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9(6):1165-1178)0 00 0CLLO 0D 00D DO OODODDODDODOOODDODODOOOOODOO
0000000000000 000CLLO0DODUOO0OODZAP-7O0 0000 O0OOO
dooboDooooboozZAaP-700 0 0 0 0BOODOOODTOOOODODODOOOOOOGO
oooooooooobooocCLllOb oD o bObobobODobUoboboooooao
0000000 -0000000002400CLLO00O0OO0OO0DOOO0DOOOOOan

coLcoobbooooooooobbooooooboobbbbooooobooooao
ooono
oooao

ooboooooO0oooODO0ooobOOobO0ooDbDO0ooODbOO0oO0OO0DO0oDODO0ODbDDbDOCECLL)0 O DO (diag
nosticum)J D0 00 O00ODODDODO0DO0DOO0O-00000OO0OO0OO0OD2400000000D0

O

O

O

O

OO0Ooo0oooodg

OCoOozap-7vo0D 0 0OO0DOO0OO0OODOOOOOOOOzZAP-7OODO00/000D00O
ocLLooov/000oooOoOoODbOObOOoOoOocCclLOD 00 OO0 oooOoDozAaP-70 (O
OCOoOoo0O0o0zaP-7O) 000000 DOOOCOOzZAP-7OODO0ODOOOOODOO
oclLooooooboobooooooobobbobooooan

gogoooboooooboboooobboooobobooooboboboogooboogao

10

20

30

40

50



OO0 ooDoooOo0 oo ooo o0 oo oDoo oo oooogodg

oo oooogogoo

O

O o0oooogogoog
O
O
O
O

ooao
ooao

O O

oooao
oooDao

OO0 oDoooogogoooooggogoog
Ooooooooooooogogoooao

O

goooogao
goooogogao
goooooao

Oo0DoDoooUooooDooUggUogoDooogogooao
OooooooooooooooooogogQgoao

goooao

(20)

ooooOO0OO0oOoooooao

gogouoobobooooobobod
goooowMsoo

O
O
O
O

oooOboOO0OO0oO0oooooao

gooooooooboboad

oooObOO0OO0oOoooooao

JP 2009-539081 A 2009.11.12

ooocooboobooooooooooboao

oooooDozAp-700 O O O ZAP-700
ooocooObOoOooooooooooao

O O

oooobbooooooooooboao

gooooao

ooocoobobooooooooooooao

osowd DooooDODDOoOO0D0oOoooooobDoboon0oo

oooOobOOoO0oOoooooao
oooDoDOoO0oOoooooao

1: 0 00o0oooooob0oao

gooooooooboboao
gooooooooboboao
ooooOoOO0oOoooooao

ooooo-0o0o00oo0bDOoo0024: 7-(4-00
0o-000o0)-1-000 -1H-[1,6]J000O00CO
ooooDbODOv7000OKlutchko, S.R. et al.,
41, 3276-32920 0 0 0O O0oO0oOOOOOOOO
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OoDo0o0-0000000)-3-2,6-00
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1998, Journal of Medicinal Chemistry
OoDoooooDoooDoooood

J. Med. Chem. 1998, 41, 3276-32920 0 0 OO0 ODOODOe6-R,6-000000CD0OO)-2-
oobooooo-s-00D0-8H-000([2,3d]0O00CDO00-7-0D004-000-2-0000C
gooo-S5-ooobobboooooooobbboooooooooan

goooao

08: {4-[3-C,.6-0000-0000)-1-0D000-2-000-1,2-0000 -[1,6]00 0O
O0D-7-0 000000000 OODOODOtert-0000D0OO

6-(2,6-0 0 00 0000)-2-00000000-8-000=-8H-000 [2,3-d]O00O OO0
-7-0 0 (0.100 g, 0.2 mmol)O O O 3-(N-Boc-0O0 0 0 OO O)HYOOOO (0-421 g, 2-0 mm
oHhOODODQOODOODODODODD3CO1M400 000000 O0DO0DD0DO0DO0DDODODODODODODDOD
OCOO2NHCI (a)U 20000000000 DO0DDODDODOQOODODDODDODDODOOODODOO
oo0ooDoDoo0o0oodoooDooDoDoDoooooooE-[3-,.6-0000-0000)-1-
ocoo-2-000-1,2-0000-[1,6]000000-7-00000J00003¥00D00O00OO
Otert-0 0000000000000 (0.031 g-25%)0 00000 NMR (DMSO-dg) &

