CLAIMS

1. A humanized antibody or an active fragment thereof, which binds fo beta-
amyloid, comprising (i) human- or primate-derived framework regions, (ii) a heavy chain
variable region (HCVR) comprising HCVR complementarity determining region 1 (CDR1)
comprising the amino acid sequence of SEQ ID NO: 1, HCVR CDR2 comprising the amino
acid sequence of SEQ ID NO: 2, HCVR CDR3 comprising the amino acid sequence of SEQ
ID NO: 3, and amino acid Leu at Kabat position 47 and amino acid Ser at Kabat position 94
in the framework region of the HCVR and ({iii) a light chain variable region (LCVR)
comprising LCVR CDR1 comprising the amino acid sequence of SEQ ID NO: 4, LCVR
CDR2 comprising the amino acid sequence of SEQ ID NO: 5 or the amino acid sequence
RVSNRFS or KVSSRFS, and LCVR CDR3 comprising the amino acid sequence of SEQ ID
NO: 6.

2. A humanized antibody or an active fragment thereof, which binds to beta-
amyloid, comprising human- or primate-derived framework regions, wherein the humanized
antibody or active fragment thereof comprises:

(i} a heavy chain variable region (HCVR) comprising an amino acid sequence that is

at least 98% identical to the amino acid sequence that is SEQ ID NO: 15, and a
light chain variable region (LCVR} comprising LCVR CDR1 comprising the amino
acid sequence of SEQ ID NO: 4, LCVR CDR2 comprising the amino acid
sequence of SEQ ID NO: 5 or the amino acid sequence RVSNRFS or KVSSRFS,
and LCVR CDR3 comprising the amino acid sequence of SEQ 1D NO: 6; or

(i) a heavy chain variable region (HCVR) comprising HCVR complementarity

determining region 1 (CDR1) comprising the amino acid sequence of SEQ 1D
NO: 1, HCVR CDR2 comprising the amino acid sequence of SEQ ID NO: 2, and
HCVR CDR3 comprising the amino acid sequence of SEQ ID NO: 3, and a light
chain variable region (LCVR) comprising an amino acid sequence that is at least
98% identical to the amino acid sequence that is SEQ 1D NO: 12.

3. A humanized antibody or an active fragment thereof, which binds {c beta-
amyloid, comprising human- or primate-derived framework regions, wherein the humanized
antibody or active fragment thereof comprises:

(i} 2 heavy chain variable region (HCVR) comprising the aminc acid sequence of

SEQ ID NO: 15, and a light chain variable region (LCVR) comprising LCVR
CDR1 comprising the amino acid seguence of SEQ ID NO: 4, LCVR CDR2
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comprising the amino acid sequence of SEQ ID NO: 5 or the amino acid
sequence RVSNRFS or KVS3SRFS, and LCVR CDR3 comprising the amino acid
sequence of SEQ ID NO: 6; or

(i) a heavy chain variable region {HCVR) comprising HCVR complementarity
determining region 1 {(CDR1) comprising the amino acid sequence of SEQ ID
NO: 1, HCVR CDR2 comprising the amino acid sequence of SEQ ID NO: 2, and
HCVR CDR3 comprising the amino acid sequence of SEQ ID NO: 3, and a light
chain variable region {(LCVR) comprising the amino acid sequence of SEQ 1D
NO: 12.

4, The humanized antibody or an active fragment thereof, according {o any cne
of claims 1-3, wherein the LCVR CDR2 comprises the amino acid sequence of SEQ 1D NO;
5.

5. The humanized antibody or active fragment thereof, according to any one of
claims 1-3, wherein the LCVR CDR2 comprises the amino acid sequence RVSNRFS or
KVSSRFS.

B. The humanized antibody or active fragment thereof according to any one of
claims 1-3, wherein {(a) the aminc acid in Kabat position 87 in the framework regions of the
Light Chain Variable Region is Phe or Tyr; and/or (b) the amino acid in Kabat position 45 in

the framework regions of the Light Chain Variable Region is Lys or Gin.

7. The humanized antibody or active fragment thereof according fo any one of
claims 1-3, wherein the amino acid in Kabat position 87 in the framework regions of the Light

Chain Variable Region is Phe or Tyr.

8. The humanized antibody or active fragment thereof according io any one of

claims 1-4, comprising an LCVR comprising the amino acid sequence of SEQ 1D NC: 12.

