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Claims:

281.A polypeptide comprising a first immunoglobulin single variable domain and a
second immunoglobulin single variable domain, wherein the CDR sequences of
said first immunoglobulin variable domain (CDR(1) sequences) and the CDR
sequences of said second immunoglobulin variable domain (CDR(2) sequences)

are defined as follows:
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25

30

DR{1}4:— SEQID-NO:1
DR(12:SEQIDNO:12
[ 5’?}’*: Qgﬁ%g} ?\Ef\:"f
CDR(2} EQID NO:AT
CDR(2) DB
CDR(2)3:SEQID NO:1Q
- CDR(1)1: SEQ ID NO:14
- CDR(1)2: SEQ ID NO:15
- CDR(1)3: SEQID NO:16
- CDR(2)1: SEQID NO:17
- CDR(2)2: SEQID NO:18
- CDR(2)3: SEQ ID NO:19
o
COR(P—SEQ D NO:T
ChR(1)2 I 4
DR QD NG
DR(2) DL NG
{:& 4 LG f\{’“}: 2
DR(2)3: SEQID-NO
or
- CDR(1)1: SEQ ID NO:17
- CDR(1)2: SEQID NO:18
- CDR(1)3: SEQ ID NO:19
- CDR(2)1: SEQ ID NO:14
- CDR(2)2: SEQ ID NO:15
- CDR(2)3: SEQ ID NO:16.
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302. A polypeptide comprising a first immunoglobulin single variable domain and a
second immunoglobulin single variable domain, wherein said first immunoglobulin
single variable domain is VHH domain ABII035 (SEQ ID NO:44), and said second
immunoglobulin single variable domain is VHH domain ABII059 (SEQ ID NO:45), or
wherein said first immunoglobulin single variable domain is VHH domain ABI1059
(SEQ ID NO:45), and said second immunoglobulin single variable domain is VHH
domain ABII035 (SEQ ID NO:44).

343. The polypeptide according to claim 29-1 or claim 382, wherein the polypeptide
additionally includes a half-life extending moiety, said half-life extending moiety
being preferably selected from the group consisting of an albumin binding moiety,
such as an anti-albumin immunoglobulin domain, a transferrin binding moiety, such
as an anti-transferrin immunoglobulin domain, a polyethylene glycol molecule, a
recombinant polyethylene glycol molecule, human serum albumin, a fragment of

human serum albumin, and an albumin binding peptide.

324. A polypeptide selected from the group consisting of polypeptides having any of
SEQ ID NOs: 26 to 32, 34 to 43, 142, 143, and 145 to 152.

5. A PEGylated polypeptide having a sequence selected from the group of sequences
consisting of SEQ 1D NO: 40, SEQ ID NO: 41, SEQ ID NO: 142, SEQ ID NO: 143, wherein a
Cys residue is bearing the PEG moiety and wherein the position of said Cys residue bearing the
PEG moiety (indicated by C*) is as indicated below:

Clone Sequence information Description | SEQ ID
NO:

ABII3 VQLLESGGGLYQPGGSLRLSCAASGRTFNNYNMGWFR | ABI059-
22 QAPGKGREFVAAVSRSGVSTYYADSVKGRFTISRDNSK | 27GS 40
NTVYLQMNSLRPEDTAVYYCAAAYRGTAINVRRSYSSW | linker
GQGTLVTVSSGGGSGCGGSGEOGL*GGGGSGGGGES | with C at
GGGEVQLLESGGGLVQPGGSLRLSCVHSGPTFRTDTM | position
GWFRQAPGKGREFVAAVTWNSGRINYADSVKGRFTISR | 14-
DNSKNTAYLQMNSLRPEDTAVYYCAAHRFVVGGNRVE | ABII035

DWRYWGQGTLVTVSS
ABII3 VQLLESGGGLVAPGGSLRLSCAASGRTFNNYNMGWFR | ABII059-
23 QAPGKGREFVAAVSRSGVSTYYADSVKGRFTISRDNSK | 35GS 41

NTVYLOMNSLRPEDTAVYYCAAAYRGTAINVRRSYSSW | linker
GQGTLVTVSSGGGGSCEEESGGEEL GGEESGEGEE | with C at

133 -126-
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SGGEEGESCEEGESEVQLLESCGGLVQPGGSLRLSCVHS | position
GPTFRTDTMGWFRQAPGKGREFVAAVTWNSEGRINYAD | 15-

