACAGTGGAAGGTT gPCR TYRP1
(B &= 118)
TYRP1-R TCTGTGAAGGTGTGCAGGAG
(E5IFS 119)
TYRP2-F GGTTCCTTTCTTCCCTCCAG gPCR TYRP2
(B25I &S 120)
TYRP2-R AACCAAAGCCACCAGTGTTC
(ER5IES 121)
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goooano

#&b: KBEE(E Coli) IZHITHHRBEDGCST-isolCER NV BDORFE, BFELT:
BES NV EIX. WEEDREDE=OIZEALT,

RETE 1 2 3 4
ik Ni**-IMAC GST-TAG AC GF IEX
(EBA) (BRI8) (UNO S)
hSLBZAT *L—+k TVAFFHY (€77 Tvo| EHENY K]
(Amersham t770—X +o77A—X |RG-25 WM | T rUVIR 10
Biosciences AB, Fast Flow 4 Fast Flow BIO-Rad
Sweden)
hoL94X d=2,5cm d=1,6cm d=2,6cm d=1,2cm
[=42cm [=10cm [=10cm 1=5,3cm
CV=206cm® CV=20cm® CV=53cm® |CV=6cm®
Tk
EE® PBS PBS 25mM Mes | 25mM Mes
pH ea 7,3 7.3 6,0 6,0 20
& 10CV 10CV 10CV 10CV
=21
(&%)
BE® PBS PBS 25mM Mes
0,5mMERFT Y
pH 7.3 7.3 6,0
ST 10CV 10CV 10CV
B
30
EER PBS 50mM Tris 25mM Mes |25mM Mes
100mM EXF T |10mM Z L3 FH HEALE
> > (EJT) NaCl
pH 7,3 8,0 6,0 6,0
B 1,5 CV (5 1CV Cv

gooooad
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RO : A IHAY—IIFEERIZCEBE FQCRUE FisoQCOEREREIZDOLWVTOKIE, E +
isoQCl&. KXBHE (E.coli)BL21 (hisoQCdt) . XI&P./VX F1J X (P. pastoris)
(YSShisoQC) I2H VTR L=,

FHEF Ki (uM) hisoQCdt | Ki (uM) YSShisoQC Ki (uM) hQC

15—l 220 +1 235+ 13 103 +2

ROXAZIZT—)L 200+ 8 250 +5 138 +4

1-RUOXAL2HY— 7.3+05 6.2+02 7.1+ 0,1

L

1-AFILAZFYY— 80+5 82+3 39,7+0.2
)1

PBD150 1-(3,4- 0,48 + 0,03 0,519 + 0,001 0,0584 + 0,0002

DARFL-TD=

W)-3-@-A424Y

—JL-1-4J)L-7'1

EI)-FARF

o0

gooao
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O 00O00Escherichia coliOODHSO O DO ODODOOODODDODODODOOOP.OODODO
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Pichia pastorisd X-330 0 000 0O 0O O OO O pPiCZa A invitrogenO O OO O O
03000000 1NnMo00o000000D0D0oo0O0O0ODni isoQCOcDNAD D OO DO DODO
0O0000Da -0000CD0OO0OO0DO0ODO0DODOOODODODODODDOODODODODODODOO
00000000000 0OhisoQC HIS C-Term pPICZAA-10 0 O O 0O 0O 620 O O O his

N-Term pPICZAA-10 0000063000000 OO0O0O00OD0O0ODODOODO hisoQC

HisO

N-Term pPICZAA-20 O 0O O 0O 0O 640 O O O hisoQC His C-Term pPICZAA-20 0 O 0O O O 66

O

OoOoo0oo0ogao
T OO0Oo-gao

O

Oooooogogoao

10 2

O

OoOooo0ogoao
O 0Ooo0Oo0ooa.

O
4
O
0
4
O

000000000 D0dO0ONotll OO EcoR
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040000000000 O0CO0O0O0O0ODOSSO 11led 00O 0O 3510 cysO OO
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coooooo.swboooooooOoozamiDBVMYDO O OO ODODO
ooooobOooOobooooooooobbbooooooooooboboao
ooooboboooooooooobobboboooooooooboboao
OOoO000ooDUO0oooDOooOoooDUooDbDiasoQc-000O0oooOod

- pastorisO 00O 0OhisoQCO 0D OO0 O0OO0ODO

Pichia pastorisO OO0 OO isoQCO 0D 0 00 O0DOOOOODODOAO
0oD0oooDOooO0oooDU0oooDoooDOoos8LDoDDooDUoOoDOoOn
00o0o0D0DDoDo0ODO0oD0O0O0O0O0goOooails00x g0 0000000

00000000 O0pHOODODDODDODOODODDODODODDODODOOO
ODisoQCO 00 O0D0DO033 0000 ooDooy7oc0oooooOO

O0OSDS-PAGED D DD OODODODOODODOO

OoOoo0oood

(P. pastoris) IZH1+5HIEEDhisoQC (YSShisoQCN551C351A C-His)

DFER. BELEMEZ VAT &L, WCEE. RUpH-RFEDRED-OIZERAL .