9. The humanized antibody or active fragment thereof according to any one of

claims 1-7, comprising an HCVR comprising the amino acid sequence of SEQ ID NO: 15.
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10. The humanized antibody or active fragment thereof, according to any one of
claims 1-9, further comprising a light chain constant region comprising the amino acid
sequence of SEQ ID NO: 14.

11. The humanized antibody or active fragment thereof according to any one of
claims 1-10, comprising a heavy chain constant region comprising the amino acid sequence
of SEQ ID NO: 17.

12. The humanized antibody or active fragment thereof according to any one of
claims 1-4 or 8, comprising a light chain comprising the amino acid sequence of SEQ 1D NO;
13.

13. The humanized antibody or active fragment thereof according to any one of
claims 1-10, comprising a heavy chain comprising the amino acid sequence of SEQ ID NO:
16.

14. The humanized antibody or active fragment thereof according to any one of
claims 1-10, comprising a heavy chain comprising the amino acid sequence of SEQ ID NO;

16 in which the C-terminal Lys has been removed.

15. A humanized antibody or active fragment thereof, which binds to beta-
amyloid, comprising a light chain comprising the amino acid sequence of SEQ ID NO: 13
and a heavy chain comprising the amino acid sequence of SEQ ID NO: 16 or SEQ 1D NO:

16 in which the C-terminal Lys has been removed.

16. A humanized antibody or active fragment thereof, which binds to beta-
amyloid, comprising an LCVR comprising the amino acid sequence of SEQ 1D NO: 12 and
an HCVR comprising the amino acid sequence of SEQ D NO; 15,

17. The humanized antibody or active fragment thereof, according to any one of
claims 1 to 9 or 16, which antibody is of the IgG1, 1gG2, 1gG3, or IgG4 isotype, or is a
mutated 1gG4 isotype.

108



18. The humanized antibody or active fragment thereof according to any one of

claims 1-9 or 16, which antibody is of the 1gG4 isotype.

19. A pharmaceutical composition comprising the humanized antibody or active
fragment thereof according to any one of claims 1 to 18 for use in preventing, treating or

alleviating amyloidosis.

20. A pharmaceutical composition comprising the humanized antibody or active
fragment thereof according to any one of claims 1 to 18 for use in preventing, treating or

alleviating Alzheimer's Disease.

21. The pharmaceutical composition according to claim 19, wherein the
amyloidosis is secondary amyloidosis or age-related amyloidosis, Alzheimer's Disease (AD),
Lewy body dementia, Down's syndrome, or hereditary cerebral hemorrhage with amyloidosis
(Dutch type).

22. The pharmaceutical composition according fo claim 198, wherein the
amyloidosis is the Guam Parkinson-Dementia complex, progressive supranuclear palsy,
multiple sclerosis, Creutzfeld Jacob disease, Parkinson's disease, HiV-related dementia,
ALS (amyotropic lateral sclerosis), Adult Onset Diabetes, senile cardiac amyloidosis,

endocrine tumors, or macular degeneration.

23. A nucleic acid molecule comprising a nuclectide sequence encoding (a} the
humanized antibody or active fragment thereof according to any one of claims 1-18, or (b)
the LCVR or light chain of the antibody, or the HCVR or heavy chain, of the humanized
antibody or active fragment thereof according to any one of claims 1-18.

24. A nucleic acid molecule comprising a nucleotide sequence encoding an
antibody variable region comprising an HCVR and/or an LCVR of the humanized antibody or

active fragment thereof according to any one of claims 1-18.

25. The nucleic acid molecule according to claim 23 or 24 comprising the
nucleotide sequence of SEQ ID NO: 21 and/or SEQ ID NO: 24.
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26. The nucleic acid molecule according to claim 23 or 24 encoding a light chain
comprising the nucleotide sequence of SEQ ID NO: 22 and/or a heavy chain comprising the
nucleotide sequence of SEQ ID NO: 25.

27. The nucleic acid molecule according to claim 23 or 24 encoding a light chain
variable region and a light chain constant region comprising the nucleotide sequence of SEQ
ID NO: 21 and the nucleotide sequence of SEQ ID NO: 23, respectively.

28. The nucleic acid molecule according to claim 23 or 24 encoding a heavy
chain variabie region and a heavy chain constant region comprising the nucleotide sequence
of SEQ ID NO: 24 and the nucleotide sequence of SEQ 1D NO: 26, respeciively.