10.18 (s, 1H); 8.83 (s, 1H); 7.76 (d, 2H); 7.58 (d, 2H); 7.46 (dd, 1H); 7.32 (b

rt, 1H); 7.23 (d, 2H); 4.10 (d, 2H); 3.66 (s, 3H); 1.40 (s, 9H)O LCMS: O O A, RT

O

5.600 O
ooooao

009: 7-(4-000000-0000000)-3-(2,6-0000-0000)-1-00 0 -1H-[
1,60 00000 -2-0 0
0{4-[3-(2,6-0 0 00-0000)-1-000-2-000-1,2-0000-[1,6]000000
-7-00000]10000}000000tert-0000000 (0.026 g, 0.05 mmol)O O
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0Oo0o0o0D@mbhiooDooooD@oooOodg4aN, 1.2mDHDO00D000OOODODOO1.5000
O000DO0O0OO0DO0ODO0O0OO0OHPLCOOODODODOOODODOOODODOOODODOOOO
0000000000000 000000000000 (sat., aq.) 000000000
0000000000000 007-4-000000-0000000)-3-,6-0000 -
0000)-1-000 -1H-[1,6]0 0000 0 -2-0 0 (0.021 g -100%HO0 000 OO 0ODODO
0000 ™ NMR (DMSO-dg) & 10.20 (brd, 1H); 8.83 (d, 1H); 7.90 (d, 1H); 7.76 (d
, 1H); 7.72 (d, 1H); 7.60 (dd, 2H); 7.47 (ddd, 1H); 7.33 (d, 1H); 7.24 (d, 1H);
4.07 (d, 2H); 3.66 (s, 3H)O LCMS: O O A, RT = 4.440 , [MH*=426]0
Oooooo
0000000000000 000O00NVMRIOOD OO OBruker dpx4000 0O O O O LCMSO 10
zorbax SBC-18, 4.6 mmx 150 mm-5y 0 0O 0O 0O O O Agilent 11000 0 000000 O0OO
O1miyOODDOOODODDODODOODDODDOD10p 1IDODOO0OODDOOOO0ODO-1% TFAYO
00000002540 00210 m0 00000000000 D0OO0OO
ooooago
gooboobooano
Fik Easy Access ChemStation HiH 2318 FAT
Dk 2 Ttk I
A Analytical ANL POS7.M 1 ml/%y 0~2. 5%y 74y
positive 7 mn 5~95%
MeCN 20
2.5~64y
95% MeCN
B Analytical ANAL POS.M 1 ml/%y 0~11%y 154y
positive lon 5~95%
MeCN
11~13%3
95% MeCN 30
gooboon
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aq PN

d TEK

DMSO CAFNVANEKEF YR

g 77 A

HCI Hime

HPLC BIEBk 7 a~ NS T T 4 —
LCMS BhEIn< 7574 — - HESWHE
m e

mins 53

mmol TUEL

N BUE BB

NMR B AL

q Po E R

RT PR IRER

S —H#R

sat fafn

t = HE#R

goooao

ooDoooooDoooDoooooao
NHS-O O O Sepharose 4 Fast Flow (Amersham Biosciences, 17-0906-01)0 O O DMSO (
OO0OO0O0O0oO0oOO0o0O, Fluka, 41648, H20 <= 0.005%)0 0 000 O0U0OoOOooOoOOoO1l
mlOd 15 ml0 FalconD 0 0 00 O0OD0DDOOO0OOOO @ OODMFO OO DMSOO 100 mMO O O O
(Cooo.202pumoi/mMID 00D 0OO0CDOOOOODOOO (Sigma, T-0886, 0O O 99%) 15
ID000000O0O00DO0D0O0dJ (Roto Shake Genie, Scientific Industries Inc.)O
JooooDDoDO0Oi1e0200 00 0000000000000 0O0O0O0O0O0OO0OAHPLCOOOO
0000000000000 O0o00o0ooDo0ooDDoD0o000o0D0Do0oDOooDOo0DO0o0D0DOoDDOOD
ODODO0OO0ODONSOODODDOODODOOOODMSO 1IO0MIDOODDODODDOOOODOOODO
20000000000 DU0o0O0DO0DOo00DO0oD20000003xUODDODOODODODOOO

O

O

OOoo0oooogod

oo

oooboooobobbooobboooboboooobbooobDb0OO00nDaDNHS
ooooooooooOoooOo@oooooooOooH)booDoDooo