SVKGRETISRDNSKNTAYLOMNSLRPEDTAVYYCAAHR | ABIIO3S
FVWGONRVEDWRYWGQGTLVTIVSS

13 EVOLLESGGGLVQPCGSLRLSCAASGRTENNYNMGWF | ABHO59-

14 RQAPGKGREFVAAVSRSGVSTYYADSVKGRFTISRONS | 35GS 142

KNTVYLOQMNSLRPEDTAVYYCAAAYRGTAINVRRSYSS | linker
WGEQGTLVTVSSGGGGC CGEESCEGESGEEESGEE | with C at
GSGGEESGEEEESEVQLLESGGOLYAQPGGSLRLSCVHS | position
GPTFRTDTMGWFRQAPGKGREFVAAVTWNSGRINYAD | 5-
SVKGRFTISRDNSKNTAYLOQMNSLRPEDTAVYYCAAHR | ABIIO35
FVWGEGNRVEDWRYWGQGTLVTVSES

13 EVOLLESGGGLVQPGCGSLRLSCAASCRTENNYNMGWE | ABHOS9-
ROAPGKGREFVAAVSRESGVSTYYADSVKGRFTISRDNS | 9GS 143
KNTVYLOMNSLRPEDTAVYYCAAAYRGTAINVRRSEYSS | linker
WGEQGTLVTVSSGGGGL GGESEVOLLESGGGLVAPGE | with C at
SLRLSCVHSGPTFRTDTMCWFRQAPGKGREFVAAVTW | position
NSGRINYADSVKGRFTISRDNSKNTAYLOMNSLRPEDTA | &+
VYYCAAHRFVVGEGNRVEDWRYWGQGTLVIVSS ABIIO35

A nucleic acid molecule, preferably in isolated form, comprising a region encoding a

polvpeptide according to anv of claims 1 10 5.

An expression vector comprising a nucleic acid molecule according to claim 8.

A host cell carrving an expression vector according to claim 7. wherein said host

cell is capable of expressing a polvpeptide according to any of claims 1 to 5, and

wherein said host cell is a prokarvolic or a eukaryotic cell,

A hamg&a@uﬁca% composition comprising (1) as the active inaredient, one or more

polypeptides according to any of claims 1 1o 5, and (i) a pharmaceutically

acceptable carmier, and coptionally (i) a diluent, excipient, adiuvant and/or stabilizer.
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10. A method of manufacturing a polvpeptide according to any of claims 1 to 5, comprising the
steps of
-__culturing a host cell according to claim 8 under conditions that allow expression of a
polypeptide according to any of claims 1 1o §;

- _recovering said polypeptide; and
-_purifving said polypeptide.

11. A polypeptide according to any of claims 1 to 5 or a pharmaceutical composition according
to claim © for use as a medicament for the treatment, prevention or alleviation of a disease
disorder or condition in a human being.

12. A polypeptide gccording to any of claims 1 to 5 or a pharmaceutical composition according

13,

to claim 9 for use as g medicament for the therapeutical treatment, prevention or alleviation

of a disease, disorder or condilion in a human being, wherein said disease, disorder or

condition is selected from the group consisting of neurcdegenerative diseases or disorders

Alzheimer's disease, dementis of the Alzheimer tvpe, drv AMD. dglaucoma, cerebral

amyioid angiopathy, trisomy 21 (Down's Syndrome), adult Down syndrome, hereditary

cerebral hemorrhage with amvioidosis of the Duich-tvpe (HCHWA-D), dementia with Lewy

Bodies, frontolemporal lobar degeneration, olaucoma, amyoltrophic lateral sclerosis

sporadic inclusion body mvositis, and anxiely disorder in an elderly human sublect,

A polypeptide according to anv of claims 1 1o 5 or a pharmaceutical composition according

14.

fo_claim 9 prepared for being administered to & human being In need thereof b

intravenous or subculaneous iniection.

A pharmaceutical composition comprising (1) one or more polypeptides according to anv of

claims 1 to 5, and (ii} one or more additional therapeutic agents, preferably selected from
the group consisting of ELND-005, Caprospinol, NRM-8499, PBT-2, Posiphen, EHT-0202
CTS-21166, Semagacest, BMS-708163, BMS-299897, BMS-433796, ELND-006, ELN-
4755616, ELN-318463. ELN-475513 Begacestat, E-2012, CHF-5074, Dimebolin, and PF-
4494700, and (iih a pharmaceutically acceptable carrier, and optionally (iv) a diluent

excipient, adiuvant and/or stabilizer.

Use of a polvpeptide according fo anv of claims 1 to 8 for reducing A-beta levels in vitro in

a body fluid.
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