29, An expression vector comprising the nucleotide sequence of any one of
claims 23-28.

30. A cell comprising the nucleic acid molecule of any one of claims 23-28 or an

expression vector of claim 29.

31. A composition comprising the humanized antibody or active fragment thereof

according to any one of claims 1-18.

32. A mixture comprising a therapeutically effective amount of (a) the humanized
antibody or active fragment thereof according to any one of claims 1-18, and (b) one or more
of the following: a biologically active substance, a pharmaceutically acceptable carrier, a

diluent, or an excipient.

33. The mixture according to claim 32, wherein the biologically active substance

is a compound used in the treatment of amyloidosis.

34. The mixture according to claim 33, further comprising at least one of the
following compounds: an anti-oxidative stress compound; an anti-apoptotic compound; a
metal chelator; a DNA repair inhibitor; 3-amino-l-propanesulfonic acid (3 APS); 1,3-
propanedisulfonate (1,3PDS); an a-secretase activator; a B- and y- secretase inhibitor; a tau

protein; a neurotransmitter; a B-sheet breaker; an attractant for beta-amyloid clearing /
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depleting cellular components; an inhibitor of N-terminal fruncated beta-amyloid; an anti-

inflammatory molecule; a cholinesterase inhibitor (ChEl); an Ml agonist; or another drug.

35. The mixture according to claim 33, wherein the (i) DNA repair inhibitor is
pirenzepin, (ii} the inhibitor of N-terminal truncated beta-amyloid is pyroglutamated beta-
amyloid 3-42, (iii) the cholinesterase inhibitor (ChEl} is a tacrine, rivastigmine, donepezil, or
galantamine, or (iv) the other drug is an amyloid- or tau-modifying drug or nulritive

suppiement.

36. The mixture according to claim 33, wherein the compound is tacrine,

rivastigmine, donepezil, galantamine, niacin or memantine.

37. Use of the humanized antibody or active fragment thereof according to any
one of claims 1-18, or a pharmaceutical composition according fo any one of claims 19-22,
and/or a composition according to claim 31, or a mixture according to any one of claims 32-

36, for the preparation of a medicament for preventing, treating or alleviating amyloidosis.

38. The use according to claim 37, wherein the amyloidosis is secondary
amyloidosis, age-related amyloidosis, Alzheimer's Disease (AD), Lewy body dementia,
Down's syndrome, hereditary cerebral hemorrhage with amyloidosis (Dutch type),
progressive supranuclear palsy, multiple sclerosis, the Guam Parkinson-Dementia complex,
Creutzfeld Jacob disease, Parkinson's disease, HlV-related dementia, ALS {amyotropic
lateral sclerosis), Aduit Onset Diabetes, senile cardiac amyloidosis, endocrine tumors, or

macular degeneration.

39. Use of the humanized antibody or active fragment thereof according to any
one of claims 1-18, or a pharmaceutical composition according to any one of claims 19-22,
and/or a composition according to claim 31, or a mixture according to any one of claims 32-
36, for the preparation of a medicament for preventing, treating or alleviating Alzheimer's

disease in a subject.

40. The use according to claim 39, wherein the treatment of the subject leads to

the retention of cognitive memory capacity.
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41. The use according to claim 39, wherein the treatment of the subject leads to

an increase of the cognitive memory capacity.

42. The use according to claim 39, wherein the treatment of the subject [eads to

a complete restoration of the cognitive memory capacity.

43. The use according to claims 39 to 42, wherein the subject is a mammal.

44, The use according to claims 39 to 42, wherein the subject is a human.

45, A humanized antibody or an active fragment thereof according to any of

claims 1-18, for use in protecting neurons from beta-amyloid-induced degradation.

48. A method of producing the humanized antibody or active fragment thereof,

according to any one of claims 1-18, comprising the step of culturing the cell of claim 30.

47. The method of claim 46, further comprising the step of purifying the

humanized antibody or active fragment thereof produced by the cell.

48. A method of producing the humanized antibody or active fragment thereof,
according to any one of claims 1-18, comprising the step of expressing one or more nucleic
acid molecules independently selected from the nucleic acid molecules according to any one
of the claims 23-28.

