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Claims

1. Antibody, characterised in that it binds to ARpGlufll)
preptides or wvariants thereof, preferably with / high
a affinity.

2. Antibody according to claim 1, wherein said hi affinity
means & dissociation constant (Kp) value of
107 M, or better,.
10
3. Antibody according to claim 1 or 2, wheyein sald antiboedy
is a monoclonal antibody.

4. Antibody according to any of the pzéceding claims, wherein

15 the variable part of the light chain of said antibody has

a nucleotide seqguence of SEQ IIY NO: 51, or an amino acid
sequence of SEQ ID NO: 52.

5. Antibody according to any @f the preceding claims, wherein

20 the wvariable part of the/heavy chain of said antibody has

a nucleotide sequence gf SEQ ID NO: 53, cr an amino acid
sequence of SEQ ID NQOY/ 54.

6. Antibody according to any of the preceding claims, wherein
25 the varisble payt of the light chain of said antibody has
the nucleotide/ sequence of SEQ ID NO: 51 or the amino acid
sequence of AEQ ID NO: 52, and wherein the variable part
of the hegvy chain of said antibody has the nucleotide
sequence /Aof SEQ ID NO: 53, or the aminc acid sequence of

30 SEQ ID XNO: 54,

7. Anti¥body according to any of the preceding claims, wherein
saAd antibody is A 13-11-6 (Deposit No. DSM ACC 3100) or

functional wvariant thereof.

Antibody according to claim 7, wherein said antibody is AP
13-11-6 (Deposit No. DSM ACC 3100).
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9. Antibody according to any of the preceding claims, whergin
said antibody 1s a humanized or chimeric antibody, an

antibody fragment which retains the high affinity.

5
10. Antibody according to any of the preceding claiws for use
in the detection of AppGlu(ll)peptides variants
thereof.

10 11. Antibody according to claim 10, wherein gaid variants are
selected from the following group:

pGlu-AR:1-3s
pGlu-ABii-<o

15 pGlu-Afi1-.2, and
pGlu-Af;1-x variants,

wherein x is an integer befveen 18 and 42, more preferably

30 and 42.
20
12. Antibody according to/ any of the preceding claims, which
is human.
13. Antibedy accordifig te any of the preceding claims, which
25 is a diabody a single chain antibody which retains the
high affinit
14, Antibedy faccording te any of the preceding claims, which
binds #0& the epitope bound by the antibodies defined in
30 claim/11.

15. ibody according to any of the preceding claims, which
as the complementarity determining regions c¢f the

antibodilies as defined in claim 11.

Antibody according to any of the preceding claims, wherein

the variable part of the light chain of said antibody has
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one or more, such as one, two or three, complementarity
determining regions which are the same as one or morg,
such as one, two or three, complementarity determiping
regions of the antibody having a variable part of a Aight

5 chain which has a nuclieotide sequence of SEQ ID NO:/51, or
an amino acid sequence of SEQ ID NO: 52.

17. Antibody according to any of the preceding claims, wherein
the wvarizkle part of the light chain of sazid antibody has
10 one or more, such as one, two or three, /complementarity
determining regions which are the same/as one or more,
such as one, two c¢r three, complemedtarity determining
regicons of the antibody having a varjyable part of a heavy
chain which has a nucleotide sequenge of SEQ ID NO: 53, or
15 an amino acid sequence of SEQ ID : 54,

18. Antibody according to any of Ahe preceding claims, which
is labeled.

20 19. Antibody according to a of the preceding claims, which
is immobilised on a solfd phase.

20. Antibody obktainable/from the hybridoma cell line DSM ACC

3100.
25
21. Composition coffiprising the antibody as defined in any of
the preceding claims.
22. Compositign according to claim 21 for the treatment,
30 prevent¥on or delay of amyloidosis.
23. Comgbsition according to <¢laim 21 or 22, wherein said
am¥loidosis 1is a neurodegenerative disease selected from
e group consisting of mild cognitive impairment,
35 Alzheimer's disease and neurcdegeneration in Down

Syndrome.
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Composition according to claim 21 or 22, wherein sai
amyloidosis is sporadic Alzheimer's disease or a FamiliAl

Alzheimer’s dementia.