BETE 1 2 3
5iE Ni*-IMAC HIC GF
(Desalting)
WS LBZAT FL—+ JFLE270—-R | EI7TVIR
(Amersham +770—X 4Fast Flow G-25 A
Biosciences AB, Fast Flow
Sweden)
HS LA X d=2,5cm d=1,6cm d=2,6cm
[=42cm [=15,5cm I=10cm
CV=206cm® CV=23cm® CV=53cm®
T e
#E® |50mM NaHPO; | 30mM NaHPO4 50mM Bis-Tris
1M (NH4)2SO4 100mM NaCl
pH (7,0 7,0 6,8
BB 10CV 10CV 10CV
R i)
ZEk | 50mM NaHPO4s | 30mM NaH,PO4
0,5mMEXFT2 |1M (NH4)2804 -
pH (7,0 7,0
& 10CV 6CV
B
#Ei® |50mM NaH,POs |30mM NaH.PO4 50mM Bis-Tris
100mMM EXRF PV 100mM NaCl
pH 7,0 7,0 6,8
BB 1,5 CV 5CV 1CV
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00000000000 OCHCIg/MeOHO OO OO ODODOODO-000000
Harrison Research Ltd.0 00 00000 OOO0ODODDOOOODODOOOOORO

000O0.33 gl 46.2%0 0 OO O 127.0 -127.50
1H NMR &
, 2H), 3.7 - 3.8 (s, 6H), 4.1 - 4.2 (t, 2H), 6.8 - 6.9 (m, 3H), 7.65 (s, 1H), 7.
75 (s, 1H), 8.8 (m, 1H), 9.05 (s, 1H; MS m/z 346.0 (M+H), 278.2 (M-C5HsN,O ), 17
7.1 (M-CgHgN5SO )

oooooao
000 D 1330 135

0100000000000 00D03,4-00000000000000000000O0O0

OO0 OoooogogaDo
OooOoo0oo0ooood

Ooooooo0ooooogogoao

O

Oooo0oogoogDo

1.

0

1 - 1.2 (t, 2H), 1.55 - 1.6 (t, 2H), 2.0 - 2.1 (m, 2H), 3.5 - 3.6 (m

w-0oooOoOo0oooooooooobboboocbbbbbOOOoOooooooobobOano
gz200gooogogoooboooobbooooboooboboooobooogoo
oogooboooooboboboooooboboooooboboooooboboooooboboogoano

oooobOoOoO0oooooooobobobooooooooobobos3xmoooo0on0on
O0f0w-000-N-G@B 400000000000 OODDOOOOOOODOGO

o0 oouoooobosgoooooobobooooooooooboboboooooooboan
oooOobOoOO0OO0oDoooooobObboboooooooobbobOooooooooobooboao

11301320 0 0 0 000000000 Laweson OO0 DO DOO0OO0OO0ODO13020%0 O 0O 0O
1330 1350 0 0 0 O

ooooaon
ooooboboooooooooOobobbooooooooobboboooooooobooao
oooDoDDoOO0O0DO0oooan

ooooao
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0O 0 0O 1220 122.50

H NMR 8 1.85 - 1.95 (m, 2H), 2.8 (s, 3H), 3.2 - 3.5 (br d, 2H), 3.8 - 3.9 (m,
2H), 6.85 (d, 1H), 7.15 (d, 1H), 7.3 - 7.5 (br d, 2H), 7.65 (s, 1H); MS m/z 199
-1 (M+H), 221.3 (M+Na), 131.0 (M-CzH3N,O HO

oooooo

oOoo0o0201-B-(H-OUODODODDOO0O-1-00)0000)-3-tert-0 000000

0O 0O 0O 147.0-147 .50

TH NMR 8 1.3 - 1.4 (s, 9H), 1.85 -1.95 (m, 2H), 3.5 (t, 2H), 3.8 (t, 2H), 6.85
(d, 1H), 7.15 (d, 1H), 7.3 - 7.5 (br d, 2H), 7.65 (s, 1H); MS m/z 241.1 (M+H),
173.1 (M-CgH5N,O )O

OoDoooo

000030 1-B-(H-OoODODOooO0-1-00)D0O0o00O)-3-00000000

0O0O0127.0 -128.00

1H NMR 8 1.85 - 1.95 (m, 2H), 3.2 - 3.5 (br d, 2H), 3.8 - 3.9 (m, 2H), 4.6 (s,

2H), 6.8 (d, 1H), 7.15 (d, 1H), 7.19 - 7.35 (m, 5H), 7.5 - 7.6 (br d, 2H), 7.85
(s, 1H); MS m/z 275.3 (M+H), 207.1 (M-C5H5N,O )O

OoDoooao

oooos01-B-(H-O0DODOooO0-1-00)D0O0o00O)-3-00000000

000 166.5 -167.00

TH NMR & 1.95 - 2.05 (m, 2H), 3.3 - 3.5 (br d, 2H), 3.9 - 4.0 (m, 2H), 6.85 (d,
1H), 7.05 (m, 1H) 7.15 (d, 1H), 7.-25 (m, 2H), 7.35 (m, 2H), 7.6 (s, 1H), 7.8 (b
rs, 1H), 9.5 (br s, 1H); MS m/z 261.1 (M+H), 193.2 (M-C3H3N,O )O

OoDoooo

ooooed 1-3-(H-O0 0 0DDO0ODD-1-00)0UOO0ODO)-3-@-OUODOooOoODOOOHYODDOO
000 147.0 -148.00

