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W

An antibody that binds homan N3pGlu AB, comprising a light chain
variable region (LCVR) and a heavy chain variable region (HCVR),
wherein the LCVR comprises LCDR1 having the amino acid sequence of
SEQ 1D NO: 4 or 5, LCDRZ having the amnino acid sequence of SEQ 1D
NO: 6 or 7, and LCDR3 having the amino acid sequence of SE(Q ID NO:
8, and wherein the HCVR comprises HCDR1 having the amino acid
sequence of SEQ ID NO: 1, HCDR2 having the amino acid sequence of
SEQ 1D NO: 2, and HCDR3 baving the amino acid sequence of SEQ 1D
NO: 3.

The antibody of Claim 1, wherein LCDR1 has the amino acid sequence of
SEQ ID NQO: 4 and LCDR2 has the amino acid sequence of SEQ ID NO:
6.

The antibody of Claim 1, wherein LCDR1 has the amino acid sequence of
SEQ ID NO: S and LCDR2 has the amino acid sequence of SEQ ID NO:
7.

The antibody of any one of Claims 1-3, wherein the LCVR has the amino
acid sequence of SEQ 1D NG: 10 or 11, and the HCVR has the amino acid
sequence of SEQ 1D NO:S.

The antibody of Claim 4, comprising a LCVR having the amino acid
sequence of SEQ D NQO: 10, and a HCVR having the amine acid sequence
of SEQ ID NO:S.

The antibody of Claim 4, comprising a LCVR having the amino acid
sequence of SEQ 1D NO: 11, and a HCVR having the amino acid sequence
of SEQ 1D NO:S.

The antibody of any one of Claims 1-6, comprising a light chain (LC)
having the amino acid sequence of SEQ 1D NQ: 13 or 14, and a heavy
chain (HC) having the amino acid sequence of SEQ ID NO: 12,

The antibody of Claim 7, comprising a LC having the amino acid sequence
of SEQ D NO: 13 and a HC having the amino acid sequence of SEQ 1D
NO: 12,



10

20

25

30

WO 2018/194951

10.

11,

12.

14.

15,

ie.

17.

18.

19.

20.

PCT/US2018/027718

28«

The antibody of Claim 7, comprising a LC having the amino acid sequence
of SEQ 1D NO: 14 and a HC having the amino acid sequence of SEQ ID
NO: 12,

The antibody of any one of Claims 1-9, comprising two LCs and two HCs,
wherein the amine acid sequence of each LC is SEQ ID NO: 13 or 14, and
the amino acid sequence of each HC 1s SEQ 1D NO: 12,

The antibody of Claim 10, wherein the amino acid sequence of each LC is
SEQ ID NO:13, and the amino acid sequence of cach HC 1s SEQ 1D NG:
12.

The antibody of Claim 10, wherein the amino acid sequence of each LC is
SEQ ID NO:14, and the amino acid sequence of each HC is SEQ 1D NO:
12,

A pharmaceutical composition comprising the antibody of any one of
Claims 1 to 12 and one or more pharmaceutically acceptable carriers,
diluents or excipients.

A method of treating a patient having a condition characterized by
deposition of AR, comprising administering fo the patient an effective
amount of the antibody of any one of Claims 1 to 12,

The method of Claim 14, wherein the condition is selected from clinical or
pre-clinical AD, Down’s syndrome, and clinical or pre-clinical CAA.

The method of Claim 14, wherein the condition is selected from prodromal
AD, mild AD, moderate AD, and severe AD.

The method of Claim 14, wherein the patient has the PSENT E280A
genetic mutation,

The method of Claim 14, wherein the patient has a genetic mutation that
causes autosomal-dominant Alzheimer's disease.

A method of treating memory loss or cognitive decling in a patient having
a condition characterized by deposition of AB, comprising administering to
the patient an effective amount of the antibody of any one of Claims 1 to
12.

The method of Claim 19, wherein the patient has the PSEN1 E280A

genetic mutation,
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The method of Claim 19, wherein the patient has a genetic mutation that
causes autosomal-dominant Alzheimer's disease.

A method of preventing memory loss or cognitive decline in a patient
having the PSEN1 E280A genetic mutation, comprising administering to
the patient an effective amount of the antibody of any one of Claims 1 to
12.

A moethod of preventing roemory loss or coguitive decline in a patient
having a genetic mutation that causes autosomal-dominant Alzheimer's
disease., comprising administering to the patient an effective amount of the
antibody of any one of Claims 1 10 12,

A method of treating an asyraptomatic patient having a genetic mutation
that causes autosomal-dominant Alzheimer's disease, comprising
administering to the patient a pharmaceutical composition comprising the
antibody of any one of Claims 1 to 12.

