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E.coli 8~ & —pDESTI4 D= v 7 7% A3 K pDEST14-IPAAA44548-6HIS D 7
B5F: pDEST14, 6422 bps DNA B4R
TFANE: pDEST14.cm5, HBff 17 oct 2002 DF: PDEST14-IPAAA44548~6HIS, 4899 bps DNA MR
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1501 GGRAGCCCTG CAAAGTARAC TGGATGGCTT TCTTGCCGCC AAGEATCIGA TCGCECAGGG
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1561 GATCAAGATC TGATCAAGAG RCAGGATGAG GATCG

TCG CATGATTGAR CRAGATGGAT

Figure 11 1621 TGCACGCAGG TTCTCCGGCC GCTTGGGTGG AGAGECTATT CGGCTATGAC TGGGCACAAC
PCRII TOPO IPAAA44548 1681 AGACRATCGG CTGCICIGAT GCCECCGTGT TCCGGCTGTC AGCGCAGGES CGCCCEGTTC
1 AGUGCCCAAT ACGCARACCG CCTCTCCCCG CGCGITGGCC GAT A TGCAGCTEEC 1741 TTTTTGTCAA GACCGACCTG TCCGGTGCCC TGRATGAACT GCAGGACGAG GCAGCGUGEC
61 RACGACAGGTT TCCCGACTGG ARAGCGGGCA GTGAGCGCAA CGCAATTAAT GTGAGTTAGC 1801 TATCGIGGCT GGCCACGACG GECETICCTI GCGCAGCTGT GCTGGACGTT GICACTGRAG
121 TCACTCATTA GGCACCCCAG GCTTTACACT TTATGCTTCC GGCTCGTATG TTGTGTGGAA 1861 CGGGAAGGGA CTGGCTGCTA TIGGGCGAAG TGCCGEGGCA GGATCTCCTG TCATCTCECC
181 TUGTGAGCGG ATAACAATTT CACACRGGAA ACAGCTATGA CCATGATTAC GCCAAGCTAT 1921 TTGCTCCTGC CGAGARAGTA TCCATCATGG CTGATGCAAT GCGGCGGCTG CATACGCTTG
241 TTAGGTGACA CTATAGRATA CTCAAGCTAT GCATCAAGCT TGGTACCGAG CTCGGATCCA 1981 ATCCGECTAC CTGCCCATTC GACCACCAAG CGAAACATCG CRTCGAGCGA GCACGTACTC
301 CTAGTAACEG COGUC: ' GCTGGAATTC GCCCTTCATT CTARAGTGTG CCATCTGCAT 2041 GGATGGAAGC CGGTCTTGIC GATCAGGATG ATCTGGACGA AGAGCATCAG

361 TTCTCAACTC CAGRATTTCT GCTTGATTCC CTTTAATTAT TTCAATCTGT TTCITATATT 2101 CAGCCGAACT G

CCAGG CTCRAGECGC GCATGCCCGA CGGCGAGEAT

421 TGTCTGATAG AATTCTGGAT TCCTTCTCTG TGTTATCITG AATTTCCTTG AGGTTCTTCA 2161

TCCATGECGA TGCCTECTTS CCGARTATCA TGETGGARAA TGGOC

481 ACACAGATAT TTIGARTTCT GTGT:

AAA GETCACATAT CTCTGTTTCT CCAGGATTGG 2221 ACGACTGTGG CCGGCTGGGT GTGGCGGACC CATAGCGTTG GATACCCGTG

541 TCCATGGCAG CTTATTTAGT TCGTTTGGTG AAGTCATGTT TTACTGGATG TTGTTGATEC 2281 ATATTGCTGA AGAGCTTGGC GGCGAATGGE ' CCTCGTGCIT TACGGTATCG

AAT TCTGCAGATA TCCATCACAC TEGCGGCOGC TCGAGCATGC ATCTAGAGGE 2341 CCGCTCCCGA TTCGCAGCGC ATCGCCTTCT ATCGCCTTCT TGACGAGTTC TTCTGAATTG