2: 0000000 boD-0000o0bbbo02a0000ZAP-7O0D000DODOO0OO

0000TOOOD Qurkatd 0)0 00000000 ZAP-700 000000000
00-0000000002400000000000000000000000
OO0Jurkat0 00000000010 0000000000000000000
000-000000000240000000000000000000000
OMS)DOOODO0O0O00

ogd

oobooooobooboooobboooooboooobobbooooboooooan
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ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo
Ooo0ooDDOoOO0OO0oOoOooooOD@2)o

ooooDao
ooooODbObOO0ooooooobobbobooooooooDbboO0-0b0000000a0240 ZAP
-7o0000000O0OoODDbOOO0O0O0O0ooOooobObObOb0O0oO0oOooOoooOoDbODbOaOZAP-700 O O

0000000000 O0Jurkatl 0000OO0OOOO0O0O000000O0O0OO0OOOO
oooooo

0000000000000 000000000000000000000000000
0000000000000 00000000SDS-00000000000000000
0000000000000 000000000000000000000000000
0000000000000 00000000000000000000000 (IMAC)O
0000000000000 00-000000000000000LC-MS/MSO OO OO
00000000000

oooooo

O0zAP-700 0000000000040 000000900ZAP-700 0000000000
000000000 (@ 4)0

oooooo

1. 0000

O JurkatO O (ATCCO O O O O E6-1, O O TIB-152)0 10 0O O O O Spinnerd O O O (Integr
a Biosciences, #182101)0 0 0.15x 100 O /ml0 1.2x 10°0 O /ml0 0 0O O O 10%0 O O
O 00O (Invitrogen) 0 O O O RPMI 16400 O (Invitrogen, #21875-034)0 0 0 0 0O 0O O
0000000000000 000001000001.0x 10°0 0 /ml0 00 O 30 p MO O
O00D0 (pervanadate)(C O OO ODDODDDDODODODODODOODDDODODODOOODODORDO 1x
PBSO O O (Invitrogen, #14190-094)0 0 0 0 0000 O0DO0OO0DODDODOODOOOODOO
OoooOoooD-s0000O0D0OO

Oooooo

I e o o o e A B A A o R W - P 0 P
000000000 DO0OO0O0D0DD0OO0OO0OO00O0aO0 Current Protocols in Molecular Biolog
y, 2003, John Wiley & Sons, Inc.0 O D. C. Weiser and S. Shenolikar, 0O 18.100 )0
ooooDoDoOoooodo3s3somid0pilo0cooDooooodoooDs30uyNMOIOOOOOO
O0O0D0Jdurkatd 0010 00.801.2x 100 0/mi0 00000000000 ODOOO0O
Oooooo

Ooo0ooooDoooao
OoooOooooooDi100mMO00O0DOO0DOOOOODOODO(Sigma, #6508)0 0 0 O O
0.1 MNaOGHO OO OO OpHOOpH 10.00000O0DOOO0OODODDODODOOOODOODOO
0o00D0DDOo0D00000oo0ooooDDOoDO00O0dpHO 10.000000000O00O0QODODO-2000
Ooo0oo0ooDoooDooDoDooDoooooan

30% H,0, (Sigma, 0 OO 0O0OOHIO009) 500 p ID OO 1x PBS 375 p ID 00O OO@OO
10O

100 MO O OO DO OO (pH 10.0) 3.5 mlO 1x PBS 31.5 mIO O OO O (OO 0O 2)0
OoO1e650p IDODD0ODOOD232.5m00000@OO03)IDOD0ODOODO0OOODOOO
Oooo3UoopDi1o0c00opoDooooooooDoao

Oooooo

2. 00000000

OJdurkatD 00O O0OOOOO : 50 mM Tris-HCI, 0.8% NP40, 5%0 0 O O 0O O , 150 mM Na
Cl, 1.5 mM MgCl,, 25 mM NaF, 1 mMO OO O O0OOOOODO, 1 mM DTT, pH 7.50 O Potte
r SOUOOODDOD0ODODOOOOODODDODOODOOO2 mlOO 0O 100 O00EBDTAD OO (OO
OO0O000O0D00OD0DOO, Roche Diagnostics, 1 873 580) 0 0 0000000 ODOOP
OTTER sD O QD100 00 0DOosomiO000CDOQ0CO0DOOODODODOOO3000000
O0O0ODDOO040 0 20,000 g (O OO 0O Sorvall SLA60OOOD O 10,000 rpm)O O 100 O O O
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ooooooO0ooUoooUooo@W-oooooooooog Beckmann, 355654)0
0O 040 O 100.000 g (0 O O O Ti50.20 0 33.500 rpm)0 010000 O0O0OODODOODO
somlJ000O0OOQCOOO0O0OCDODOCOCOOO0O0OODOAOBradfordd OO O (BioRad)O O
ooooooU0OooUoooUoooUooosomg OO0 OoOoOoDOooOOoooUoooOoao
ooooOooooooooOooooooooo-soO0ooooOoOO