1H NMR 8 1.95 - 2.05 (m, 2H), 3.3 - 3.5 (br d, 2H), 3.9 - 4.05 (m, 2H), 6.85 (d
, 1H), 7.05 - 7.15 (m, 3H), 7.3 - 7.4 (m, 2H), 7.6 (s, 1H), 7.7 - 7.8 (br s, 1H)
, 9.4 (br s, 1H); MS m/z 279.3 (M+H), 211.2 (M-CzH5N,O )O

oooooo

ocooo7wb1-B-(H-OUODODUOO0O0D-1-00)oOOO)-3-¢-0U0DOOOOHYoDODO

00O 0O 100.0 -100.50

TH NMR 8 1.15 - 1.2 (t, 3H), 1.9 - 2.0 (m, 2H), 2.5 - 2.6 (m, 2H), 3.3 - 3.5 (b
r d, 24H), 3.9 - 4.05 (m, 2H), 6.85 (d, 1H), 7.1 - 7.2 (m, 3H), 7.25 - 7.3 (m, 2H

), 7.6 (s, 1H), 7.7 - 7.8 (br s, 1H), 9.4 (br s, 1H); MS m/z 289.3 (M+H), 221.1
(M-C5H5N,O HO

Oooooo

oooopsd1-B-H-OooDooDDO-1-0Oo)H)fooo)-3-@W-(oOoooooooOo)oO

oo>)ooodo

000 154.5 -155.00

TH NMR & 1.9 - 2.1 (br m, 2H), 3.4 - 3.6 (br d, 2H), 3.95 - 4.1 (br m, 2H), 6.8

5 ({, 1H), 7.2 (d, 1H), 7.6 - 7.8 (m, 5H), 8.2 (br s, 1H), 9.9 (br s, 1H); MS m/

z 329.3 (M+H), 261.2 (M-CgH5N,O )OO

Oooooo

ooooDi1001-GB-(H-D 00000 =-1-00)H)0000)-83-@-0000O0O0OODO)YOOAO

O

O0O0O170.0 -171.00

TH NMR & 1.9 - 2.1 (br m, 2H), 2.4 - 2.5 (s, 3H), 3.2 3.5 (br m, 2H), 3.9 - 4.

1 (m, 2H), 6.85 (d, 1H), 7.15 (d, 1H), 7.5 - 7.65 (br m, 3H), 7.8 - 7.9 (m, 2H),
8.1 (m, 2H), 9.8 (br s, 1H); MS m/z 303.2 (M+H), 235.1 (M-C3H3N,0O HO

OoDoooo
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00001101-(3-(AH-0 00 000-1-00)0000)-3-¢@-00000000)300
O

000 125.0 -125.50

TH NMR & 1.8 - 2.0 (br m, 2H), 3.2 - 3.5 (br m, 2H), 3.7 (s, 3H), 3.9 - 4.0 (m,
2H), 6.7 - 6.9 (m, 3H), 7.1 - 7.2 (m, 3H), 7.5 (s, 1H), 7.6 (s, 1H), 9.2 (s, 1H

); MS m/z 291.1 (M+H), 223.2 (M-CgH5N,O )OO

gooooao

0000140 1-GB-(H-OoooooD-1-0o0H)OoDOoOo)-3-R.4-0 00000 OOO0ODO
ooo

000 120.0 -120.50

1H NMR 8 1.8 - 2.0 (br m, 2H), 3.4 - 3.5 (br m, 2H), 3.75 (s, 6H), 3.9 - 4.0 (m
, 2H), 6.5 (d, 1H), 6.6 (s, 1H), 6.9 (s, 1H), 7.15 (s, 1H), 7.3 (d, 1H), 7.5 (br
s, 1H), 7.6 (s, 1H), 9.75 (s, 1H); MS m/z 321.2 (M+H), 253.3 (M-CzH3N,O )O
gooooao

00000 1-GB-(H-Oobooooo-1-0o0)H)booo)-3-@,5-0000oDoooooan
ooo

000142.0 -143.00

1H NMR 8 1.8 - 2.0 (br m, 2H), 3.4 - 3.5 (br m, 2H), 3.6 (s, 6H), 3.95 - 4.0 (m
, 2H), 6.25 (m, 1H), 6.6 (m, 2H), 6.9 (s, 1H), 7.2 (s, 1H), 7.6 (s, 1H), 7.8 (s,
1H), 9.5 (s, 1H); MS m/z 321.2 (M+H), 253.3 (M-CzH3N,O HO

ogooooao

0000230 1-(3-(AH-0000D00-1-00)0000)-3-(2,3-0000000[bo[1,4
ooooog-7-00)-0000

000 103.0 -103.50

TH NMR 8 1.9 - 2.0 (br m, 2H), 3.3 - 3.5 (br d, 2H), 3.9 - 4.0 (m, 2H), 4.2 - 4
-3 (m, 44), 6.7 (m, 1H), 6.8 - 6.8 (m, 1H), 6.9 (m, 2H), 7.2 (s, 1H), 7.6 (m, 2H

), 9.3 (s, 1H); MS m/z 319.3 (M+H), 251.3 (M-CsH5N,O )O

gooooao

0000240 1-(B-(AH-0000D0D0-1-00)0000)-3-(0 00 [dO[1,30 00000
O-6-000000O0

00dnd115.0 -115.60

TH NMR 3 1.9 - 2.1 (br m, 2H), 3.4 - 3.5 (br d, 2H), 4.05 - 4.15 (m, 2H), 6.0 (
s, 2H), 6.7 (m, 1H), 6.8 - 6.85 (m, 1H), 6.95 (d, 1H), 7.25 (s, 1H), 7.45 (s, 1H
), 7.7 (br s, 1H), 8.5 (br s, 1H), 9.4 (br s, 1H); MS m/z 305.2 (M+H), 237.2 (M-
CsHaN,O )0

