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(Bislz OB SES : 3)

1006 (a) 1:CCGCTCGAGTCAGAATTGGTACCATTT
CTTATCCTTG (BEAFZOEIES : 4)

1006 {a) 2:CCGCTCGAGTCAAGTTTTCTCTTCCAG

CTCTCCTAG (EAFEDCEFESRS . 5)
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AGGAGCTC (EAMEDEVEE . 6)
sv1a4T (a) :CCGCTCGAGTTACGCCTTGCTCTGGT
ACTT (BAFOEINES . 7)

Oooooooooodg
Ooocoooo4ooodg
OO0 oOoOO0oooogogodg
OO0 oOoOo0oooogogodg
OO0 oOoOOooog®©wod
OooOogooogogodg
OoooOooogogodg
Ooooooogogodg
Oooooooogoogodg
Oooooooogoogodg
Ooooooo4googogodg
Ooooooooogodg
Oooooooooodg
Ooocoooo4ooodg
OO0 oOoOO0oooogogodg
OO0 oOoOo0oooogogodg
Oo0oOo0ooogogodg
OooOogooogogodg
OoooOoooQgg®©wd
Ooooooogogodg
Oooooooogoogodg
Oooooooogoogodg
Ooooooo4googogodg
Ooooooooogodg
Oooooooooodg
Ooocoooo4ooodg
OO0 oOoOO0oooogogodg
OO0 oOoOo0oooogogodg
Oo0oOo0ooogogodg
OooOogooogogodg
OoooOooogogodg
Ooooooogogodg
Oooooooogoogodg
Oooooooogoogodg

Ooo0ooogaod
Ooo0ooogd
Ooo0ooogoad
Ooo0ooogod

OooOoo0oogogoo
(|
O
O
|

Oooooooogood
Oooo0Oooogo
OO0 0oooogad
OO0 o00goooogaog
Oo0oOo0O0oooogog
Ooo0oo0OOgooogad
Oooo0oogoooogd
Oooo0oOoooogaogd
OoooOogooogd
OooooOoooogood
Oooooooogood
Ooooooogog
Oooooooogood
Oooo0Oooogo
OO0 0oooogad
OO0 o00goooogaog
Oo0oOo0O0oooogog
Ooo0oo0OOgooogad
Oooo0oogoooogd
Oooo0oOoooogaogd
OoooOogooogd
OooooOoooogood
Oooooooogood
Ooooooogog
Oooooooogood
Oooo0Oooogo
OO0 0oooogad
OO0 o00goooogaog
Oo0oOo0O0oooogog

O
O
O
O

Oooooooogoogodg
Oooooooogoogodg

O
O

OooOooooDooo4oooQgoo
O
O

OoooooooooooOoogooao
OoooOooooooooOoogooa.
OO0 oD oDoo0ooOoooDoogoogogo
Oo0oDooo0ooOoooDoogogogo
Oo0ooooooooogogoo
Oo0oooooooooogogo
Oo0ooooooooooogogoo
Ooo0ooooooooooogoo

O
O

10

20

30

40

50



[ [ ey ) A ) A I
I [ ey e ) A ) A I

e A [
A A [
A [
e ey A [
OooooooDoDooDoDooD oo oD oo oDoooDoooooooOoog

O o0Oo0oo0o0nd
O0Oo0ooog
O0Oo0ooo

O
O
O

O
O
O

OO ooooooo o0 oo o ooooooOoooo0goog

OoDoDoDoo0oo0oooDoDooooDooogogoo
OO oDoo0oo0oooDoDooooooogogoo

Oo0Ooooog
I I B
Ooo0Oooood

oo oooodgooogaog
Ooooooodgoogaog
Ooooooodgoogaog
Ooooooogoogaog
Ooooooogogoogaog
Ooooooogogooogog
Ooooooo4ooogog
Oooooooooogo
Oooooooooogo
Ooooooogooogao
Oo0o0oooodgooogag
oo oooodgoogaog
oo oooodgooogaog
Ooooooodgoogaog
Ooooooodgoogaog
Ooooooogoogaog
Ooooooogogoogaog
Ooooooogogooogog
Ooooooo4ooogog
Oooooooooogo
Oooooooooogo
Ooooooogooogao
Oo0o0oooodgooogag
oo oooodgoogaog
oo oooodgooogaog
Ooooooodgoogaog