49, An in vitro method of detection of amyloidosis in a patient comprising:
(a) contacting a sample obtained from the patient suspected of containing beta-
amyloid with a humanized antibody or active fragment thereof according to any one
of claims 1-18 under conditions that allow binding of the antibody or active fragment
thereof to beta-amyloid; and
(b) detecting the antibedy or active fragment thereof bound to beta-amyloid;

such that the presence or absence of antibody or active fragment thereof bound {o beta-

amyloid indicates the presence or absence of beta-amyloid in the sample of the patient.
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50. An in vitro method of determining the extent of amyloidogenic plaque burden
in a tissue sample and/or body fluid sampie of a subject comprising:

(a) testing a tissue sample or body fluid sample that has been obtained from the
subject under investigation for the presence of beta-amyloid with a humanized
antibody or active fragment thereof according to any one of claims 1 to 18;

(b) determining the amount of antibody or active fragment thereof bound to beta-
amyloid; and

(c) calculating the plaque burden in the tissue sample or body fluid sample of the

subject.
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CLAIMS:

1. A humanized antibody, or an active fragment thereof, which recognizes and binds

to an epitope of B-amyloid protein, comprising (i) human- or primate-derived framework fegions,

(ii} a heavy chain variable region (HCVR) comprising HCVR complementarity detern ini
region [ (CDR1) comprising the amino acid sequence of SEQ ID NO: 1, HCVR C2
comprising the amino acid sequence of SEQ ID NO: 2, HCVR CDR3 comprisinhe amino acid
sequence of SEQ ID NO: 3, and amino acid Leu at Kabat position 47 and ein/i/o acid Ser at
Kabat position 94 in the framework region of the HCVR and (iii) a light chéin variable region
(LCVR) comprising LCVR CDR1 comprising the amino acid sequence ¢f SEQ [D NO: 4,
LCVR CDR2 comprising the amino acid sequence of SEQ ID NO: 5,6r the amino acid sequence
RVSNRFS or KVSSRFS, and LCVR CDR3 comprising the aming’acid sequence of SEQ ID

NO: 6.

-2 A humanized antibody, or an active fragmeht thereof, which recognizes and binds
to an epitope of B-amyloid protein, comprising human-/or primate-derived framework regions,

~ wherein the humanized antibody or active fragme;n/tt ereof comprises:

(i} a heavy chain variable region (HCVR) comprising an amino acid sequence that is at
least 98% identical to the amino agid sequence that is SEQ 1D NO: 15, and a light
chain varjable region (LCVR) edbmprising LCVR CDR1 comprising the amino acid
sequence of SEQ ID NO: 4,
SEQ ID NO: 5 or the amisio acid sequence RVSNRFS or KVSSRFS, and LCVR
CDR3 comprising the dmino acid sequence of SEQ ID NO: 6; or

CVR CDR2 comprising the amino acid sequence of

(11) a heavy chain varigble region (HCVR) comprising HCVR complementarity
determining region 1 (CDR1) comprising the amino acid sequence of SEQ ID NO: 1,
HCVR CDRZ comprising the amino acid sequence of SEQ ID NO: 2, and HCVR
CDR3 copdprising the amino acid sequence of SEQ ID NO: 3, and a light chain
variablg region (LCVR) comprising an amino acid sequence that is at least 98%

identical to the amino acid sequence that is SEQ ID NO: 12.
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3. A humanized antibody, or an active fragment thereof, which recognizes and bphds
to an epitope of f-amyloid protein, comprising human- or primate-derived framework regj

wherein the humanized antibody or active fragment thereof comprises:

(i) a heavy chain variable region (HCVR) comprising the amino acid sequepte of SEQ ID
NO: 15, and a light chain vartable region (LCVR) comprising LCVRACDR1

comprising the amino acid sequence of SEQ ID NO: 4, LCVR CIDR2 comprising the

amino acid sequence of SEQ ID NO: 5 or the amino acid sequerice RVSNRFS or
KVSSRFS, and LCVR CDR3 comprising the amino acid sequence of SEQ ID NO: 6;

or

(ii) a heavy chain variable region (HCVR) comprising HGVR complementarity
determining region 1 (CDR1j comprising the am?écid sequence of SEQ ID NO:
HCVR CDR2 comprising the amino acid sequepce of SEQ ID NO: 2, and HCVR

SEQ ID NO: 3, and a light chain

variable region (LCVR) comprising the andino acid sequence of SEQ ID NO: 12.