Oooooo

000020 1-CB-(H-0 00000 -1-00)H)0000)-3-(3,4,5-0000000000
Yz ooo

00 0124.5 -125.50

1H NMR 8 1.8 - 2.0 (m, 2H), 3.4 - 3.5 (br m, 2H), 3.6 (s, 3H), 3.7 (s, 6H), 3.9
- 4.0 (m, 2H), 6.65 (m, 2H), 6.85 (s, 1H), 7.2 (s, 1H), 7.6 (s, 1H), 7.7 (br s,
1H), 9.4 (s, 1H); MS m/z 351.3 (M+H), 283.2 (M-CgHsN,O )O

Oooooo

0000260 1-3-(AH-0 0 0000-1-00)J000)-3-(3-00000000)IO0D0
0

O 0O 0O89.5 -90.00

TH NMR & 1.9 - 2.1 (br m, 2H), 3.4 - 3.5 (br m, 2H), 3.7 (s, 3H), 3.9 - 4.0 (m,
2H), 6.6 - 6.7 (m, 1H), 6.8 - 6.9 (m, 2H), 7.1 (m, 2H), 7.15 - 7.25 (br m, 1H),
7.6 (s, 1H), 7.8 (br s, 1H), 9.5 (s, 1H); MS m/z 291.1 (M+H), 223.2 (M-C5H3N,O

O
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Dooo0QoO

0000270 1-(3-(H-000000-1-00)0000)-3-4-00000000)100

0000 126.0 -126.50

IH NMR & 1.5 (br m, 3H), 1.9 - 2.0 (br m, 2H), 3.4 - 3.5 (br m, 2H), 3.9 - 4.0
(br m, 4H), 6.8 - 6.9 (m, 2H), 6.95 (s, 1H), 7.15 - 7.2 (m, 2H), 7.25 (s, 1H), 7
.55 - 7.6 (br s, 1H), 7.8 (s, 1H), 9.3 (s, 1H); MS m/z 305.2 (M+H), 237.2 (M-CgH

SN0 DO

Oooo0QooO

0000 -3301-(3-(H-000000-1-00)0000)-3-@-(00000)I000)I

000

00 O 140.0 -140.50

IH NMR & 1.8 - 2.05 (br m, 2H), 2.5 (s, 3H), 3.3 - 3.5 (br m, 2H), 3.9 - 4.1 (m
, 2H), 6.9 (m, 1H), 7.1 - 7.3 (br m, 5H), 7.6 (s, 1H), 7.75 (br s, 1H), 9.4 (s,

1H); MS m/z 307.2 (M+H), 239.2 (M-CgHoN,O )0

DoooQooO

0000420 1-(3-(IH-000000-1-00)0000)-3-4-0000000)0000

000 165.0 . 166.0 O

14 NMR & 1.9 - 2.05 (m, 2H), 3.3 - 3.5 (br d, 2H), 3.95 - 4.05 (m, 2H), 6.85 (d
, 1H), 7.15 (d, 1H), 7.6 (d, 1H), 7.7 (m, 2H), 8.1 (m, 2H), 8.3 (br s, 1H), 10.1
(br s, 1H); MS m/z 306.2 (M+H), 237.9 (M-CgHgN,O )O

Ooo0Qoo0

00005001-(3-(H-000000-1-00)0000)-3-@U-(0 0000000000

O)oooo

00 0 146.5 -147.00

IH NMR & 1.9 - 2.0 (m, 2H), 2.9 (s, 6H), 3.4 (m, 2H), 3.9 - 4.0 (m, 2H), 6.7 (

m, 2H), 6.9 (s, 1H), 7.05 - 7.1 (m, 2H), 7.15 (s, 1H), 7.4 (br s, 1H), 7.6 (s, 1

H), 9.2 (s, 1H); MS m/z 304.2 (M+H), 236.0 (M-CgHsN,O )

Dooo0QoO

00001020 1-(3-(AH-0 0 0000-1-00)0000)-3-(8,4-0000000000

00

000 114.5 -115.00

IH NMR & 1.7 - 1.9 (m, 2H), 2.9 - 3.1 (m, 2H), 3.7 (2s, 6H), 3.9 - 4.0 (m, 2H),
6.1 (t, 1H), 6.7 (s, 2H), 6.8 (s, 1H), 7.15 (d, 2H), 7.6 (s, 1H), 8.2 (s, 1H):

MS m/z 321.2 (M+H), 253.3 (M-CgHgN,O )0

Oooo0QooO

00001060 1-(0 S)-3-(IH-0 00000 -1-00)-2-0000000)-3-(3,4-0 00

000000 )-0000

00 O 150.5 -151.50

14 NMR & 0.9 (d, 3H), 2.3 - 2.4 (m, 2H), 2.5 (s, 1H), 3.7 (d, 6H), 4.0 - 4.1 (b

rm, 1H), 4.15 - 4.25 (br m, 1H), 6.75 - 6.8 (m, 1H), 6.85 (m, 1H), 6.9 - 7.0 (m
, 1H), 7.65 (s, 1 H), 7.75 (s, 2H), 9.1 (s,1H), 9.5 (s, 1H); MS m/z 335.6 (M+H),
267.1 (M-CgHgN,O )0