Oo0oooo

3. 0000000000

OO0O0O0O0O0O0O00OO0O0O0OODOSepharosel D0 ((@QUOUOQCODODOD1I0O000O0OD0O1100 p 1
Y DOooooODDOOoOoOooooooOoD~DAO (Roto Shake Genie, Scientific Industries
Inc)H0040 00200 00000060mMmD 0 O00O0DO0OCODDODODUODODODDODOUODOODGO

O oOoooo

OCOO0O0OO0O0ODODODO0DOOO0O0OO0O0DMobicol-0O 0 O (MoBiTech 10055)0 O O O 0.5% NP40O
ocooooooOO0oooDOoooobDi1omiD0DOO0CDOOO0ODODO2ZS%00D0O000O00O0DODOO
ocoOsmO000D0DOO0CO0O0OO0ODODODODDODOOOODO2x sbsOO0O0O0O0Oe0 p IOO
gooooOoboOosocogo3onooooboboboooooooobbooboooooooboooodd
OCoOoo0oOooosbs-00000000DO0DO0OCSDS-PAGE) DO ODOOODOD
ooooDao

4. 00 0000000000000 0O0OO000
ooooo0ooO0oooDoooooDoooDUoOooDoDO0ooO0DooDU0ooDDOooDoDooODOooOoDOoDoDaO
O O O (Schutz-Geschwendener et al., 2004. Quantitative, two-color Western blot d
etection with infrared fluorescence. 20040 50 LI-COR Biosciencesd O , www.licor.
comdD D ODODODOODODODODODDODOOZAP-7000(@OOODYOO0DO0DDODODOOODODOODOLI-C
OR Biosciences (Lincoln, Nebraska, USA)D Odysseyd 0 0D 000000 OODODODOAO
O0zZzAP-700 0 000 O0DO0ODODDODOODOOOO

Oooooo

O000-zAP-700 O (pTyr493, 00 OO OO OOOO, Cell Signaling #2704)0 ZAP-70
0000000049300 000 00000DDDOD0OD00OD0O0OOODODOOOOQOZAP-700
O(iE5, 00 oooooooooo, Cell Signaling #2709)0 O O ZAP-700 O O O -0
OoooOooDoDoooooao

Oooooao

5. 00000000000000

5.1 0000000000000

OO0OO00O0O0D0OD0DOOOOO Shevchenko et al., 1996, Anal. Chem. 68:850-8580 [
00000000000 oo0o0oDo0ooDU0oo0DO0oo0o0ooDUooOoDooDoDOooDoDoOooDoOoaOo
0Ooo0oo0ooo0ooDooo0oooDo0ooDo0ooDoDO0ooOO0DooDUooDOooDoDOooDoDooDoOoaO
coiomMmDIT GmMMOOOOODODOODODOD, 540 , 450)00000C0O0000O0ODOODOO
oooosS55mMO0ODDOO0OO0DODOOGmMIOOODOODODODODODNDMIODODODOOOODODOC0
O)H)oooooooDoDOoOooooooooDoDOoOoOoOooooPromega) 0 O0O5 mMd d

ocooo0oo0ooDbO0122.5ngp 1I0000CO0O0O0OODOODOOODODODODOODODOOSBTO0A4
OoOoo0o0oDoODO0ooDoOoOsDOsp 10000000 DODOO

ooooDao

52000000000000000RO6

OoOoo0oo0o0o0D1% TFA20p 10 200000000000 00000C0O0O000ODODOGO
ooooDDbDOoOO0oooooooDo.wmoi10p IDODDODDODDDOODOOODDODO250 mvO OO