CDR3 comprising the amino acid sequence

4. The humanized antibody, or an

claims 1-3, wherein the LCVR CDR2 compr;j

tive fragment thereof, according to any one of

es the amino acid sequence of SEQ ID NO: 5.

5. The humanized antibodyy or active fragment thereof, according to any one of
claims 1-3, wherein the LCVR CDR2 comprises the amino acid sequence RVSNRFS or

KVSSREFS.

6. The humanizgd antibody or active fragment thereof according to any one of
claims 1-3, wherein (a) the amino acid in Kabat position 87 in the framework regions of the
Light Chain Variable | gion is Phe or Tyr; and/or (b) the amino acid in Kabat position 45 in the

framework regions. o the Light Chain Variable Region is Lys or Gln.

7. The humanized antibody or active fragment thereof according to any one of
claims 1-3,4vherein the amino acid in Kabat position 87 in the framework regions of the Light

Chain iahie Region is Phe or Tyr.
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8. The humanized antibody or active fragment thereof, according to any one of
claims 1-7, further comprising a light chain constant region comprising the amino acid seque

of SEQ ID NO: 14.

10.  The humanized antibody or an active fragment thereof according to any one of

claims 1-9, comprising a light chain comprising the amino acid sequenof SEQ ID NO: 13,

11.  The humanized antibody or an active fragment ther according to any one of

claims 1-10, comprising a heavy chain comprising the amino acid ' sequence of SEQ D NO: 16.

12, The humanized antibody or active fragmen hereof, according to claim 11,

wherein the C-terminal Lys of the heavy chain constantfegion has been removed.

13. A humanized antibody or an activedragment thereof, which recognizes and binds
to an epitope of B-amyloid protein, comprisin light chain comprising the amino acid sequence
of SEQ ID NO: 13 and a heavy chain compyi sing the amino acid sequence of SEQ ID NO: 16 or

SEQ ID NO: 16 in which the C-terminal Lys has been removed.

14. The humanized antifody or an active fragment thereof according to any one of

claims 1-9, comprising an LCVR comprising the amino acid sequence of SEQ ID NO: 12,

15. The humangzed antibody or an active fragment thereof according to any one of

claims 1-9, comprising an HCVR comprising the amino acid sequence of SEQ ID NO: 15.

16. A Fumanized antibody or an active fragment thereof, which recognizes and binds

to an epiiopyf§~a1nyioid protein, comprising an LCVR comprising the amino acid sequence of
1

SEQ ID NOX 12 and an HCVR comprising the amino acid sequence of SEQ ID NO: 15,




17. The humanized antibody or active fragment thereof, according to any one of

claims 1 to 16, which antibody is of the 1gG1, IgG2, IgG3, or IgG4 isotype, or is a mutated/1gG4

isotype.

18. . The humanized antibody or active fragment thereof, according to afty one of
claims 1 to 17, which antibody exhibits both an aggregation inhibition property/as well as a

disaggregation property.

19. The humanized antibody or active fragment thereof, according to any one of

claims 1 to 17, which antibody:

a. inhibits the aggregation of the A} monomérs into high molecular
polymeric fibrils or filaments upon co-incubatign with amyloid monomeric and/or

polymeric soluble amyloid peptides, and/or & polymeric soluble B-amyloid

peptide comprising a pharality of said A/B onomeric peptides, and

b. 1s capable of disaggregating the preformed polymeric fibrils or filaments

upon co- incubation with preformgéd high molecular polymeric amyloid fibrils or

filaments formed by the aggregation of amyloid monomeric peptides.

20. The humanized antibody 6r active fragment thereof according to claim 19,
wherein the amyloid monomeric and/ér polymeric soluble amyloid peptides comprise AB
monomeric peptides 1-39, 1-40, 141, or 1-42.

21. The humanized antibody or active fragment thereof according to claim 19,
wherein the amyloid moeric and/or polymeric soluble B-amyloid peptide comprise ABj_s

monomeric peptides. /

22. humanized antibody or active fragment thereof according to claim 19,
wherein the ap ]oid monomeric peptides comprise B-amyloid monomeric peptides 1-39, 1-40,

1-41, and 1442,
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23. The humanized antibody or active fragment thereof according to any one of

claims 1-22, which antibody binds to aggregated AB in a mammalian brain.

24, The humanized antibody or active fragment thereof, according to any o

claims 1-23, which antibody reduces AP plague burden in a mammalian brain.