000000

00001070 1-(R)-3-(AH-0 00000 -1-00)-2-0000000)-3-(3,4-00 0O

Oooo0oo0oo0)-0000

000 155.0 O 157.50

IH NMR & 0.9 (d, 3H), 2.3 - 2.4 (m, 2H), 2.5 (s, 1H), 3.7 (d, 6H), 4.0 - 4.1 (b

rm, 1H), 4.15 - 4.25 (br m, 1H), 6.75 - 6.8 (m, 1H), 6.85 (m, 1H), 6.9 - 7.0 (m
, 1H), 7.65 (s, 1H), 7.75 (s, 2H), 9.1 (s,1H), 9.5 (s, 1H); MS m/z 335.4 (M+H),

267.2 (M-CgHgN,O )O
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gooooao

O0001090 1-(A-(H-0 00000 -1-00)H)00O0)ooDOooOoOOoOo)ooo)-3-@3,4
-00o00o0-0cooo)YoOooao

000 166.5 -168.50

TH NMR 3 0.7 - 0.8 (br m, 2H), 1.85 - 1.9 (m, 1H), 2.15 - 2.2 (m, 1H), 2.2 - 2.

3 (m, 1H), 3.4 - 3.5 (m, 1H), 3.7 (d, 6H), 4.2 (s, 1H), 4.95 (s, 1H), 6.75 - 6.8
(br m, 1H), 6.85 - 6.9 (br m, 1H), 7.0 (s, 1H), 7.5 (m, 1H), 7.6 (m, 1H), 7.7 (

s, 0.5H), 7.8 (s, 0.5H), 8.85 (s, 0.5 H), 9.1 (s, 0.5H), 9.35 (s, 0.5H), 9.45 (s
, 0.5H); MS m/z 347.2 (M+H), 279.2 (M-CzHzN,O ), 137.5 (M-CgH,3N,SO HO
ogooooao

O0O0001100N-B3-(H-O0 OO D0OO0O0-1-00)0o0oo)H)0oDO0[Mooooog-2-000
TH NMR & 1.95 - 2.15 (m, 2H), 3.25 - 3. 35 (m, 2H), 4.0 - 4.1 (t, 2H), 6.9 (s,
1H), 6.95 - 7.05 (t, 1H), 7.15 7.2 (m, 2H), 7.35 7.4 (d, 1H), 7.60 7.70 (m,

2H), 8.0 8.1 (br s, 1H); MS m/z 259.4 (M+H), 191.3 (M-CgHsN,0 )O

gooooao

0000111 0N-GB-(H-O 00000 -1-0D0)H)0O0O0DO0O)Y-6-OO0O0O0ODOMOODDODODOO

-2-0 00

TH NMR & 1.95 - 2.15 (m, 2H), 3.25 - 3. 35 (m, 2H), 4.0 - 4.1 (t, 2H), 6.9 (s,
1H), 7.1 7.2 (d, 2H), 7.3 7.4 (d, 1H), 7.65 (s, 1H), 7.8 (s, 1H), 8.2 (s, 1H);
MS m/z 293.3 (M+H), 225.3 (M-CgH3N,O HO

ogooooao

00001120 N-B-(H-OODODDOOO-1-00)DH)0O0DO0DO)-6-0000000T([dOOO0OAO
O-2-000

TH NMR 8 1.9 - 2.05 (m, 2H), 3.2 - 3. 3 (m, 2H), 3.7 (s, 3H), 4.0 - 4.1 (t, 2H)
, 6.7 6.8 (d, 1H), 6.9 (s, 1H), 7.15 7.2 (s, 1H), 7.2 7.3 (m, 2H), 7.65 (s, 1

H), 7.8 (s, 1H); MS m/z 289.1 (M+H), 221.4 (M-C5H5N,O )OI

gooooao

00001150 R)-N-GB-(H-0 00 000-1-00)0000)-2-00000000000
0o g

0O0O0O82.0 -82.50

TH NMR & 1.4 - 1.55 (d, 3H), 1.9 - 2.0 (m, 2H), 3.4 - 3.5 (m, 2H), 3.85 - 3.95
(m, 2H), 4.0 - 4.1 (g, 1H), 6.8 - 6.9 (s, 1H), 7.1 (s, 1H), 7.15 - 7.2 (m, 1H),

7.2 - 7.3 (m, 2H), 7.35 - 7.4 (m, 2H), 7.55 (s, 1H), 10.1 (s, 1H); MS m/z 274.4
(M+H), 206.3 (M-CgHsN,O )0

gooooao

O0001160 (S)-N-B-(H-OODODODDODO0-1-00)0O0D00)-2-00000000D00O00OO
ad

0O00O82.5 -83.50

TH NMR 3 1.4 - 1.55 (d, 3H), 1.9 - 2.0 (m, 2H), 3.4 - 3.5 (m, 2H), 3.85 - 3.95
(m, 2H), 4.0 - 4.1 (g, 1H), 6.8 - 6.9 (s, 1H), 7.1 (s, 1H), 7.15 - 7.2 (m, 1H),

7.2 - 7.3 (m, 2H), 7.35 - 7.4 (m, 2H), 7.55 (s, 1H), 10.1 (s, 1H); MS m/z 274.4
(M+H), 206.3 (M-CzHsN,O )0