I o [ |
I o |
I o |
I [ |
I R o |
I R o |
I R o |
I R o [ |
I A o R |
I R o R |
I R o |

(22)

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

JP W02003/078633 Al

2003.9.25

O
O
O
O

Ooooogogoogoogodg
Oooooooogoogodg
Oooooooogoogodg
Ooooooooogodg

10

20

30



(23) JP W02003/078633 Al 2003.9.25

SEQUENCE LISTING
<110> DAIICHI PHARMAGEUTICAL CO., LTD.
<120> KIAAT006 capable of binding to human syntaxin la
<130> GPO3-1007PCT

<150> JP P2002-75551
161> 2002-03-19

60> 7
<110> Patentin version 3.1

210> 1

211> 1186

212> PRT

<213> Homo sapiens

<2200

221> misc_feature

<223> an amino acid sequence of polypeptide consisting of full fength K
1AA1006 ORF, dedeuced from its cDNA sequence

<400> 1
Met Lys Lys Phe Asn Phe Arg Lys Val Leu Asp Gly Leu Thr Ala Ser

i 5 10 15

Ser Pro Gly Ser 8ly Ser Ser Ser Gly Ser Asn Ser Gly Gly Gly Ala
20 25 30

Gly Ser Gly Ser Vai His Pro Ala Gly Thr Ala Gly Val Leu Arg Glu
35 40 45

Glu tie Gin Giu Thr Leu Thr Ser Glu Tyr Phe Gln lle Cys Lys Thr
50 55 60

Yal Arg His Gly Phe Pro His Gln Pro Thr Ala Leu Ala Phe Asp Pro
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65 70 15 80