25, The humanized antibody or active fragment thereof according t¢’any one of

claims 1-24, which antibody is of the IgG4 isotype.

26. A pharmaceutical composition comprising the humanizéd antibody or active

fragment thereof according to any one of claims 1 to 25 for use in pfeventing, treating or

alleviating one or more effects of amyloidosis.

27.  The pharmaceutical composition according t0 claim 26, wherein the amyloidosis

- is Alzheimer's Disease.

28, The pharmaceutical composition acgéording to claim 26, wherein the amyloidosis
1s secondary amyloidosis or age-related amyloidosis, Alzheimer's Disease (AD), Lewy body

dementia, Down's syndrome, or hereditary cefebral hemorrhage with amyloidosis (Dutch type).

29.  The pharmaceutical c;?« osition according to claim 26, wherein the amyloidosis
Y

is the Guam Parkinson-Dementia coiplex, progressive supranuclear palsy, multiple sclerosis,
Creutzfeld Jacob disease, Parkin.'s disease, HIV-related dementia, ALS (amyotropic lateral
sclerosis), Adult Onset Diabetg§, senile cardiac amyloidosis, endocrine tamors, or macular

degeneration.

30. Use of the humanized antibody or active fragment thereof according to any one of

claims 1-25 in the eparation of a medical kit for detection and diagnosis of amyloidosis .

31, /A nucleic acid molecule comprising a nucleotide sequence encoding (a) the

humanized ntibody or active fragment thereof according to any one of claims 1-25, or (b) the
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LCVR or light chain of the antibody, or the HCVR or heavy chain, of the humanized antibody or

active fragment thereof according to any one of claims 1-25.

32, A nucleic acid molecule comprising a nucleotide sequence encoding an anfibody
variable region comprising an HCVR and/or an LCVR of the humanized antibody or active

fragment thereof according to any one of claims 1-25,

33. The nucleic acid molecule according to claim 31 or 32 compriging the nucleotide

sequence of SEQ 1D NGO: 21 and/or SEQ 1D NO: 24,

34.  The nucleic acid molecule according to clatm 31 or 32" encoding a Light Chain
comprising the nucleotide sequence of SEQ ID NO: 22 and/or a Heavy Chain comprising the
nucleotide sequence of SEQ ID NO: 25.

35. The nucleic acid molecule according to cldim 31 or 32 encoding a Light Chain
Variable Region and a light chain constant region co1p srising the nucleotide sequence of SEQ ID

NO: 21 and the nucleotide sequence of SEQ ID NQ / 23, respectively.

36.  The nucleic acid molecule acegrding to claim 31 or 32 encoding a Heavy Chain
Variable Region and a heavy chain const» region comprising the nucleotide sequence of SEQ

ID NO: 24 and the nucleotide sequence/of SEQ ID NO: 26, respectively.

37.  Anexpression vector comprising the nucleotide sequence of any one of claims

31-36.

38. A cell corising the nucleic acid molecule of any one of claims 31-36 or an

expression vector of glaim 37.

39, A composition comprising the humanized antibody or active fragment thereof

according one of claims 1-25.




40. A mixture comprising the humanized antibody or active fragment thereof

according to any one of claims [-25.

41, A mixture comprising a therapeutically effective amount of a humaniz
antibody, or an active fragment thereof, according to any one of claims 1-25, and op€ or more of
the following: a biologically active substance, a pharmaceutically acceptable carrier, a diluent, or

an excipient.

42, A mixture according to claim 41, wherein the biologically’active substance is a

compound used in the treatment of amyloidosis.

43. A mixture according to claim 42, further comprigig at least one of the following
compounds: an anti-oxidative stress compound; an anti-apopfotic compound; a metal chelator; a
DNA repair inhibitor; 3-amino-l-propanesulfonic acid (3 APS); 1,3-propanedisulfonate
(1,3PDS}); an a-secretase activator; a - and y- secretas¢/inhibitor; a tau protein; a
neurotransmitter; a B-sheet breaker; an attractant for dmyloid beta clearing / depleting cellular
components; an inhibitor of N-terminal truncated dmyloid beta; an anti-inflammatory molecule;
a cholinesterase inhibitor (ChEI) such as tacring, rivastigmine, donepezil, and/or galantamine; an

M1 agonist; or another drug,

44, A mixture according to, 43, wherein the (i) DNA repair inhibitor is

minal truncated amylotd beta is pyroglutamated amyloid

pirenzepin, (ii) the inhibitor of
beta 3-42, (iii) the cholinesteras hibitor (ChEl) is a tacrine, rivastigmine, donepezil, or

galantamine, or (iv) the otherg 1s an amyloid- or tau-modifying drug or nutritive supplement.

