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<120> Biomarkers for the diagnosis of Alzheimer's Disease
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«170> PatentIn version 3.1

<210> 1

<211l> 15

<212> PRT 10
<213> Homo sapiens

<?20>

<221> misc_feature

<222>  (1}..(2}

<223> Xaa = any amino acid

<220

<221> misc_feature

<222> (5)..(5)

<223> Xaa =L or I

<220>

221> misc_feature 20
<222> (10) .. {10}

<223> Haa = Q or K

<220>

<221> misc_feature

<222> (12)..{13)

<223> Xaa = L or I

<220>

«221> misc feabure

<222> (14) .. (14}

<223> Xaa =L oxr I

<A00> 1 30

Xaa Xaa Ala Asp Xaa Ala Gly His Gly Xaa dlu Val Xaa Xaa Arg

1 5 10 15
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PRT

Homo sapiens
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¥aa = L or I

misc_ feature
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Xaa = Leu or
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ﬂis Gly Thr Val Val
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<210>
<211
<213>
<213>
<400>

5

3

10

PRT

Homo sapiens
3

Val Bbsn His val Thr

1 5
<210> 4

«221> 10

<212> PRT

<213> Homo sapiens
<400> 4

Val Glu His

1 ‘ 5
<2ib> b

<211> 13

<212> PRT

<213> Homo sapiens
<400> 5

Iie Glu Lys

1 5

Ile

Xaa Thr Ala Xaa Gly Gily Xaa Xaza Lys
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Ley Ser Gln Pro Lys
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Ser Asp Leu Ser Phe Ser Lys
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S
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<210> 11

211> 16

<212» PRT

<213> Homo sapiens

<400> 11 '

Gln Ile val Ala Gly val Aén Tyr Phe Leu Asp Val Glu Leu Gly Arg
1 5 10 - 18
<210> 12

<21l1l> 17

<212> PRT

<212>" . Homo sapiens

<400> 12

Leu Val Gly Gly Pro Met Asp Ala Ser Val Glu Glu Glu Gly Val Arg
1 5 10 15
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<211l> 17

<212> PRT

<213> Homo sapiens

<400> 13

Lys Gln Ile Val Ala Gly Val Asn Tyr Phe Leu Asp Val Glu Leu Gly
1 . 5 10 15
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Thr Gln Pro Asn Leu Asp Rsn Cys Pro Phe His Asp Gln Pro Pro His
1 5 ) ' 10 15
Leu Lys Arg

<210> 16
<21l> 24
<212> PRT

<213> Homo =apiens

<400= 16 .
Ser .S8er Pro Gly Lys Pro Pro Arg Leu Val Gly Gly Pro Met Asp Ala
L 5 - 10 15
Ser Val Glu Glu Glu Gly Val Arg
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<210 17
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<212= PRT
<213 Homo sapiens
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Val Gly Glu Glu Asp Glu Glu Ala Ala Glu Ala Glu Rla Glu Ala Glu
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Box| Opservations where cerlain claims were found unsearchsble (Cantinuation af item 1 of first sheet)

This Internaticnal Search Report has not been establishad in respact of certain claims under Artiete 17(2)(a) for the fallowing reasons:

1. [:| Claims Mos.:
bocause they relate 1o subject matter not zeguirad to be searched by this Authority, namely:

2. B] Clalms Mos.: 1,2,9 ]
hecause tey relate 1o parts of the International Application That do not comply with the prescribed requirements to such
an exiont that na meaningiul Imemational Search can be caried out, spscifially:

see FURTHER INFORMATION sheet PCT/ISA/210

3. || claimsMos.: . ‘
heceuse they are depsndent olaime and ara net drafled in accardance withthe second and third seniences of Rule 6.4(a).

Box il Observations where unity of invention is lacking (Continuatlon ot item 2 of first sheet)

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

see additional sheet

1. |:| As all required additons} search fees wara imely peid by the applicant, this inlermational Saarch Repart savers all
searchable claims.

-8 As all searchable claims could be searched without effort justifying an edditional fee, this Autherity Sid net invite payment
of any additional fae.

3, D As only some of the required erditional search fees were timely paid by the applicant, this International Search Repert
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FURTHER INFORMATION CONTINUEDR FROM  PCTASA/ 210

Continuation of Box 1.2

Claims Nos.: 1.,2,%

Present claims 1,2 and 9 relate to an extremely targe number of possible
compounds {polypeptides) in methods and kits for the detction of the
state of Alzheimer disease, for which a lack of clarity (and
conctseness) and support within the meaning of Article 6 PLT arises to
such an extent as to render a meaningful search of the claims
impossible. )

Polypeptide markers that are only characterized by their wolecular
weight, comprise an enormous amount of polypeptides that have no
relation to Alzheimer’'s disease at all, which can therfare not be
distinguishable for Alzheimer's disease. Therefore the claims are not
supported (Article & PCT) and do not enable (Article 5 PCT) the person
skilled in the art over the whole breadih of the claim.

Consequently, the search has been not carried out for these claims,

The applicant's attention is 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 intermational preliwinary
examination [Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an Internaticnal Preliminary Examining Authority is
narmally not to carry ocut 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 1l procedure. 1f the application proceeds inte the regional phase
before the EPD, the applicant is reminded that a search may be carried
out during examination before the EPQ (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration he
overcome,
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Intemational Appleation No. PCT/ EP @3/ 08879

S

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 218

This Internatiomal Searching Authority found multiple {groups of)
inventions in this international applicatien, as follows:

1. claims: 3-8,10 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human cystatin €
ar a fragment thereof, comprising the sequence SEQ ID NO: 7.

2. claims: 3-8,18 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human cystatin C
or a fragment thereof, comprising the sequence SEQ ID NO: 8.

3. claims: 3-8,10 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human cystatin C
or a fragment thereof, comprising the sequence SEQ ID NO: 9.

4. claims: 3-8,10 (partially)}

Methods and kits for assessing the state of Alzheimer’s
disease in which the polypeptide marker is human ¢ystatin C
or 2 fragment thereof, comprising the sequence SEQ ID NO:
19.

5. claims: 3-8,10 {partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human cystatin C
or a fragment thereof, comprising the sequence SEQ ID NO:
it.

6. claims: 3-8,18 (partially)

Methods and kits for assessing the state of Aizheimer's
disease in which the polypeptide marker is human cystatin €
or a fragment thereof, comprising the sequence SEQ 1D HD:
12.

7. claims: 3-8,16 (partialiy}

Methods and kits for assessing the state of Alzheiwer's
disease in which the polypeptide marker is human cystatin C
or a fragment thereof, comprising the sequence SEQ ID NO:
13.

C
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8. claims: 3-8,10 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human cystatin C
or a fragment therecf, comprising the sequence SEQ ID NO:
14.

9. claims: 3-8,10 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human cystatin C
or a fragment thereef, comprising the sequence SEQ ID NO:
15.

19. claims: 3-8,18 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide warker is human cystatin C
or a fragment thereof, comprising the sequence SEG ID NO:
16.

1l. claims: 3-8,18 (partially)

Methads and kits for assessing the state of Alzheimer’s
disease in which the pelypeptide marker is human
beta-2-microglobulin or fragments thereof.

1Z. claims: 3-8,10 (partially]}

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is human myoglohin
or a fragment thereof.

13. claims: 3-8,10 (partially)

Methods and kits for assessing the state of Alzheimer's
disease in which the polypeptide marker is neurosecretory
protein VGF or a fragment thereof.
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