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<110>

< 120>
of AD

<130>

<140>
<141>

<160>
<170>

<210>
<211>
<212>
<213>

<220>
<221>
<222>
<223>

< 400>
Xaa Ser

1

Arg Val

<210>
<211>
<212>
<213>

<400>
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SEQUENCE LISTING
Jackowski, George

IG Heavy Chain |G Kappa and 1G Lambda Biopolymer Markers Predicitve

2132.096

Us 09/993,304
2001-11-23

10
7

Patentln version 3.1

"
18

PRT

Homo sapiens

MISC_FEATURE
{(1)..(1)
X may be Q or K. 20

1

Val Leu Thr GIn Pro Pro Ser Val Ser Gly Ala Pro Gly Gin
b 10 15

30
2

17
PRT
Homo sapiens

2

Lys Tyr Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu GIn Trp Lys

1

5 10 15
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Ser

<210> 3

<211> 18

<212> PRT

< 213> Homo sapiens

<400> 3

Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
1 5 10 15

Arg Glu

<210> 4

<211> 18

<212> PRT

< 213> Homo sapiens

<400> 4

Lys Gly Leu Glu Trp Val Ala Gly Leu Ser Trp Asn Ser Asp Asn lle
1 5 10 15

Arg Tyr

<210> b

<211> 21

<212> PRT

<213> Homo sapiens

<400> 5

Arg Thr His Ser Gly Glu Lys Tyr Val Cys Arg Giu Cys Arg Arg Gly
1 5 10 16
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20

30
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Phe Ser GIn Lys Ser
20

<210> 6

<211> 18

<212> PRT

<213> Homo sapiens

<400> 6

Arg His lle Ala Leu Ser Pro Arg Tyr Leu Asn Arg Lys Arg Thr
1 5 10 15

<210> 7

<211> 16

<21t2> PRT

<213> Homo sapiens

<400> 7

Arg Ala Gly Tyr Arg lle Asp Ser Trp Gly Gin Gly Thr Leu Val Thr
1 5 10 15

oooao gooao

DEAE 5 (E) AD vs. &#Ic7vFLE AD
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Intern: pplication No

INTERNATIONAL SEARCH REPQORT | pcT/ca 02/01655

A. CLASSIFICATION OF SUBJECT MATTER

IPC 7 GOLN33/68 CO7K16/00

According 1o Intermationat Peident Classification (IPG) of to both nafionsl alassifisation and IPC

B. FIELDS SEARCHED

Ipc 7

Minimum doctmentatian searched {classificaflon system followed by classification symbols)

Docurmentztion searched other than minimium decumentalion o the extent thel such documents are Included In the fields searchect

Elecironic dala base consulied duting the International search (name of data base and, where practicel, search lerms used}

EPO-Internal, BIOSIS, WPL Data, MEDLINE, SEQUENCE SEARCH

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with indication, where appiopriale, of the relevar] passages

Relevantic daim No.

2.0 ANGSTROM RESOLUTION®

XPOO1153703

EN
ISSN: 0021-9258
Y abstract; figure 4

JOURNAL OF BIOLOGICAL CHEMISTRY,
vol. 283, no. 2, 1978, pages B585-b87,

X SAUL F A ET AL: "PRELIMINARY REFINEMENT 1
AND STRUCTURAL ANALYSIS QF THE FAB
FRAGMENT FROM HUMAN IMMUNO GLOBULIM NEW AT

2-25,
29-32

Furlher documents are fisted Inthe continuation of box S.

Patent family membets are listed in annex.

= Specie) caiegories of cled documsnts !

14" document defining the general state of the anl which is not
tonsiderad 1o be of particular relevance

*E* carlier gooument but published on or afterthe intemational
filing dete

*L* document which may throw doubts on priority cliaim(g) or
which is cited ta 2siabiish the publication date of anolher
citation or cther special resaon (@5 speciied)

1 decumeni refering to an orat disdosure, use, exhibitieon or
other means

P document pblished prior to the internation| filing date but
\zler than the priority date claimed

T Ister document published after the International Niing date
or pricrity date and not in conflict with the applicalion but
clied to understand the principle or theory underlying the
invention

*X" document of particular relevance; The claimed Invenilon
cannd be sonsidarss novel of cannot be conglderacd lo
nvelve an inventive step when the documantis taken alone