Val GIn Lys |le Leu Ala lie Gly Thr Arg Thr Gly Ala 1le Arg lle
85 80 95

Leu G!y Arg Pro Gly Val Asp Cys Tyr Cys GIn His Glu Ser Giy Ala
100 105 110

Ala Val Leu GIn Leu GIn Phe Leu |le Asn Glu Gly Ala Leu Val Ser
115 120 125

Ala Ser Ser Asp Asp Thr Leu His Leu Trp Asn Leu Arg Gln Lys Arg
130 135 140

Pro Ala |le Leu His Ser Leu Lys Phe Asn Arg Glu Arg Ile Thr Tyr
145 150 155 160

Cys His Leu Pro Phe GIn Ser Lys Trp Leu Tyr Val Gly Thr Glu Arg
165 170 1756

Gly Asn Thr His [le Val Asn lle Glu Ser Phe !le Leu Ser Gly Tyr
180 185 190

Val lle Met Trp Asn Lys Ala |le Glu Leu Ser Thr Lys Thr His Pro
195 200 205

Gly Pro Val Val His Leu Ser Asp Ser Pro Arg Asp Glu Gly Lys Leu
210 215 220

Leu lle Gly Tyr Glu Asn Gly Thr Val Val Phe Trp Asp Leu Lys Ser
225 230 235 240

Lys Arg Ala Glu Leu Arg Val Tyr Tyr Asp Glu Ala lle His Ser lle
245 250 255



(25) JP W02003/078633 Al 2003.9.25

Asp Trp His His Glu @iy Lys Gln Phe Met Cys Ser His Ser Asp Gly
260 265 270

Ser Leu Thr Leu Trp Asn Leu Lys Ser Pro Ser Arg Pro Phe Gln Thr
275 280 288

Thr tle Pro His Gly Lys Ser GIn Arg Giu Gly Arg Lys Ser Giu Ser
260 295 300

Oys Lys Pro |le Leu Lys Val Glu Tyr Lys Thr Cys Lys Asn Ser Glu
305 310 315 320

Pro Phe |le lie Phe Ser Gly Gly Leu Ser Tyr Asp Lys Ala Cys Arg
325 330 335

Arg Pro Ser Leu Thr Ile Met His Gly Lys Ala lle Thr Val Leu ilu
340 345 350

Met Asp His Pro lie Val Glu Phe Leu Thr Leu Cys Glu Thr Pro Tyr
36h 360 365

Pro Asn Giu Phe G!n Glu Pro Tyr Ala Val Val Val Leu Leu Glu Lys
370 375 380

Asp Leu lle Val Val Asp Leu Thr GIn Ser Asn Phe Pro Ile Phe Glu
385 390 395 400

Asn Pro Tyr Pro Met Asp Ile His Glu Ser Pro Val Thr Cys Thr Ala
405 410 415

Tyr Phe Ala Asp Cys Pro Pro Asp Leu !le Leu Val Leu Tyr Ser lle
420 425 430
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Gly Val Lys His Lys Lys GIn Gly Tyr Ser Asn Lys Glu Trp Pro lle
435 440 445

Ser Gly Gly Ala Trp Asn Leu Gly Ala Gln Thr Tyr Pro Glu lle 1le
450 4b5 460

lie Thr Giy His Ala Asp Gly Ser lle Lys Phe Trp Asp Ala Ser Ala
465 410 475 480

lle Thr Leu Gin Met Leu Tyr Lys Leu Lys Thr Ser Lys Val Phe Glu
485 490 4395

Lys GIn Lys Val Gly Glu Gly Lys GIn Thr Gys Glu lle Val Glu Glu
h0oo K05 510

Asp Pro Phe Ala Ile Gln Met Ile Tyr Trp Cys Pro Glu Ser Arg lls
515 h20 525

Phe Cys Val Ser Gly Val Ser Ala Tyr Val [le Ile Tyr Lys Phe Ser
530 535 540

Arg His Glu lle Thr Thr Glu ile Val Ser Leu Glu Val Arg Leu Gin
545 5h0 BBh 560

Tyr Asp Val Glu Asp lle |le Thr Pro Glu Pro Glu Thr Ser Pro Pro
565 570 575

Phe Pro Asp Leu Ser Ala GIn Leu Pro Ser Ser Arg Ser Leu Ser Gly
580 58k 590

Ser Thr Asn Thr Val Ala Ser Glu Gly Val Thr Lys Asp Ser lle Pro
595 600 605
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Cys Leu Asn Val Lys Thr Arg Pro Val Arg Net Pro Pro Gly Tyr Gln
610 615 620

Ala Glu Leu Val lle Gin Leu Val Trp Val Asp Gly Glu Pro Pro Gln
625 630 635 640

GIn [le Thr Ser Leu Ala Val Ser Ser Ala Tyr Gly |le Val Ala Phe
645 650 655

Gly Asn Cys Asn Gly Leu Ala Val Val Asp Phe [le GIn Lys Thr Val
660 665 670

Leu Leu Ser Met Gly Thr |le Asp Len Tyr Arg Ser Ser Asp Leu Tyr
675 680 685

Gln Arg Gln Pro Arg Ser Pro Arg Lys Asn Lys Gln Phe lie Ala Asp
690 £95 700

Asn Phe Cvs Met Arg Gly Leu Ser Asn Phe Tyr Pro Asp Leu Thr Lys
705 710 715 720

Arg lle Arg Thr Ser Tyr GIn Ser Leu Thr Glu Leu Asn Asp Ser Pro
725 730 735

Val Pro Leu Glu Leu Glu Arg Gys Lys Ser Pro Thr Ser Asp His Val
740 745 750

Asn Gly His Cys Thr Ser Pro Thr Ser Gln Ser Cys Ser Ser Gly Lys
755 760 165

Arg Leu Ser Ser Ala Asp Val Ser Lys Val Asn Arg Trp Gly Pro Gly
770 715 180

Arg Pro Pro Phe Arg Lys Ala GIn Ser Ala Ala Gys Met Glu Ile Ser
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185 190 795 800