Oooooo

00001210N-(B3-(H-O00DODDODO0ODO0-1-00)HO00D0DO)-1-4-0000O0OoOoHYoooao

gooooooooan

000 137.5 -139.00

TH NMR & 1.55 - 1.75 (br m, 2H), 1.85 - 1.95 (br m, 2H), 2.4 - 2.5 (br m, 2H),

2.7 - 2.85 (br m, 2H), 3.3 - 3.5 (br m, 2H), 3.8 (m, 2H), 6.9 (s, 1H), 7.0 (s, 1

H), 7.3 (m, 2H), 7.45 (s, 1H), 7.5 (m, 2H), 9.6 (t, 1H); MS m/z 334.3 (M+H), 266
-1 (M-C3zH3N,O HO
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oooooao
0oo001220N-B-H-OODODODDO-1-0O0O)dOoOOoO)-1-¢4-coooooOooOodHYooDoOO
oooooDoDooood

000 140.0 -141.00

1H NMR 8 1.5 - 1.65 (br m, 4H), 1.8 - 1.9 ( m, 2H), 2.0 - 2.1 (m, 2H), 2.6 (m,

2H), 3.4 - 3.5 (m, 2H), 3.7 - 3.8 (m, 2H), 6.85 (s, 1H), 7.0 (s, 1H), 7.35 (m, 2

H), 7.4 (m, 2H), 7.5 (s, 1H), 9.4 (t, 1H); MS m/z 348.2 (M+H), 280.2 (M-CgH3N,O

H)d

oooooao

00001230 N-B-H-OODDODDODDDO-1-00)0O0O0O)-1-@4-cOoo0oOoOooOooodooo
JooooDoDoooooao

000 162.5 -164.00

TH NMR 8 1.2 - 1.3 (m, 1H), 1.35 - 1.5 (br m, 5H), 1.85 - 2.0 (br m, 4H), 2.4 -
2.6 (br m, 2H), 3.4 - 3.5 (m, 2H), 3.7 (s, 3H), 3.8 (m, 2H), 6.8 (n, 3H), 7.0 (

s, 1H), 7.3 (m, 2H), 7.5 (s, 1H), 9.2 (t, 1H); MS m/z 358.3 (M+H), 290.3 (M-CzHj5

N,O HO

oooooao

000021240 N-(B-(H-OUODDQOODODDO-1-0OD0)YdOoOoOoO)-1-¢-ooooooooHdYooao
oooooDDoDoooooao

000 129.0 -129.50

IH NMR & 1.0 - 1.1 (m, 2H), 1.5 - 1.6 (m, 2H), 1.9 - 2.0 (br m, 2H), 3.4 - 3.5
(m, 2H), 3.7 (s, 3H), 3.9 (m, 2H), 6.9 (m, 3H), 7.1 (s, 1H), 7.2 - 7.3 (m, 2H),
7.6 (s, 1H), 8.9 (br s, 1H); MS m/z 316.0 (M+H), 248.4 (M-C3zH5N,O )HO
oooooao

000021340 5-(H-0 00000 -1-00)-N-@B4-00000O0CO0CODODYYDODOODOO
00

000 128.0 O 128.50

1H NMR 8 1.65 - 1.70 (m, 2H), 1.75 - 1.80 (m, 2H), 2.7 - 2.75 (m, 2H), 3.7 (s,

3H), 3.75 (s, 3H), 4.0 - 4.05 (t, 2H), 6.9 - 7.0 (m, 2H), 7.2 (s, 1H), 7.3 (d, 1
H), 7.5 (s, 1H), 7.75 (s, 1H), 11.0 (s, 1H); MS m/z 320.2 (M+H), 252.2 (M-CzH3N,
0O

oooooao

0oo00D1360 1-2-H-OODoDOoODD-1-00)0O0O)-3-GB,4-00o0oDooOoOooo)oao
0d

00O 0 157.5 -159.00

IH NMR 8 3.7 (2 s, 6H), 3.8 (m, 2H), 4.2 (m, 2H), 6.7 (m, 1H), 6.85 (m, 1H), 6.

9 (m, 2H), 7.15 (s, 1H), 7.5 (br s, 1H), 7.6 (s, 1H), 9.5 (s, 1H); MS m/z 307.2
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A. CLASSIFICATION OF SUBJEGT MATTER *

INY. CIe2N15/54 Cl2nN9/10 . A61.K31/4164 C07D233/54 c070235/06
C07D403/12 £07D405/12 c07D417/12 '

Accarding to International Patent Claseaification {(IPC) or to both national classificatlon and IPC

B. FIELDS SEARCHED - .
Minimum documentation searched (classificafion systam followed by clagslication symbols)

Ci2N A61K C07D

Documentation gearched other than minimum documantatian to the extent that such documents are included In the fields esarched

Elecironlo date base consulted during the Intemational search {name of dala base and, where practical, search terms used)

EPO-Internal, EMBL, WPI Data, BIOSIS, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE HELEVANT

Gategory* | Gitalion of decument, with indicalion, where appropriate, o the relevant paSSages ¢ Relevant to clalm No.
X DATABASE EMBL 26 May 2006 (2006-05-26), ' 1-3,5, .
SUZUKI Y ET AL: "Homo sapiens mRNA for 9-12,14,
glutaminyl-peptide cyclotransferase-like 15 :
variant® : :
XP002462494
Database accession no. AK222636 -
Y nucleic acid sequence ' : 4,6,8,
‘ 16-18,
23,24
-/—
. Further docurnants ara listed In the centinvation of Box C. E Sea patent family annex,

* 8pecial categories of cled documents : . . '
P g m *T* later documant published after the Intemetlonat filing date