300 0000000004 u 10 PHOS-select Iron Affinityd O O (Sigma, P9740; IMAC
OH) oooooo3opu IDODO0OODODDODODODDODODODODDODODODDUODODDO200000000
0o0oooDoDoDo0o0oo0o0oooooDoDOoOIMCOOODODDDDODODOoOOooooooooao
gooooDoDoooooooooDoDoDoDoooooooDoDoODO0Oo0DoOooPICDOOOO

O0D0O0D0DO0O000OEppendorfl O 0D ODOODODO250mMO O O30%0 0 O00000OOO
opoDooo20p IDIMACODOOO200000000000D0D0DDODOODOODODOO

00o0oo0ooDDoDoDo0o0o0oooooDooDoD(BRHODODO400 MO OO OO DOOO30%0 OO

O 0Ooo0oooao
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OCo0O0o00oDoDOoooDOoo20p D000 IMACODODODODODOD-00ODOOOOODOO
Ooo0o0o220000000000000000DO0D0DO0Do0oDU0oDoDOoDOooOoDoDooD@Uoan
, BF)O LC-MS/MSO O O O O O O O (NBFO O O BF)O 0.1%0 0O 10 p 10 0 0O O O O (Pozuelo
Rubio et al., 2005, Biochemical Journal 392(Part 1), 163-172)0

Oooooo

53000000000

0O00o0Do0oO0o0oo0oo0oDooOodToFD OO OO (QTOF2, QTOF Ultima, QTOF Micro, Micromass)
OO0O000DO0DUOOoDO(dCQDbecaxP) DO ODODOODODDODODDODOODODOOLCOODOO(Ca
pLC, Watersd O O Ultimate, Dionex)D 0 0 0 0000 D00ODDDODODODOOOOOODOOO

0000000000000 00(@ODD0)I00ADO.5%]005%1 0000000 10
D00000BOO.S%I OD70%0 000000000000
oooooao
O0D0D0LWODDO00D00000000000000000000000000
el (53) SPELEA SPELEB
0 95 3
5.33 92 8
35 50 30
36 20 80 20
40 20 80
41 95 5
50 95 5
ooooao

v OoOooO0ooooQg oo

Ad. 000o0oodao

LC-MS/MSO 00D DO O0O0D0DD0ODOOO0O0D0ODDOOO0OO0ODDOOODODOOOOAONCBI (NCBInr
dbESTO O DD ODODODOOOODODODODODOODNDMI ODO0DO0OQOOODODDODDODOOOOGOOO 30
O(GBlI; 000DOD0ODOODODDDODOODDOOO (. melanogaster)D 0O 00O 0ODODO
0o0oDoooo0ooDoDoO))ooooDoDOooo0bDoDOoOO0OO0fastaD OO O OOODOOOO
joooooOooooooooooDoDOoDU0UoDOoO0ooDoDoDoODoODOoDOoDOoDOoooooDoOoOao
oooo0ooODbDOO0OO0oO0oOoOoooObDDbDbO0OO0O0O0OO0DaoOMascot (Matrix Science; Perkin

et al., 1999. Probability-based protein identification by searching sequence d

atabases using mass spectrometry data. Electrophoresis 20, 3551-3567)0 0 O O 0O

ogoao
od
ud

o

=

O
Ooooooogodg

O

OoO0oo0oooogdg

O

ooooo0DooU0ooDU0ooo0DooODU0OoDDOooOoDoDU0oOoDDUOoDoooDOooODOO
00000000 ooDoooDooDoooDoooo

O

ooooao 40
I o o o o A o A A A R R A i V- T=Y o
00000000 (uariable modification)D 0O 00 00 O0O0OCOOO0OADO

O
O
O
ooocoobboooooooooobobbooooooooobooooo

Ooo0oooOooao

O
ZAP-700 0 00O -0000

ZAPO OO OO OO (IPI00329789.5, 6280 0 00 )00 D00OO0OOOOCOCOOOO0O00O
-0000000@O0:00000000000; Mr(exp.): 00000 x00)
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~_7F R EERE AR