45. A mixturg ccoz‘ding to any one of claims 41 to 43, wherein the compound is

tacrine, rivastigmine, donepezil, galantamine, niacin or memantine.

46. ¥e of the humanized antibody or active fragment thereof according to any one of
claims 1-25, gr a pharmaceutical composition according to any one of claims 26-29, and/or a

compositigh according to claim 39, or a mixture according to any one of claims 40-45, for the




preparation of a medicament for preventing, treating or alleviating one or more effects of

amyloidosis.

47.  Use according to claim 46, wherein the amyloidosis is secondary amyioiis,
age-related amyloidosis, Alzheimer's Disease (AD), Lewy body dementia, Down's s rome,
hereditary cerebral hemorrhage with amyloidosis (Duteh type), progressive suprany Clear palsy,
multiple sclerosis, the Guam Parkinson-Dementia complex, Creutzfeld Jacob dase,
Parkinson's disease, HIV-related dementia, ALS (amyotropic lateral sclerosisy, Adult Onset

Diabetes, senile cardiac amyloidosis, endocrine tumors, or macular degené
48,  Use according to claim 46, wherein the amyloidosis igAlzheimer's disease.

. 49, Use according to claim 46, wherein the amyloide&is is characterized by a loss of

cognitive memory capacity in a mammal or a human.

50. Use according to claim 49, wherein the tfeatment of a mammal or a human, leads

to the retention of cognitive memory capacity:,

51. Use according to claim 49, whe in the treatment of the mammal or human leads

to an increase of the cognitive memory capag ity.

52, Use according to clain}, wherein the treatment of the mammal or a human

leads to a complete restoration of gnitive memory capacity.

53.  Akit accordingAo claim 30, further comprising instructions for using the antibody

for the purpose of binding tg/ myloid protein to form an immunological complex and detecting
the formation of the imnpinological complex such that presence or absence of the immunological

compiex correlates with the presence or absence of amyloid protein.

54, umanized antibody or an active fragment thereof according to any of claims 1-

25, for use ilﬁfi)tecting neurons from Af-induced degradation.
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55.  Use of a humanized antibody or an active fragment thereof according to any of /
claims 1-25 for the preparation of a medicament for preventing degeneration of neurons upory

exposure to AP oligomers.

56. A humanized antibody or an active fragment thereof, according to clagn 23 or 24,

wherein the mammalian brain is a human brain.

57. A method of producing the humanized antibody or the active fragment thereof,

according to any one of claims 1-25, comprising the step of culturing the gell of claim 38.

58. The method of claim 57, further comprising the step of purifying the humanized

antibody or the active fragment thereof produced by fhe cell.

59. A method of producing the humanized antibo or the active fragment thereof,
according to any one of claims 1-25, comprising the step ¢f expressing one or more nucleic acid

molecules independently selected from the nucleic acig/molecules according to any one of the

claims 31-36.

60. An in vitro method of detection&f amyloidosis in a patient comprising:

(a) contacting a sample containing Amyloid protein that has been obtained from the
patient under investigation with/An anfibody or fragment thereof according to any one of

claims 1-25 under conditionsAhat allow binding of the antibody or fragment thereof to

amyloid protein; and
(b) detecting the antibédy bound to amyloid protein;

such that the presence or/absence of antibody bound to amyloid protein indicates the presence or

absence of amyloid pétein in the sample of the patient.

61. { in vitro method of determining the extent of amyloidogenic plaque burden in a

tissue sampied/or body fluid sample of a subject comprising:
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{a) testing a tissue sample or body fluid sample that has been obtained from the subjec

under investigation for the presence of amyloid protein with an antibody or active

fragment thereof according to any one of claims 1 to 25;
{b) determining the amount of antibody bound to amyloid protein; and
(c) calculating the plaque burden in the tissue sample or body fluid s

1ple of the subject.

62.  Use of the humanized antibody or active fragment therept according to any one of
claims 1-25 for the preparation of a medicament for disaggregating péformed beta-amyloid

fibers for treating or alleviating one or more effects of amyloidosjs.
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