661 CCCAATTCGC CCTATAGTGA GTCGTATTAC AATTCACIGG CCGTCGTTTT ACAACGTCGT

ARARAGGRAG AGTATGAGTA TTCAACATTT CCGTGTCGCC CTTAITCCCT TTTTTGCGGC

721 GACTGGGARA ACCCTGGCGT TACCCAACTT AATCGCCTTG CAGCACATCC CCCTTTCGCC 2461 ATTTTGCCTT CCIGTTTTTG CTCACCCAGA AACGCTGCTG AARGTARRAG ATGCTGAAGA
781 AGCTGGCGTA ATAGCGAAGA GGCCCGCACC GATCGCCCTT CCCAACAGTT GCGCAGTCTG 2521 TCAGTTGGGT GCACGAGTGG GTTACATCCA ACTGGATCTC AACAGCGGTA AGATCCTTGA
841 RATGBCGAAT GGGACGCGCC CTGTAGCGGC GCATTAAGCG CGGCGGGIGT GBTGGTTACG 2581 GAGTTTTCGC CCCGAAGAAC GTTTTCCAAT GATGAGCECT TTTARAGITC TGCTATGTGA
901  CGCAGCGTGA CCGCTACACT TGCCAGCGCC CTAGCECCCG CTCCTTTCGC TTTCTTCCCT 2641 TACACTATTA TCCCGTATTG ACGCCGGECR AGAGCAACTC GGTCGCCGCA TACACTATTC
961 TCCTTTCTCE CCACGTTCGC CEGCTTTCCC CGICAAGCTC TAAATCGGGG GCTCCCTTTA 2701 TCAGAZ TTGGITGAGT ACTCACCAGT CACAGAABAG CAIC 3 ATGGCATGAC
1021 GEGTTCOGAT TTAGAGCTTT ACSGCACCTC GRCCGCAAAA ARCTTGATTT GGGTGATGGT 2761 AGTARGAGAA TTATGCAGTG CTGCCATRAAC AACACTGCGG CCAACTTACT
1081 TCACG GGCCATCGCC CTGATRAGACG GTTTTTCECC CITTGACGTT GGAGICCACS 2821 TCTGACAACG ATCGGAGGAC CGRAGGAGCT AACCGCTTTT TTGCACAACA TGGGGGATCA
1141 TICTTTRATA GTGGACTCTT GTTCCARACT GGAACARCAC TCAACCCTAT CGCGGTCTAT 2891 TGTAACTCGC CTTGATCGTIT GGGAACCGGA GCTGAATGAR GCCATACCAA ACGACGAGAG
1201 TCTTTTGATT TATAAG TTTGCCEATT TCGGCCTATT GGTTAAARAA TGRGCTGATT 2941 TGACRCCACG ATGCCTGIAG CRATGCCAAC ARCGTTGCGC ABACTATTAR CTGGCGAACT
1261 TAACRAATTC AGGGCGCARG GGCTGCTAAR GGRACCGGAR CACGTAGARR GCCAGTCCGC 3001 ACTTACTCTA GCTTCCCGGC AACARTTAAT AGACTGRATG GAGGCGGATA AAGTTECAGG
1321 AGAAACGGTG CTGACCCCGG ATGARTGTCA GUTACTGGGC TATCTGGACA AGGGARAACG 3061 ACCACTTCTG CGCTCGGCCC TTCCGGCTGE CTGGTTTATT GOTGATARAT CTGGAGCCGG

1381 CAAGCGCRAA GAGARAGCAG GTAGCTTGCA GTGGGCTTAC ATGGCGATAG CTAGACTGGG

1441 CGGTTTTATG GACAGCAAGC GRACCGGAAT TGCCAGCTGG GGCGCCCTCT GGTAAGGTTG
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P Figure 15
NCBIL-month-aa

UFTREND X IIC, ETOREIIRT —F ~—ZZB T INSPO3T I3FHCTH 5. Query= insp037
(78 letters)
NCBI-nr

037 Database: WCBI: Rolling month {30 days) of new/revised protein
Query= insp

sequences
(78 letters) 15,458 sequences; 18,189,306 total letters
Database: All non-redundant GenBank CDS SEALCIANG. « + 4 e e et e et a e ae e e done
translations+PDB+SwissProt+PIR+PRF
Score E
1,242,768 sequences; 395,571,179 total letters Sequences producing significant alignments: (bits) Value
SEALCRANG .+ 4+ e e vt e eae e s e e e e e e e e e done
ref|X®_207835.1| similar to RNP particle component [Mus musculus) 37 0.003
Score E reflX®_207782.1| similar to RIKEN cONA 2410116105 [Mus musculus) 37 0.004
: ; ; ; |XP_111667.21 similar to butyroghilin homolog - mouse (fragme... 35 0.008
Sequences producing significant alignments: (bits) Value u
ref|XP_207148.1] similar to RNP particle component fMus musculus] 34 0.024
ref|Xp_112162.11 similar to ORFl [Mus musculus] >gi|20914894{ref... 38 0.034 ref|Xp_207428.1] similar to RNP particle component [Mus musculus] 34 0.024
sp|P25030|KICU_RAT Keratin, type I cytoskeletal 21 (Cytokeratin ... 37 0.059
ref|XP_207535.1] similar to RNP particle component [Mus musculus] 37 0.059 >ref|¥P_207535.1] similar to RNP particle component (Mus musculus)
ref{XP _207782.1| similar to RIKEN cDNA 2410116105 [Mus musculus] 37 0.077 Leagth = 163
gb|AAH32716.1] Unknown {protein for MGC:45425) [Homo sapiens] 36 0.13
Score = 37.0 bits (84}, Expect = 0.003