Leu Pro Val Thr Thr Giu Glu Asn Arg Glu Asn Ser Tyr Asn Arg Ser
805 810 815

Arg Ser Ser Ser lle Ser Ser |le Asp Lys Asp Ser Lys Glu Ala lle
820 825 830

Thr Ala Leu Tyr Phe Met Asp Ser Phe Ala Arg Lys Asn Asp Ser Thr
83h 840 845

lle Ser Pro Cys Leu Phe Val Gly Thr Ser Leu Gly Met Val Leu lle
850 8bb 860

lle Ser Leu Asn Leu Pro Leu Ala Asp Glu Gln Arg Phe Thr Glu Pro
865 870 875 830

Val Met Val Leu Pro Ser Gly Thr Phe Leu Ser Leu Lys Gly Ala Val
385 890 895

Leu Thr Phe Ser Cys Met Asp Arg Met Gly Gly Leu Met Gln Pro Pro
800 805 910

Tyr Glu Val Trp Arg Asp Pro Asn Asn lie Asp @lu Asn Glu Lys Ser
915 920 925

Trp Arg Arg Lys Val Val Met Asn Ser Ser Ser Ala Ser Gln Glu lle
830 835 940

Gly Asp His Gin Tyr Thr Ile lle Gys Ser Glu Lys Gln Ala Lys Val
94h 8h0 855 960

Phe Ser Leu Pro Ser GIn Thr Cys Leu Tyr Val His Asn |le Thr Glu
965 970 975
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Thr Ser Phe Ile Leu GIn Ala Asn Val Val Val Met Cys Ser Ser Ala
930 885 490

Cys Leu Ala Cys Phe Cys Ala Asn Gly His Ile Met lle Met Ser Leu
895 1000 1005

Pro S8er Leu Arg Pro Met Leu Asp Val Asn Tyr Leu Pro Leu Thr
1010 1015 1024

Asp Met Arg Ile Ala Arg Thr Phe Cys Phe Thr Asn Glu Gly Gin
1025 1030 1035

Ala Leu Tyr Leu VYal Ser Pro Thr Glu Ile GIn Arg Leu Thr Tyr
1040 1045 1050

Ser GIn Glu Met Cys Asp Asn Leu GIn Asp Met Leu Gly Asp Leu
1055 1060 1665

Phe Thr Pro lle Glu Thr Pro Glu Ala GIn Asn Arg Gly Phe Leu
1070 1075 1080

Lys Gly Leu Phe Gly Gly Ser Gly Gln Thr Phe Asp Arg Glu Glu
1085 1080 1095

Leu Phe Gly Glu Ala Ser Ala Gly Lys Ala Ser Arg Ser Leu Ala
1100 1105 1110

Gin His |le Pro Gly Pro Gly Ser ile Glu Gly Met Lys Gly Ala
1115 1120 1125

Ala Gly Gly Val Met Gly Glu Leu Thr Arg Ala Arg |le Ala Leu
1130 1135 1140
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Asp Glu Arg Gly Gin Arg Leu Gly Glu Leu Glu Glu Lys Thr Ala
1145 1150 1155

Gly Met Met Thr Ser Ala Glu Ala Phe Ser Lys His Ala His Glu
1160 1165 1170

leu Met Leu Lys Tyr Lys Asp Lys Lys Trp Tyr GIn Phe
1175 1180 1185

210> 2

<11 27

<212> DNA

13> Artificial

<{220>
<223> a primer used for analysing the upstream of N-terminus of KIAA100
6 by 5 -race method

400> 2
pecaggggag gaggcagita agoecate 27

Q210> 3

Q11> 63

212> DNA
213> Artificial

220>
<{223> a sense primer used for ampl|ifying the partial sequence of KIAAID
06 ORF by PCR

<400> 3
coggaattcg cocaccatgea tcaccatcac catcacaaga agaagittas titccgaaaa 60

gtt 83

210> 4

QI 37

<212> DNA

Q213> Artificial
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<220>
<223>