*¥* docureent of patticular relevance; the clalmad Invention
capnol be considered to involve an inventive step when the
document i combingd with one or mone other such docu—
gﬁaﬂqis, ‘?‘%Jch comblnation being obvious to 2 persen skilled
nthea

*&" docurmeni member of the same patent family

Date of the aciual completion of the international search

17 December 2003

Dale of mailing of the internatinal search report

1501 04

Name and malling adress of the 154
European Palent Office, P.B. 5818 Falentlaan 2
NL- 2280 HV Rijswlk
Tel. (+31-70) B4D-2040. Tx. 31 657 epo nl,
Fax (+21-70) 340-3018

Autherized officer

Bigot~Maucher, C

Form POTASA/210 (seqond sheed] (July 1892)
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[ Intern
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CJ{Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category =

Citation of documer, with indication,where sppropriate, of the telovant passages

Relevant to olaim No.

X

CHEN B L ET AL: "AMINO-ACID SEQUENCE OF
THE LAMBEDA LIGHT CHAIN OF A HUMAM MYELOMA
IMMUNG GLOBULIK &°

BIDCHEMISTRY,

val. 13, no. &, 1974, pages 1295-1302,
XP00O1183702

ISSN: Q006-2964

abstract; figure 1; tables ITI-IV

page 1295, colum 1, paragraph 3

WO 01 05422 A (KOLBE HANNO ;MALCUS CARINE
(FR); PERRON HERVE (FR); SANTORO LYSE ()
25 January 2001 (2001-01-25)

page 1, paragraph 2

page 3, Tast paragraph

KAMETANL F ET AL: "A MONOCLONAL ANTIBODY
HYz20-54-16-3L TO LAMBDA LAMBDA LIGHT CHAIN
OF HUMAN IMMUNOGLGBULIN REACTS WITH
AMYLOID IW ALZHEIMER’S DISEASE BRAIN
NEUROSCIENCE LETTERS,

val. 117, no. 1-2, 1990, pages 62-67,
XP002013620

TSSN: 0304-3940

abstract; figures 1,2

page 63, paragraph 2

WG 98 40748 A (NEUROMARK ;HARRINGTON
MICHAEL & {US))

17 September 1998 (1998-09-17)

page 28, last paragraph -page 29,
paragraph 1; claims 1,10,19

page 9, paragraph 2

page 20, 1ine 3

MILSTEIN C ET AL: "IMMUNOGLOBULIN LAMBDA
CHAINS THE COMPLETE AMINO-ACID SEQUENCE OF
A BENCE JONES PROTEIN"
BIOCHEMICAL JOURNAL,
yol. 110, no. 4, 1968, pages 631-652,
XP002020340

1SSN: 0264-6021

figure 9
WO 00 29583 A (INCYTE PHARMA INC ;CORLEY
NEIL € (US); YUE HENRY {US); BAUGHN MARI)
25 May 2000 (2000~05-25)
page 33, paragraph 3

page 28, paragraphs 3,4

page 39, last paragraph -page 44,
paragraph 2

e

2-2k,
29-32

1-38

2-25,
29-32

1-3

9,29-32

10-25

Form PGTASA210 focrdinuation of sacant sheet) [y 1852}
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C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category *

Cilation of document, with indication where appropriate, of the relevant passages

Relevant to glaim No,

Y

P

WO 01 62801 A (VASQUEZ MAXIMILTANO ;BALES
KELLY R (US); PAUL STEVEN N (US}; DEMAT)
30 August 2001 (2001-08-30)

page 16, Tline 32-35

page 4, tast paragraph; claim 47

page 28, last paragraph -page 29,
paragraph 1

WU X ET AL: "MYOSIN-REACTIVE
AUTOANTIBORTES IN RHEUMATIC CARDITIS AND
NCRMAL FETUS"

CLINICAL IMMUNOLOGY AND IMMUNOPATHOLOGY,
SAN DIEGD, CA, US, ‘Online!

vol. 87, no. 2, May 1998 (1998-0R), pages
184-192, XP0O1154753

ISSN: 0090-1229

Retrieved from the Internei:

<URL:eBI, accession no Q9UL87, date
2.5.2000> ‘retrieved on 2003-12-161

page 185, columa 1, last paragraph

CHIDAMBARAM A ET AL: "Characterization of
a YAC cantig containing the NBCCS locus
and & novel Kruppel-type zinc finger
sequence on chromosome segment 9g22.3.7
GENES, CHROMOSCOMES & CANCER, UNITED STATES
MAR 1997,

vol. 18, no. 3, March 1997 (1997-03},
pages 212-218, XPQU9022931

IS5N: 104b-2257

page 217, column 2, last paragraph

WO 01 83524 A (INCYTE GENOMICS INC
;AZIMZAI YALDA (US}; YAO MONIQUE & (US);
YUE H) 8 Mavember 2001 (2001-11-08)

page 5k, 1ine 13-16; claims 1,10,29,84
RADER C FT AL: "THE RABBIT ANTIBODY
REPERTOIRE AS A NOVEL SOURCE FOR THE
GENERATIONOF THERAPEUTIC HUMAN ANTIBODIES"
JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN
SOCTETY OF BICLOGICAL CHEMISTS, BALTIMORE,
mp, Us,

vol. 275, no. 18, 5 May 2000 (2000-05-05),
pages 13668-13676, XPOQ101R039

ISSN: 0021-9258

page 13670, column 1, paragraph 4; figure
2

DATABASE EBI ‘Onlinet
retrieved from EBI, accession no. Q96MNAD
XEDQ2265309

abstract

1-9

1,2,
1625,
29-32

1-25,
29-32

29-32

1-25
23-32

1-25

1-25,
29-32

Fomm PCT/SA/R1E (continualion of sscond sheat] [kily 1892)
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Int snal application No.

INTERNATIONAL SEARCH REPORT FCT/CA 02/01655

Box| Observations whera certain claims were found unsearchable (Continuation of item 1 of first sheet)

This Internaiicnal Search Report has not been eetablished In respect of certain clsims under Article 17(2)(a) for the following reasons:

1. D Claims MNos.;
hecalse they relate to subject maiter not required ta ke searched by thls Authority, namely:

2, m Claims Nos.:
hecause they relate to parts of the International Application that do not comply with the prescribed requiremeits 1o such
an extent that ne meaningful Internationa! Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

a D Claims Nos.:
becauss they are dapendent dalms and are nct drefied in accprdance with the second and third sentences of Rule B.46a),

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

This international Searching Authotity found raultiple inventions In this internaional application, as follows:

see additional sheet

1. Ea As all reguirect additonal search fees were timely paid by the applicant, this International Search Report cavers &ll
searchable claims,

2. As all sgarohable daims could be searched without efiort Justifying an additional fee, this Au{hority did net invite payment
of any acditional fee.

2 D As only some of the required additional search fees were timely paid by the applicant, this Iniermnational Search Report
covers only those clgms for which fees were paid, specifically claims Nos.:

4. No required additional search fees were fimely paid by the applicant. Gensequently, this Internationat Search Repariis
restricted to the Invention first mentioned in the claims; It s covered by claims Nos.:

Remark on Profest D The additionat search fees were ascompanied by the applicant’s protest.

Ne protest sccompanied the payment of additional search fees.

Farm PCT/ISA/21G (continuation of first sheet (1)) (July 1938)
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international Application No. PCTCA 02 61655

FURTHER INFORMATION CONTINUED FROM  FCTASA! 271(

This International Searching Authority found muitiple (groups of)
inventions in this international application, as follaws:

1. Claims: 1-38 (partially)

biapatymer marker including Sequence ID Wo: 1 or analyle
thereof indicative of Alzheimer’s disease, method for
evidencing and categorizing a disease state using the
biopolymer marker, kits for detecting said biopolymer
marker, antibadies against said marker, process for
identifying therapeutic avenues inveiving fnteracting with
said biopalymer, process for regulating a disease state py
controlling the presence or absence of the biopolymer

2. Claims: 1~-38 {(partially}

biopolymer marker including Sequence ID No: 2 or analyte
thereof indicative of Alzheimer’s disease, method for
evidencing and categorizing a disease state using the
blopolymer marker, kits for detecting said biopalymer
marker, antibodies against said marker, process for
identifying therapeutic avenues involving fnteracting with
said biopolymer, process for regulating a disease state by
contreliing the presence or absence of the biapolymer