*A* dooument defining the general siale of the art which s rot i or piarly date and not in conflict with the application but

conskiered 1o be of patlicular relevance X lf::r:t:gt; {%:'.mdersiand the principla or theory underlying thg
*E* earlier documant but published on of after the imemnational * . s+ gocument of paricular relevance; the claimed invertion
1Ring date ' cannot be considerad noval of cannol be cansldared to
"L dm&ﬁnt :ﬂmigltt ngtlgllpzu ﬂoumil ?n j al’idlg'fl clgflm(s) h'g involve an inventive step when \he decument Is iaken alone
5 cllad 1o eslamish e pubiication date of another "Y' document of partioular relevance; the claimed invention
citetion or olher =pacial reascn (as spacified) Gannot ba considaradio mvolve an Inverive stap when the
"0" document referring to an oral diaclosure, Use, exhibiion or docurment Is combined with one or more other such docu—
other means menis, such combination being obvlous to a person skilled
*P* document published prior 1o the Intsmatianal filing date but | Inhear,
lator than the priority date claimed . *&* document member of the same patent family
Date of the actual compiation of the intarnational search . . Date of mailing of the intemational search report
17 December 2007 - 11/03/2008
Name and malling address of the [Saf Authorized officer

European Patent Offfce, P.B. 5818 Palenlisan 2
r~n.I 22480 HV Rijswilk

Tel. (+31-70) 3402040, Tx. 31 £51 eponi, 5
Faxe (+31-70) 340-3016 Po Espen, Josée

Fom PCTASA/Z1 0 (seoond sheet) {April 2006)
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C{Continuation). DDCUMENTS CONSIDERED TO BE RELEVANT
Category* | Citation of decument, with Indicalion, where appropriate, of the relevant passages Ralevant to claim No.
X DATABASE UniProt . 19-22
b September 2006 (2006-09-05), -
SUZUKI Y ET AL: "Glutaminyl-peptide
cyclotransferase-like variant”
XP002462495
Database accession no. QG3HE4
Y amino acid sequence 4,6,8,
16-18,
23,24
X DATABASE GENESEQ 1,12
29 July 2004 (2004-07-29),
PENN SG ET AL: "Human genome derived
singie exon probe"
XP002462496
Database accession no. ACHB86304
Y abstract 4
X WO 2004/098625 A (PROBIODRUE& A& [DE]; 28-39
DEMUTH HANS-ULRICH [DEJ]; HOFFMANN TORSTEN
[DE]; NI) 18 November 2004 (2004-11-18)
cited in the application
Y page 40; claims 5-8; figures 10,12,18 25-27,
- 40-44
X WO 2004/098591 A (PROBIODRUG AG [DE]; 28-39
DEMUTH HANS-ULRICH [DE]; HEISER ULRICH
EDE]; BUCHH) 18 November 2004 (2004-11-18)
cited in the application
Y page 40 - page 49; examples 7,8 25-27,
40-44
X WO 2005/039548 A (PROBIODRUG AG [DEI; 28-39
SCHILLING STEPHAN [DEJ; HOFFMANN TORSTEN
(DE]; NIE) 6 May 2005 (2005-05-06)
cited in the appiication ‘
Y page 74 - page 75; figures 18,19; example 26-27,
12 40-44
X W0 2005/075436 A (PROBIODRUG AG [DE]; 28-39
‘ SCHILLING STEPHAM [DEJ; BUCHHOLZ MIRKO
[DEI: NIEST) 18 August 2005 {2005-08-18)
cited in the application
Y - page 22 - page 55 25-27,
: 40-44
-/

Form PCT/ISA/R1g [eentinuelion ol secend shest) (April 2005)
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G(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category”

Citalion of document, with indication, whera approprlale, of the relevant passages

Relevant fo clalm No. .

X

SCHILLING S ET AL: "Identification of
human glutaminyl cyclase as a
metalloenzyme. POTENT INHIBITION BY
IMIBAZOLE DERTIVATIVES AND HETEROCYCLIC
CHELATORS"

JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN
SOCIETY OF BIOLOCHEMICAL BIOLOGISTS,
BIRMINGHAM,, US,

vol. 278, no. 50,
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This iternatlonal search report has not been established In respact of certaln clalins under Article 17(2)(a) for the following reasons:

1. D Clalms Nos.:
betauss they retate to subject matter not raqulred to be searched by this Authority, namely:

2. D Claims Nos.:
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an extent that no meaningfut international search can be canied out, spadfically:

3. D Claima Nos.:
because they are dependent claims and are not drafied In accordancs with the second and third sentences of Pule 6.4(a).

Box Mo, Ill  Observations where unity of invention is lacking (Continuation of ftem 3 of first sheet)

This International Searching Authority found multiple inventions In this international application, as follows: *

see additional sheet
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Intemational Application No. PCT/EP2007 /060013

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

This International Searching Authority. found multiple (groups of)
inventions in this international appliication, as follows:

1, claims: 7,13; in part: 1-6, 8-12,14-44 (811 as far as
applicable)}

Nucleic acid relating to human is0QC Met I and I (i.e, SEQ
ID NOs 2,3); antisense nucleotide directed against SEQ ID
NOs 2,3; nucieic acid encoding SEQ ID NOs 11,12; nucleic
acid which is a splice variant and which is relating to SEQ .
ID NOs 2 and 3 (i.e. SEQ ID NOs 19,20); poiypeptide relating
to said splice variant (i.e. SEQ ID NOs 21,22): nucleic acid
probe (i.e. SEQ ID NOs 53-61); expression vector comprising
said nucleic acid; host cell comprising sald expression
vector; process for producing polypeptide corresponding to
SEQ ID NDs 11,12; polypeptide relating to SEQ ID NOs 11,12;
antibody recognizing said polypeptide; method of screening
for a compound capable of inhibiting the enzymatic activity
of said polypeptide; antagonist/ inhibitor of said protein;
pharmaceutical composition comprising said
antagonist/inhibitor; diagnostic assay/kit comprising said
antagonist/inhibitor; method of diagnosing making use of
said inhibitor.