<400>
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an antisense primer used for amplifying the partial sequence of K
1AA1006 ORF by PCR

4

ccgctegagt cagaattget accattictt ateettg 37

<216
Q211>
N2
213>

<220>
<223>

<400>

5

36

DNA
Artificial

an antisense primer used for amplifying byPCR of the partial sequ
ence of G-terminal deletion mutant of KIAA1006 ORF

5

cegetogagt caagtittct citeceagete tectag 36

210>
<215
2N
N3

<220>
223

<400>

6

34

DNA
Artificial

a sense primer used Tor amplifying the sequence of syntaxin la by
PCR

6

ccggaatice atgaaggace gaacccagga gote 34

<20
<21t
2N
2P

<220>
223>

<400>

gugod
goo
goo
god

7

30

DNA
Artificial

an antisense primer used for amplifying the sequence of syntaxin
la by PCR

1

cegetepagt tacgoctige tetggtaett 30
ooooag
Ofdo0ooobooooooooooooooooboooooooobooonOoaa
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Int.cl? ci2nNls/12, 15/63, 1715, 1/19%, 1/2%,
1618, Clzpzi/zoz, Cl20i/02, L/68, ABLK35/76, 38/00,
48/00, A61P25/00, GULIN33/13, 33/50, 33/53, 33/566
According to International Patent Classifications (FPC) or to both national classification and 12C

571G, COTHE14/47,
35/395,

A5/00,

B. FIELDE SEARCHED

 VEinimum Gocumentalion searched (chissification system followed by classification symbols}
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Documentation searched other than minimum documeniation to the extent that such documents are inciuded in the fields searched
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Eleclronic data base consulted during the international search (narmne of data base and, where practicable, search terms used)
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Category* Citation: of document, with indication, where appropriate, of the relevant passages Refevant to claim Ne.
/B NAGASE, T. et al., Prediction of the ceding 1-3,5-14/
saguences of unidentifisd human genes.XIII. 4,15-18,
‘the complete segquences of 100 new cDNA clones 22-25,27-31
from brain which code for large proteins in vitro,
DHA Res. 1898, vol.g, No.l, pages &3 to 70
B FUJITA, Y. et al., Tomesyn: a syantaxin-l-binding 1-18,22-25,
rotein that forms a novel complex in the 27-31
neurotransmitter release process. Neuron.
May, 1298, vol.20, Nu.b, pages 905 to 215
A Weir ML. et al., VAP-A binds promiscuously to both 1-18,22-25,
v— and LSUAREs. Blochem.Bilophys.Res.Commun., Aug. 27-31
2901, vol.Z286, Neo.3, p.6316-21

Further decummends are listed in the coptinuzation of Box C.

D See patent family annex.
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document referring to an oz} disclosure, use, exhibition or other
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anderstand the principle or theory underdying the invention

“¥*  document of patticwiar relevance; the claimed invention cannrot be
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Category® Citation of document, wilth indication, where appropriate, of the relevant passages Retevant to claim Ne.
P,A Perez-Branguli F. et al., Munc 1Ba binding to 1-18,22-25,
syntaxin 14 and 1B isoforms defires its local- 27-31

ization at the plasma membrane and blocks SNARE
assembly in a three-hybrid system assay., Mol
Cell Weurosc., Jun. 2002, vol.Z0, No.2, pages

169 to 180
oA Scales SJ. st al., Bmisyn, a novel syntaxin- 1-18,23,
binding protein that may regulate SNARE complex 2731

assembly., J.Biol.Chem., Auy. 2002, Vol.277, ¥No.31,
pages 2ZB271 to Z2BZ7S
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Box I Observafions whers certain claims were fonnd unsearchable (Continuation of item 2 of first sheet)

This Internatipnal search Teporl Has 1ot been established i respect of certain chaims under Asticle 17(2)a) for the following reasons:

1. Clatms Nos: 26
becanse they relate to subject matter not required Lo be searched by this Authority, namely:

Claim 26 pertains to methods for treatment of the human body by therapy
and thus relates to a subject matter which this Internaticnal Searching
Buthority is not required, undex the proviasions of Article 17(2){a) (i) of
the POT and Rule 39.1(iv) of the Regulations under the PCT, to search.