Tdentities = 18/60 (30%), Positives = 35/60 (58%), Gaps = 1/60 (1%)

>ref|XP_112162.1| similar to ORFl [Mus musculus]

ref|XP_145173.1| similar to ORF1 [Mus musculus] Query: 13 TNPGETEICDLSDTEFKISVLKNLKEIQDNTEKESRILSDKYKKQIEITKGNQAR-EILEL 71
- Length = 110 TN B 4+ L AFK 4 + KETHANT Kb L ++ 4K +b 45 N B SHeEL
Len =

Sbict: 10 TNEW KD: WNSCKEIKEN QRSLKELQENTAKQVMEL 69

Score = 37.7 bits (86), Expect = 0.034
Identities = 22/69 (31%), Positives = 37/69 (52%), Gaps = 14/69 (20%)

Query: 14 NPGETEICDLSDTEFKISVL-----------— KNLKEIQDNTEKESRILSDKYK---KQIE 59
+PG + D E K +++ +LKEIQ+NT KE ++L +K + KO+E
Sbjct: 29 SPGHPNTPEKLDPELKTNLMMMVEDIKKDFNNSLKEIQENTAKELQVLKEKQENTTKQOVE 88

Query: 60 IIKGNQAEI 68
+HK NQ
sbjct: 89 VLKENQENL 97
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Figure 16
NCBI-month-nt
Query= insp037

(78 letters)

Database: NCBI: Rolling month (30 days) of new/revised nt sequences
(GenBank+ EMBL + DDBJ sequences (but no ZST, STS, GSS, or phese 0, 1

or 2 HTGS sequences))
53,362 sequences; 368,499,486 total letters

...done

Searching.......

score

Sequences producing significant alignments:
value

e | AL929602. 3| CNSOSCCH Human chrorosome 14 DNA sequence BAC C-2 108
gb|AC136276.2( Homo sapiens 3 BAC RP11-B16F6 (Roswell Park Cance... 104
gb|AFL65424.5| Homo sapiens chromosome 8 clone CIB-402FZ mep 8q2... 103
gb|AC136¢89.2) Homo sapiens chromosome X clome RP13-749T18 map X... 102

100

gb1RC013285.10] Homo sapiens chromosome 10 clone RP11-143DS, com...

>emb |AL929602.3[CNSO8CCH Human chromosome 14 DNA se
library CalTech-D from
chromosome 14 of Homo sapiens (Human), complete sequence

Length = 137135

Score = 106 bits (265), Expect = 2e-23
Identities ~ 55/78 (70%), Positives = 62/78 (78%)

Frame = -3

E
(bits)

2e-23
1e-22
2e-22
5e-22
2e-21

quence BAC C-2314B22 of

Query: 1 TCDLSDTEFKT SVLKNLKEIODNTEXKESRILSDKYKKQIET 60
MTSPNELNK P NP ET+ICDLS EFKI+ L4 LKEIQONTEK RILSDK+ K IEI

sbjct: 101490 INPRETKI TAALRK TLSDKENKDIET

101311

Query: 61 IKGNQAEILELRNADGTL 78

1 R+AE+LELWNA G L
sbjct: 101310 TLXKNRAEMLELKNAIGIL 101257

oooogoo
2005528086000001.app
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INTERNATIONAL SEARCH REPORT Intornetl  Appliatian No
PCT/GB 02/05914

A. CLASSIFICATION OF SUB.JECT MATTER
TP 707K 14782

According fo International Patent Classificalion {IPG) or to both national classification and 1PC

B. FIELDS SEARCHED

Minlmum documentation searched (classification system followead by classification Symnols)

IPC 7 CO7K

Documentation searched athar than rminimum documemialion 1o the extent that such documents are included in ihe fields searched

Elsctronic dala base consulted during the international search (name of data basa and, where praclical, search teims used)

SEQUENCE SEARCH, EPO-Internal, WPI Data, BIOSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory © | Citation of document, with indicaticn, where appropriate, of he ralevant passages

Aelevant to claim No,

X,P DATABASE EMBL ‘Online!