Composition according to claim 24, wherein said Bamilial
Alzheimer’s dementia 1is Familial British Deméntia or

Familial Danish Dementia.

Hybridoma cell line DSM ACC 3100.

Use of the antibody as defined in any e of claims 1 to
20 or the composition as defined in y one of claims 21
te 25 in a diagnostic or therapeutic siethod.

The use according to claim 27 or the diagnosis of an

amyloid-asscciated disease or cehdition.

The use according to claim , wherein said amyloidosis is
a neurcodegenerative disgase selected from the group
consisting of mild codnitive impairment, Alzheimer's

disease and neurodegengration in Down Syndrome,

The use according claim 28, wherein said amyloidosis is
sporadic Alzheimgr's disease or a Familial Alzheimer’s

dementia.

The wuse acgording to claim 28, wherein said Familial
Alzheimer’ dementia is Familial British Dementia or

Familial /Danish Dementia.

In itro diagnostic method for the diagnosis of an
amydloid-associated disease or condition, in particular
AlYzheimer's disease, comprising the following steps:

contacting an antibody according to any one of claims 1 to
20 with a sample from a subject suspected to be afflicted

with said disease or condition, and
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detecting binding of the antibody to a ARpGlui{ll) protein
from the sample.

33. Diagnestic kit, comprising the antibody as defined An any
5 one of claims 1 to 20, and instructions for us and -

optionally -~ {a) further biologically active subsfance(s).

34. The diagnestic kit of claim 33, wherein /said further
biological substance is an inhibitecr /of glutaminyl

10 cyclase.

35, An oligonucleotide selected from the/group consisting of
SEQ ID NOs: 26 to 50.
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Claims

1. An isolated monoclonal antibody that binds to ARpGlu{ll)
peptides or variants therecof, wherein

sald antibody has a disscciation constant (Kp) value of
1077 M or less; and

the variable part of the light chain of said antibody is
encoded by a nucleic acid molecule having the nucleotide
sequence of SEQ ID NO: 51 or has the amino acid sequence of

SEQ ID NO: 52.

2. The antikody acccrding te claim 1, wherein said antiboedy

is AP 13-11-6 (Deposit No. DSM ACC 3100).

3. The antibody according to claim 1, wherein the antibody is

a labeled antibody.

4. The antibody according to claim 1, wherein the antibody is

immobilized on a solid phase.

5. An isolated monoclonal antibody that binds to APpGlu(ll)
peptides or variants thereof, wherein

said antibody has a dissociation constant (Kp) value of
107" M or less, and

the variable part of the heavy chain of said antibody is
encoded by a nucleic acid molecule having the nucleotide
sequence of SEQ ID NO: 53 or has the amino acid sequence of

SEQ ID NO: 54.

6. The antibody according to claim 5, wherein said antibedy

is AR 13-11-6 (Deposit No. DSM ACC 3100).

7. An isolated monoclonal antikody that binds to ARpGlu(ll)

peptides or variants thereof, wherein
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sald antibody has a dissociation constant (Kp) value of
1077 M or less,

the variable part of the light chain of said antibody 1is
encoded by a nucleic acid molecule having the nucleotide
seguence of SEQ ID NO: 51 or has the amino acid sequence cf
SEQ ID NO: 52, and

the variable part of the heavy chain of said antibody is
encoded by a nucleic acid molecule having the nucleotide
sequence of SEQ ID NO: 53 or has the amino acid sequence of

SEQ ID NO: 54.

8. The antibody accerding to claim 7, wherein said antibedy

is AB 13-11-6 (Deposit No. DSM ACC 3100).

9. An antibody obtainable from the hybridoma cell line DSM
ACC 3100.

10. A hybridoma cell line DSM ACC 3100.