3. Claims: 1-38 (partially)

biopalymer marker including Sequence ID No: 3 or analyte
thereof 1ndicative of Alzheimer’s diseass, method far
evidencing and categorizing a disease state using the
biopolymer marker, kits for detecting said biopolymer
marker, antibodies against said marker, process for
identifying therapeutic avenues invalving interacting with
said biopalymer, process for regulating a disease state by
comtrolling the presence or absence of the biopolymer

4. Claims: 1-38 (partially)

biopolymer marker including Sequence ID No: 4 or analyte
thereof indicative of Alzheimer®s disease, method for
evidencing and categorizing a disease state using the
biopolymer marker, kits for detecting said biopolymer
marker, antibodies against said marker, process for
identifying therapeutic avenues iavolving interacting with
sald biopelymer, process for regulating a disease state by
controlling the presence or absence of the bijopolymer

5. Claims: 1-38 (partially)

biopolymer marker including Sequence ID No: 5 or analyte
thereof indicative of Alzheimer’s disease, method far
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International Appication No. PCTAA 02 01655

FURTHER INFORMATION CONTINUED FROM  FCTASA! 210

evidencing and categorizing a disease state using the
biopolymer marker, kits for detecting said biopolymer
marker, antibodies against said marker, process for
identifying therapeutic avenues involving interacting with
said biapalymer, praocess for regulating a disease state by
cantralling the presence or absence of the biopalymer

6. Claims: 1-38 {partially)

biopolymer marker including Sequence ID Ne: € ar analyte
thereof indicative of Alzheimer’s disease, method far
evidencing and categorizing a disease state using the
biopoTymer marker, kits for detecting said biopolymer
marker, antibodies against said marker, process for
identifying therapeutic avenues involving interacting with
said biopoiymer, process for regulating a disease state by
controlling the presence or absence of the biopaiymer

7. Claims: 1-38 (partially}

biapalymer marker including Sequence ID No: 7 or analyte
thereof indicative of Alzheimer’s d¢isease, method for
avidencing and categorizing a disease state using the
biopolymer marker, kits for detecting said biepolymer
marker, antibodies against said marker, process for
identifying therapeutic avenues involving interacting with
said biopolymer, pracess for regulating a disease state by
controlling the presence or absence of the biopolymer
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International Application No. PCTLA 02 A1658

FUBTHER INFORMATION CONTINUED FROM PCTASA 210

Continuation of Box 1.2

Present claims 1-38 relate to an extremely Targe number of possible
compounds/products/methods due to the unclear term “or an analyte
thereof". The same is true for claims 10-28 due to the term
"biomoTecule”. Support within the meaning of Article 6 PCT and/or
disclasure within the meaning of Articie & PCT is to be found, however,
for only a very small proportion of the compounds/products/methods
claimed. In the present case, the ¢laims so lack support, and the
application so Tacks disclosure, that a meaningful search over the whole
of the ¢latmed scape is impossible. Consequently, the search has been
carried out for those parts of the claims which appear to be supported
and discTosed, namely those parts relating to the
compounds/products/methods relating to sequences comprising segquence ID
No’s 1-7, which correspond to sequences contained in the immunoglobulin
laphda chain variable region X91133, immunogfobulin Tambda Tight chain
D01059, ifmmunoglobulin kappa 1ight chain AF026381, immunoglobulin kappa
heavy chain AF103107, C2H2 type zinc finger protein, AC004940 and
AF343414 psoriasis vulgaris Tmmunogiobulin heavy chain (see p 25, 1
14-26). The same is true for claims 10-28 due to the term "biochemical
material™ ({Articles 5 and 6 PCT), The search has been restricted
according to the definition given in the description p 26-27, bridging
para, i.e. the biochemical material being a mono- or polyclonal antibody.
Furthermore, claims 26-28 have not been searched, as it does not contain
any technical features of a kit ¢laim, which renders the scope of said
claims unclear (Article 6 PCT).

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has begen established need not be the subject of an
internatianal preliminary examination (Rule 66.1{e)} PCT). The applicant
is advised that the EPO policy when acting as an International
Pretiminary Examining Authority is normally mot to carry out a
preliminary examination on matter which has nat been searched. This 1s
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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