27 February 2002 (2002-02-27)
Database accession no. AC112641
XP002244754

nt 47062-47288

X DATABASE EMBL ‘Ontine!

20 March 2000 {2000-03-20)
Database accession no. ACD26118
XP002244755

nt 171824~172060

X DATABASE EMBL ‘Online!

14 November 1997 (1997-11-14)
Database accession no. BbO6C2
XP002244756

the whole document

7-11

7-11
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Further documents ars listed in the continuation of hox C.

D Patant famiy metmbers are listed in annex.

* Special categories of cited documents :

*A' docurent defining he general state of the ant which Is not
consldered to be of paricular relevance

*E* earlier ducument but published on or afigrthe Intematicnal
fillng date

*L* documant which may ihrow doubts on priorty claim(s) or
which Is cited to establish ihe publication date of another
altation or cther spedlal reason (as specified)

*(» document refarring to an oral disclosure, use, exhibition or
alher means

*P* document published prior to the international 1lling date but
later than the priority dete claimed

*T* later docurment published after the internalional fillng date
or priorty date and not in confitct with the application but
cltedt 1o Understand ihe princlple or theory underlying the
invention

*¥' gorumant ot particular relevante; the claimed Invention
cannot ba considered novel o cannot ba considetad to
Involvs an inventive step when the document I 1aken alone

*Y* document of partioular relevanse; the ¢laimed Invention
cannot be considered to Involve an mventive step when the
document is combined with one or more other such docu—
;-nems‘ such eombination being ebvious (o a person skilled
In the art.

*&' goecumenl member of the same patent family

Date of the actual completion of the internalichal search

18 June 2003

Daie of mailing of the nternational search report

04/07/2003

Name and mailing address of the ISA
Eurcpean Patent Cifice, P.B. 5818 Patentlaan 2
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Tel. (+31-70)y 340-2040, Tx. 31 6531 epo al,
Fax: (+31-70) 3403016

Autherized officer

Chavanne, F
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Category ©

Citatlon of document, with indicatlon, whare appropriata, of the relevant passages

Ralevant 1o clalm No.
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DATABASE EMBL “Online!
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Database accession no. ACQD10151
XP0Q2244757

the whole document
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Inte; anal application Mo.

INTERNATIONAL SEARCH REPORT PCT/6E 02/05914

Box | Qbservations where certaln clalms were found unsearchable (Continuation of item 1 of first sheet)

This International Search Report has not been astablishad in respact of certain clalms under Article 17(2)(a} for the following reasons:

1. Claims Nos.:

because they relate to subject matter not required {0 be szarched by this Autharity, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2, m Clalms Nos.: 12, 14-17

because they relate ta parts of the International Application that do not comply with the prescribad requirements to such
an extent that no meaningful International Search can bes carrled out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Glalms Nos.:

hecause they are dependentclaims and are not drafted In accardance with the second and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple Inventions in this internations] application, as follows:

1. Ag all required additienal search fees were timely pald by the applicant, this International Search Report covers all
searchable claims.

2, D As all searchable claims could be searched without effort justifying an additional fe, this Autharity did nat Invite payment
af any additional fee.

3. As only some of the required additional search fees wera timely paki by the applicant, this Internatienal Search Report
cavers only those clalms for which fees were paid, spesifically claims Nos.;

4. I:' Mo required addiiona! search fees were timely pald by the applicant. Consequently, this International Search Report is
restricterd to the invention first mentioned in the claims; it is covered by claims Nos,:

Remark on Protest ]:] The additional search fees were accompanied by he applicant's protest.

I:l No protest accompanied the payment of addifional search fees.

Form FCTASA/210 (continuation of first sheet (1)) (July 1998)
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international Application Mo. PCT/AB 02 5914

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box 1.1

Although claims 31-33 are directed to a methoed of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Although claims 18, 26, 34 and 41 are directed to a diagnostic method
practised on the human/animal body, the search has been carried out and
based on the alleged effects of the compound/composition.

Continuation of Box I.2

Claims Nos.: 12, 14-17

Present claims 12 and 14-17 relate to an extremely large number of
possible compounds/products/apparatus/methods. Support within the meaning
of Article 6 PCT and/or disclosure within the meaning of Articie 5 PCT is
not to be found, however, for any of the compounds elaimed. In the
present case, the claims so lack support, and the application so lacks
disclosure, that a meaningful search over the whole of the claimed scope
is impossible.

The applicant’s attention 1s drawn to the fact that c¢laims, or parts of
claims, relating to inventions in respect of which no international
search report has been established 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 Authoriiy is normally not to carry out a
prefiminary 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.
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