In another particular embodiment, the present invention provides a method
of preventing memory loss or cognitive decline in an asymptomatic patient
having a genetic mutation that causes autosomal-dominant Alzheimer's
disease, comprising administering to the patient a pharmaceutical
composition comprising the antibody of any one of Claims 110 12.

In another particular embodiment, the present invention provides a method
of slowing cognitive decline in an asymptomatic patient having a genetic
mutation that causes autosomal-dominant Alzheimer's disease, comprising
administering io the patient a pharmaceutical composition comprising the
antibody of any one of Claims 1 10 12,

A method of preventing a condition selected from clinical or pre-~clinical
AD, Down’s syndrome, and clinical or pre-clinical CAA in a patient,
comprising administering to the patient an effective amount of the
antibody of any one of Claims 1 to 12,

A method of preventing a condition selected from prodromal AD, mild
AD, moderate AD, and severe AD in a patient, comprising administering
to the patient an effective amount of the antibody of any one of Claims 1

to 12,
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A method of slowing cognitive or functional decline in a patient having a
condition characterized by deposition of AB, comprising administering to
the patient an effective amount of the antibody of any one of Claims 1 to
i2,

The method of Claim 29, wherein the condition is selected from clinical or
pre-clinical AD, Down’s syndrome, and clinical or pre-clinical CAA.

The method of Claim 29, wherein the condition is selected from prodromal
AD, mild AD, moderate AD, and severe AD.

A method of reducing brain A} amyloid plaque load in a patient having a
condition characterized by deposition of AD, comprising administering to
the patient an effective amount of the antibody of any one of Claims 1 1o
12,

The method of Claim 32, wherein the condition is selected from clinical or
pre-chinical AD, Down’s syndrome, and clinical or pre-clinical CAA.

The method of Claim 32, wherein the condition is selected from prodromal
AD, mild AD, moderate AD or severg AD.

The antibody of any one of Claims 1 to 12 for use in therapy.

The antibody of any one of Claims 1 to 12 for use in the treatment of a
condition characterized by deposition of Af.

The antibody of any one of Claims 1 to 12 for use in the treatment of a
condition selected fror clinical or pre-clinical AD, Down’s syndrome, and
clinical or pre-clinical CAA.

The antibody of any one of Claims 1 to 12 for use in the treatment of a
condition selected from prodromal AD, mild AD, moderate AD, and
severe AD,

The antibody of any one of Claims 1 to 12 for use in slowing cognitive or
functional decline in a patient diagnosed with a condition selected from
clinical or pre-clinical AD, Down’s syndrome, and clinical or pre-clinical
CAA,

The antibody of any one of Claims 1 to 12 for use in slowing cognitive or
functional decline in a patient diagnosed with a condition selected from

prodromal AD, mild AD, moderate AD, and severe AD,
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The antibody of any one of Claims 1 to 12 for use in reducing brain AR
amyloid plague load.

The antibody of any one of Claims 1 to 12 for ase in treating a coundition
characterized by deposition of AP in a patient having the PSENT E280A
genetic mutation.

The antibody of any one of Claims 1 to 12 for use in treating a condition
characterized by deposition of AP in a patient having a genetic mutation
that causes autosomal-dominant Alzheimer's discase.

The antibody of any one of Claims 1 to 12 for use in treating memory loss
or cognitive decling in a patient having the PSENT E280A genetic
mutation.

The antibody of any one of Claims 1 to 12 for use in treating memory loss
or cognitive decline in a patient having a genetic mutation that causes
autosomal-dominant Alzheimer's disease.

The antibody of any one of Claims 1 to 12 for use in preventing memory
loss or cognitive decline in a patient having the PSEN1 E280A genetic
mutation.

The antibody of any one of Claims 1 to 12 for use in preventing memory
loss or cognitive decline in a patient having a genetic mutation that causes
autosomal-dominant Alzheimer's disease.

The antibody of any one of Claims 1 to 12 for use in the prevention of a
condition selected from clinical or pre-clinical AD, Down’s syndrome, and
clinical or pre-clinical CAA.

The antibody of any one of Claims 1 to 12 for use in the prevention of a
condition selected from prodromal AD, mild AD, moderate AD, and
severe AD.

Use of the antibody of any one of Claims 1 to 12 in the manofacture of 2
medicament for the treatment of a condition characterized by deposition of
AP

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a
medicament for the treatment of a condition selected from clinical or pre-

clinical AD, Down’s syndrome, and clinical or pre-clinical CAA.
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Use of the antibody of any one of Claims 1 1o 12 in the manufacture of a
medicament for the treatment of a condition selected from prodromal AD,
mild AD, moderate AD, and severe AD.

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a
medicament for slowing cognitive or functional decline in a patient
diagnosed with a condition selected from clinical or pre-clinical AD,
Down’s syndrome, and clinical or pre-clinical CAA.