2. claims: in part:1-6, 8-12,14-44 (all as far as applicable)

Nucleic actd relating to Macaca QPCTL (1.e.” SEQ ID NOs 4,5);
antisense directed against SEQ ID NOs 4,5; nucleic acid
encoding SEQ ID NOs 13,14; nucleic acid which is a spiice
varjant and which is relating to SEQ ID NOs 4 and 5,
polypeptide relating to said splice variant; nucleic acid
probe; expression vector comprising said encoding nucleic
acid; host cell comprising said expression vector; process
for producing polypeptide corresponding to SEQ ID NOs 13,14;
polypeptide relating to SEQ ID NOs 13,14; antibody
recognizing said polypeptide; method of screening for a
compound capable of inhibiting the enzymatic activity of
said polypeptide; antagonisi/ inhibitor of said protein;
pharmaceutical composition comprising said
antagonist/inhibitor; diagnostic assay/kit comprising sald
antagenist/inhibitor; method of diagnosing making use of
said inhibitor. :

3. claims: in part; 1-6,8-12,14-44 (all as far as applicable)
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Nucleic acid relating to canis QPCTL (i.e. SEQ ID NO 6);
antisense oligonucleotide directed against SEQ ID WO &;
nucleic acid encoding SEQ ID NO 15; nucieic acid which is a
splice variant and which is relating to SEQ ID NO 6:
polypeptide relating to said spilice variant; nucleic acid
probe; expression vector comprising said encoding nucleic
acid; host cell comprising said expression vector; process
for producing polypeptide corresponding to SEQ ID NO 15;
polypeptide relating to SEQ ID NO 15; antibody recognizing
said polypeptide: method of screening for a compound capable
of inhibiting the enzymatic activity of said polypeptide;
antagonist/ inhibitor of said protein; pharmaceutical
composition comprising sald antagenist/inhibitor; diagnostic
assay/kit comprising said antagonist/inhibitor; method of
diagnosing making use of said inhibitor.

4. claims: in part: 1-6, 8-12,14-44 (all as far as applicable)

Nucleic acid relating to rat QPCTL (i.e. SEQ ID NO 7);
antisense oligonucleotide directed against SEQ ID NO 7;
nucleic acid encoding SEQ ID NO 16; nucleic acid which is a
splice variant and which 1s relating to SEQ ID NO 7;
polypeptide relating to said splice variant; nucleic acid
probe; expression vector comprising said encoding nucleic
acid; host cell comprising said expression vector; process
for producing polypeptide corresponding to SEQ ID WO 16;
polypeptide relating to SEQ ID NO 16; antibody recognizing
said polypeptide; method of screening for a compound capable
of inhibiting the enzymatic activity of said polypeptide;
antagonist/ inhibitor of said protein: pharmaceutical
composition comprising said antagonist/inhibitor; diagnostic
assay/kit comprising said antagonist/inhibiter; fethod of
diagnosing making use of sald inhibitor.

5. claims: in part: 1-6, 8-12,14-44 (ail as far as applicable)

Mucleic acid relating to mouse QPCTL (i.e. SEQ ID NO 8);
antisense oligonucleotide directed against SEQ ID NO 8;
nucleic acid encoding SEQ ID NO 17; nucleic acid which is a
splice variant and which 1s refating to SEQ ID NO 8;
poliypeptide relating to said splice variant; nucleic acid
probe; expression vector comprising said encoding nucleic
acid; host cell comprising said expression vector; process
for producing polypeptide corresponding to SEQ ID NO 17;
polypeptide relating fo SEQ ID NO 17; antibody recognizing
s5aid polypeptide; method of screening for a compound capable
of inhibiting the enzymatic activity of said polypeptide;
antagonist/ inhibitor of said protein; pharmaceutical
composition comprising said antagonist/inhibitor; diagnostic
assay/kit comprising said antagonist/irhibitor; method of
diagnosing making use of said inhibitor.
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6. claims: 1n part: 1-6, 8-12,14-44 (al1 as far as applicable)

Nucieic acld relating to bovine QPCTL (i.e. SEQ ID NO 9);
antisense oligonucleotide directed against SEQ ID NO 9;
nucleic acid encoding SEQ ID NO 18; nucleic acid which is a
splice variant and which is relating to SEQ ID NO 9;
polypeptide relating to said spitce variant: nucleic acid
probe; expression vector comprising said encoding nucleic
acid; host cell comprising said expression vector; process
for producing polypeptide corresponding to SEQ ID MND 18; .
polypeptide relating to SEQ ID MO 18; antibody recognizing
sald polypeptide; method of screening for a compound capable
of inhibiting the enzymatic activity of said polypeptide;
antagonist/ inhibitor of satd protein; pharmaceutical
composition comprising said antagenist/inhibitor; diagnostic
assay/kit comprising sald antagonist/inhibitor; method of
diagnosing making use of said inhibitor.
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