B BAOL B T Az B | 8L fE A e
%5 (Mr (expt) )|(Mr (calc))
1 176 186 624.297 |1246.579(1246.55910.02 | KLpYSGAQTDGK
2 241 251 687.349 |1372.684(1372.683/0.002 [LKADGLIpYCLK
3 283 298 628.966 [1883.876(1883.841|0.034 |RIDTLNSDGpYTPEPAR|
4 284 298 864.899 (1727.783]1727.74 |0.043 [IDTLNSDGpYTPEPAR
S 299 306 497.244 1992.474 992.469 (0.005 [[TpSPDKPR
6 485 496 691.795 [1381.575/1381.555(0.02 |ALGADDSpYYTAR
7 485 496 691.8 1381.585(1381.555(0.03 |ALGADDSYpYTAR
8 485 1496  [731.792 |1461.569(1461.521(0.048 |ALGADDSpYpYTAR
9 604 612 571.749 [1141.483]1141.451(0.032 JACYpYSLASK
Oooooao
O0O03: ZAP-700 000 000O0DOO0DOOOOOODOODO
0000000 -00000000D0D24000000000D000DDODO0OO00DO0D1I0D0ODOO
OoOooOoooes00O0ODODDODUO8OLUOUODODODDUODDODDUODODDODODDODODDUODOO
Oo0Do0o0oo0ooDooooo
Oooo0oo
ocoooooao
Oo0o0oDoDDoDo0Do0o0og0@OOoi1e00 p DO 1Ix DPO O O30 MID 200000000000
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International application No
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GOLN33/68

A. CLASSIFIC TIDN30f5SU.IECT MATTER

A
INV. GOIN33/574 €1201/48 C07K1/04

Actording 1o Intemational Patenl Classification (IPC) or to both national classificallon and IPC

B, FIELDS SEAACHED
Minimum decumentation searched (classification system followed by classification symbots)

GOIN Cl2Q CO7K

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Ek ic data basa

lted during the international search {name of data base and, where practical, search terms used)

EPO-Internal, CHEM ABS Data, BIOSIS, EMBASE

C. DOCUNMENTS CONSIDERED TO BE RELEVANT
Category”

Cilation of docunent, with indication, where appropriate, of the relevant passages Relevant to claim No.

X DATABASE BIOSIS [Online] 27
BIOSCIENCES INFORMATION SERVICE,
PHILADELPHIA, PA, US;

November 2005 (2005-11),

RASPADORI DONATELLA ET AL: "ZAP-70
expression in T cells of B-cell chronic
1ymphocytic Teukaemia: Correlation with
negative prognostic factors of the
disease.™

XP002403587

Database accession no. PREVZ200600133407
the whole document

—f

m Further documents are listed in the continuation of Box C.

E See patent family annex.

* Special categories of cited documents :

A" document defining the general stala of the an which Is not
considered to be of particular relevance

"E" earfier document but published on or afler the international
fling date

*L" document which may ihrow doubts on pricrity claim(s) or
which is cited to establish the publication dale of another
citation or other spacial reascn (as spacified}

*'0* document referring to an oral disclosure, use, axhibition or
othet means

"P* document published prior to the intamational filing date dul
tatar than the priority date claimed

"T" latler document published afler the i ional filing date
oF priority date and not in conflict with the  applicalion but
ciled to understand the principle or thaory underying the
Invention

*X*' document of particular relevance; the claimed Invention
cannet be considered novel or cannot be considered to
involve an Inventive step when the document is taken alone

“¥Y* documenl of particular refevance; the claimed invantion
cannot be consideted to Invohve an inventive step whan the
docurment is combined with one or more other such dotu-
mants, such combinalion being obvious to a person skiled
inthe art.

*&" document member of the same patent family

Date of the actual completion of the intemational search

20 September 2007

Date of mafling of the intemational search report

23/10/2007

Name and mailing address of the ISA/
European Patent Office, P.B. 5818 Palentlaan 2
NL - 2260 HV Rijswijk
Tel (+31-70) 340-2040, Tx. 31 651 eponl,
Fax: (+#31-70) 340-3016

Authorized officer

FLEITMANN, J

Form PCTASA/210 (sacond sheel) (April 2005)
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Relevant to claim Mo,

X

DATABASE BIOSIS [Online]

BIOSCIENCES INFORMATION SERVICE,
PHILADELPHIA, PA, US;

November 2004 (2004-11),

GUILLAUME NICOLAS ET AL: "“ZAP-70 tyrosine
kinase is constituvely expressed and
phosphorylated in B-lineage acute
lymphoblastic leukemia cells."
XP002403588

Database accession no. PREY200510269869
the whole document

CHEN LIGUANG ET AL: ™“Expression of ZAP-70
is associated with increased B-—cell
receptor signaling in chronic 1ymphocytic
leukemia."