Use of the antibody of any one of Claims 1 10 12 in the manufacture of a
medicament for slowing cognitive or functional decline in a patient
diagnosed with a condition selected from prodromal AD, mild AD,
moderate AD, and severe AD.

Use of the antibody of any one of Claims 1 t0 12 in the mamufacture of a
medicament for reducing brain Af amyloid plague load.

Use of the antibody of any one of Claims 1 to 12 in the manefacture of 2
medicament for treating a condition characterized by deposition of Afin a
patient having the PSEN1 E280A genetic mutation.

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a
medicament for freating a condition characterized by deposition of Af ina
patient having a genetic mutation that causes autosomal-dominant
Alzheimer's disease.

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a
medicament for treating memory loss or cognitive decline in a patient
having the PSEN1 E280A genetic mutation.

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a
medicament for freating memory loss or cognitive decline in a patient
having a genetic mutation that causes autosomal-dominant Alzheimer's
disease.

Use of the antibody of any one of Claims 1 10 12 in the manufacture of a
medicament for preventing memeory loss or cognitive decline in a patient
having the PSEN1 E280A genetic mutation.

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a

medicament for preventing memory loss or cognitive decline in a patient
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having a genetic mutation that causes auntosomal-dominant Alzheimer's
disease.

Use of the antibody of any oue of Claims 1 to 12 in the manufacture of a
medicament for preventing a condition selected from clinical or pre-
clinical AD, Down’s syndrome, and clinical or pre-clinical CAA.

Use of the antibody of any one of Claims 1 to 12 in the manufacture of a
medicament for preventing g condition selected from prodromal AD, mild
AD, moderate AD, and severe AD.

A pharmaceutical composition for use in treating a condition characterized
by deposition of AB, comprising an effective amount of the antibody of
any one of Claims 1 to 12,

A pharmaceutical composition for use in treating a condition selected from
clinical or pre-clinical AD, Down’s syndrome, and clinical or pre-clinical
CAA, comprising an effective amount of the antibody of any one of
Claims 1 t0 12,

A pharmaceutical composition for use in freating a condition selected from
prodromal AD, mild AD, moderate AD, and severe AD, comprising an
effective amount of the antibody of any one of Clains 1 1o 12.

A DNA molecule comprising a polynucleotide that encodes the antibody
heavy chain given by the amino acid sequence of SEQ ID NO:12.

The DNA molecunle of Claim 67, wherein the amino acid sequence of the
polynucleotide is SEQ [D NO:15.

A DNA molecule comprising a polynuclestide that encodes the antibody
light chain given by the amino acid sequence of SEQ ID NO:13.

The DNA molecule of Claim 69, wherein the amino acid sequence of the
polynucleotide is SEQ 1D NO:16.

A DNA molecule comprising a polynucleotide that encodes the antibody
light chain given by the amino acid sequence of SEQ 1D NO:14.

The DNA molecule of Claim 71, wherein the amino acid sequence of the
polynucleotide s SEQ ID NG:17.

A DNA molecule comprising a polynucleotide sequence that encodes the

antibody heavy chain having the amino acid sequence of SEQ ID NO: 12
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and a polynucleotide sequence that encodes the antibody light chain
having the amino acid sequence of SEQ ID NO: 13 or 14.

The DNA molecule of Claim 73, wherein the polynucleotide sequence that
encodes the antibody heavy chain is SEQ 1D NO:15, and the
polynucleotide sequence that encodes the antibody light chain is SEQ 1D
NG:16or 17.

A moammalian cell transformed with the DNA molecule of Claim 67 and
the DNA molecule of Claim 69 or Claim 71, wherein the transformed cell
is capable of expressing an antibody comprising two heavy chains and two
light chains, wherein the amino acid sequence of gach heavy chain is given
by SEQ ID NO:12 and the amino acid sequence of each light chain is
given by SEQ 1D NC:13 or 14,

A mammalian cell transformed with the BNA molecule of Claim 73,
whergin the transformed cell is capable of expressing an antibody
comprising two heavy chains and two light chains, wherein the amino acid
sequence of each heavy chain is given by SEQ [D NO:12 and the amino
acid sequence of each light chain is given by SEQ ID NG:13 or 14,

The cell of Claim 75 or 76, wherein the cell is a CHO cell.

A process for producing an antibody, wherein the amino sequence of each
of the two HCs is SEQ ID NO: 12, and the amino acid sequence of each of
the two LCs is SEQ ID NO: 13 or 14, and wherein the process comprises:
a) cultivating the mammalian cell of Claim 75 or 76 under conditions such
that the antibody is expressed, and b} recovering the expressed antibody.

An antibody obtainable by the process of Claim 78.