2. Clatms Nos.:  {A)
because they relate to paris of the infermational application that do not comply with the preseribed reguirements o such an
extent that no meaningful international search can be carried ont, specitically:
(A} Claims 19-21, 22-24 {the paris relating toc 19-21)
{B} See extra sheel.

3. [::I Claims Nos.:
because they ate dependeat claims and are not drafied in accordance with the second and third semtences of Rule 6.4(a).

BoxTI Observations where unity of invention is lacking (Centinuation of item 3 of first sheet)

This Imemalional Searching Authority found multiple inventions in this international application, as follows:

1. D As all reqnired adstitional search fees were timely paid by the applicant, this international search repert covers 2l searchable

claims.

2. D As 21l searchabie claims eould be searched without effort justifying an additional fee, this Authority did sol invite payment
of any additional fee.

3. I‘::] As only some of the requited additional search fees were timely paid by the applicant, this itternational search repont covess

anly those ¢laims for which fees were paid, specifically claims Nos.:

4. E] No required additiona) search fees were timely paid by the applicant. Consequently. this international search report is
restricied to the invention first mentioned ig the claims; it is covered by slaims Nos.:

Remark on Profest {:} The additional search fees were accompanied by the applicant’s protesl,

1 Mo pintest accompanied the payment of additional seazch fees.

Torm PCTASA/Z10 (continuation of first sheet (1)} (July 1998)
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Continualbion of Box No.I-? of gonbipuation of Ffirst shestil}

The compound as set forth in claim 19 and the medicinal compositions
as set forth in claims 22 to 24 (the parts relating to claim 18} are
spacified by “an identification method according te any of claims 15
+to 18”7 and thus involve any compounds and medicinal compositions obtained
‘by the ldentification methed.

However, the description discloses nelther any specific compounds
nor any medicinal compositions obtained by the above identification
method. Therefoare, the compeound as set forth in claim 1% and the
medicinal compositions as set forth in clalms 22 to 24 {the parts relating
vo claim 18%) are not disclosed in the meaning as described in PCT Article
5 or supported by the description in the meaning a=z described in BCT
Article §. Even though the common technical knowledge at the point of
the application is taken inte consideration, it is completaly unknown
what specific compounds are invelved in the scope and what are not. Thus,
the above claims are axtremely unclear and £ail to fulfill the reguirement
of clearness as defined in PCY Axrticle 6.

Such being the case, no meaningful search can be made on the inventions
as set forth in the above claims.

The compounds as set forth in claims 20 to 21 and the medicinal
compositions as set forth in claims 22 to 24 (the parts relating to claims
20 to 21} are specified by a desired propsrity “interacting with the
polvpeptide as set forth in claim 1 or the palypeptide as set forth in
claim 2 to thereby inhibit or stabilize the binding of the polypsptide
to human syntaxin la” {claim 20) or “interacting with a polypeptide as
set forth in any of claims 5 to 7 te thereby inhibit or promote the
gupression thereof” (claim 21). Therefore, the compounds as set forth
in claims 20 to 21 and the medicinal compositions as set forth in claims
27 to 24 invelve any compounds having such property. Hewever, the
description discloses no such compounds. Therefore, Lhe compounds and
the medicinal compositions are not disclosed in the meaning as described
in POT Article % or supported by the description in the meaning as
described in PCT Article 6. Bven though the common technical knowledgs
at the point of the application is taken intc consideration, it is
completely unknown what specific compounds are involved in the scope
and what are not. Thus, the above claims are extremely unclear and Fail
to fulfill the reguirement of clearness as defined in PCT Article 6.

Such being the case, nomeaningful search can be made on the inventions
as set forth in the above claims.

Form PCTASA/Z10 (axtra shes) (July 1998)
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