BLOOD,

vol. 100, no. 13,

15 December 2002 (2002-12-15), pages
4609-4614, XP002403583

ISSN: 0006-4971

page 4614, left-hand column, paragraph 2
figure 5

abstract

ANNIS D ALLEN ET AL: "A general technique
to rank protein-ligand binding affinities
and determine allosteric versus direct
binding site competition in compound
mixtures."

JOURNAL OF THE AMERICAN CHEMICAL SOCIETY.
1 DEC 2004,

vol. 126, no. 47,

1 December 2004 (2004-12-01), pages
15495-15503, XP002403584

ISSN: 0002-7863

page 15499, left-hand column, 1line 36 -
right-hand column, Tine 9

abstract

EP 1 662 259 A (CELLZOME AG [DEID)

31 May 2006 (2006-05-31)

figure 1; example 1

WISNIEWSKI D ET AL: "CHARACTERIZATION OF
POTENT INHIBITORS OF THE BER-ABL AND THE
C-KIT RECEPTOR TYRCSINE KINASES"

CANCER RESEARCH, AMERICAN ASSOCIATION FOR
CANCER RESEARCH, BALTIMORE, MD, US,

vol. 62, no. 15,

1 August 2002 (2002-08-01), pages
4244-4255, XP001146932

ISSN: 0008-5472

the whole document

27

27

1-16,
18-26

1-16,
18-26

1-16,
18-26

Foim PCT/ISA/210 {continuation of sacond shesl) {Apsil 2005)
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complex with staurosporine: implications
for the design of selective inhibitors."
THE JOURNAL OF BIOLOGICAL CHEMISTRY. 8 OCT
2004,

vol. 279, no. 41,

8 October 2004 (2004-10-08), pages
42818-42825, XP002403594

ISSN: 0021-9258

cited in the application

the whole document

Category” | Gitation of document, with indication, where appropriate, of the relevant passages Relavant 1o claim No.
A JIN LEI ET AL: "The three-dimensional 1-16,
structure of the ZAP-70 kinase domain in 18-26

Form PCTNSA/210 (continuation of second shest) (April 2005)
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Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This International Search Report has not been established In respect of certain claims under Article 17(2)(a) for the following reasons:

1. I:I Claims Nos.:
because they relate to subject matter not requirad to be searched by this Authority, namely:

2. [X] ciaims Nos. 17
because they relate to parts of the International Application that do not comply with he prescribed requirements to such
an extsnt that no meaningful Intamational Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/21C

3. [:I Claims Nos.:
because they are dependent claims and are not dratted in accordance with the sseond and third sentences of Rule 6.4(a).

Box lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

Thiz International Searching Authority found multiple invenlions in this international application, as foliows:

1. As all reguired additional search fees ware timely pald by the applicant, this international Search Report covers all
searchable claims.

2. I:‘ As all searchable clalms could be searched without effort justifying an additional fae, this Authority did not Invite payment
of any additional fee,

3. Az only some of tha required additional search faes were timely paid by the applicant, this International Seasch Report
covers only those claims for which fees were pald, spacifically claims Nas.:

4. I:l No required additional search fess were timely paid by the applicant. Consequently, this Intemational Search Report is
restricted 10 the invention first mentioned In the claims; it is covered by claims Nos.:

Hemark oh Protest l:] The additional search fees were accompanied by the applicant’s protast.

D No protest accompanied the payment of additional search fess.

Form PCT/134/210 (continuation of tirat sheet {2)) (January 2004}
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.Z2
Ciaims Nos.: 17

The present claim 17 encompasses compounds defined only by their desired
function, contrary to the requirements of clarity of Article 6 PCT,
because the result-to-be-achieved type of definition does not allow the
scope of the claim to be ascertafned. The fact that any compound could
be screened does not overcome this objection, as the skilled person
would not have knowledge beforehand as to whether 1t would fall within
the scope claimed, except for the compound disclosed in the description
(czc15497), Undue experimentation would be required to screen compounds
randomly. This non-compliance with the substantive provisions is to such
an extent, that the search was performed taking into consideration the
non-compliance in determining the extent of the search for claim 17.

The search of claim 17. was consequently restricted to compound
"czc15497", which is only defined by the name and its function to
inhibit ZAP-70. No structure of the compound is disclosed.

The applicant’s attention 15 drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an internatienal 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 amended following receipt of the search report or during any
Chapter II procedure. 1f the application proceeds into the regional phase
before the EPQ, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, §.5),
should the problems which led to the Article 17(2) declaration be
overcome.
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