3. The isolated antibody according to claim 2, whe
is independently selected from epitopes within:

position 267-2
tauaas,
position 298-304 or

tausas

or residues KHQPGGG (SEQ ID NO: 98), relative to
sidues KHVPGGG (SEQ ID NO: 99), relative to
position 329-335 or residyes HHKPGGG (SEQ ID NO: 100), relative to
taussq; and
position 361-367 or residues NHVPGGG (SEQ ID NO: 101), relative to

taugaq.

in each of the one or more epitopes

position 268-273 or residues HQPGGG {
tauas.;

position 292-304 or residues HVPGGG (SEQ |
tau.s

position 330-335 or residues HKPGGG (SEQ ID NOX 224), relative to

tausaq; and

Q ID NQ: 223), relative to

NO: 154), relative to
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iv. position 362-367 or residues HVPGGG (SEQ ID NO: 154), relative to

tauga.

in a brain biopsy of a human Alzheimer’s disease patient, in a brain
sample from an agimal model of Alzheimer's disease, or in both.
5. The isolated antibogy according to one of claims 1-4, wherein at least one of the

epitopes is conformation

6. An isolated antibody that bings one or more epitopes on tau in a conformationally-
specific manner wherein:
a) each of the one or more epitoRes is independently selected from epitopes within:

i. position 267-273 or residdes KHQPGGG (SEQ [D NO: 98), relative to
tauaaq;

ii. position 298-304 or residues KNVPGGG (SEQ ID NO: 99), relative to

tausqn

iii.  position 329-335 or residues HHKPGGG (SEQ ID NO: 100), relative to
taussq; and

iv.  position 361-367 or residues THVPGGG (§EQ ID NO: 101), relative to
taugas;

b) zero, one, two, or three of the epitopes is a linear epitoge; and

c) one, two, three, or four of the epitopes is a conformational epitope.

7. An isolated antibody that binds one or more epitopes on tau in a cogfoermationally-
specific manner wherein:
a) each of the one or more epitopes is independently selected from epi

i. position 268-273 or residues HQPGGG (SEQ ID NO: 223), relative to

tauggs;
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ii. position 299-304 or residues HVPGGG (SEQ ID NO: 154), relative to
tausgy

position 330-335 or residues HKPGGG (SEQ ID NO: 224), relative to
tauasq; and

position 362-367 or residues HVPGGG (SEQ ID NO: 154), relative to

c) one, two, thyee, or four of the epitopes is a conformational epitope.

8. The isolated antibo
DC8ES8, and wherein DCRES is an antibody produced by the hybridoma deposited

according to one of ¢claims 1 and 6, wherein the antibody is

under American Type Cultuge Collection Patent Deposit no. PTA-119294.

9. The isolated antibody accordiyg to one of claims 1-7, wherein the antibody binds to

one or more of the same epitopes'gn tau as those bound by DC8ES.

10. The isolated antibody according to ¥ne of claims 1-7, wherein the antibody
competes with monoclonal antibody DC8K8 for binding fo tau.
11. An isolated antibody comprising in it8\ epitope binding domain one or more
complementarity determining region (CDR) sequences chosen from:

i. QSLLNSRTRKNY (SEQ ID NO: 117)

i. WAS(SEQ ID NO: 118)

iii. KQSFYLRT (SEQ ID NO: 119)

iv.  GYIFTDYVIS (SEQ ID NO: 120)

v. IFPRSGST (SEQ ID NO: 121); and

vi. ARDYYGTSFAMDY (SEQ ID NO: 122).

12. The isolated antibody according to one of claims 1-7, comprisinyg in its epitope

binding domain one or more CDR sequences chosen from:
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SLLNSRTRKNY (SEQ ID NO: 117}

vi. ARDYYGTSRAMDY (SEQ ID NO: 122).

13. The isolated aNfibody according to any one of claims 11 and 12, wherein the
antibody comprises:
a) an antibody light ¢
i. QSLLNSRTRRNY (SEQ ID NO: 117) or SEQ ID NO: 247 for CDR1;
i. WAS (SEQ ID N§; 118) or SEQ ID NO: 253 for CDR2; and
ii. KQSFYLRT (SEQ IR NO: 119) or any one of SEQ ID NOs: 255, 257, 258,
259, and 260 for CDRJ; and
b) an antibody heavy chain variabl
i. GYIFTDYVIS (SEQ ID NO: N20), SEQ ID NO: 261, or SEQ ID NO: 262 for
CDRT;
ii. IFPRSGST (SEQ ID NO: 121), SKQ ID NO: 264, or SEQ ID NO: 265 for
CDR2; and
iii. ARDYYGTSFAMDY (SEQ ID NO: 12
267, or SEQ ID NO: 269 for CDRS3.

in variable region comprising:

region comprising:

SEQ ID NO: 266, SEQ ID NO:

14. The isolated antibody according to any one of clai 11 and 12, wherein the
antibody comprises:
a) an antibody light chain variable region comprising:
i.  QSLLNSRTRKNY (SEQ ID NO: 117) for CDR(1;
ii. WAS(SEQ ID NOQO: 118) for CDR2; and
fii. KQSFYLRT (SEQ ID NO: 119) for CDR3; and
b) an antibody heavy chain variable region comprising:

iv.  GYIFTDYVIS (SEQ ID NO: 120) for CDR1
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v. IFPRSGST (SEQ ID NO: 121) for CDR2; and
vi. ARDYYGTSFAMDY (SEQ ID NO: 122) for CDR1.

15. The isd|ated antibody according to one of claims 1-7, wherein the antibody
comprises:
a) one or myre sequences of the light chain CDRs from the monoclonal antibody
DCB8ES, or dpe or more sequences having at least 80% identity after optimum
alignment withhpne of these light chain CDRs; and
b) one or more seqdences of the heavy chain CDRs from the monoclonal antibody
DCB8ES, or one or migre sequences having at least 80% identity after optimum
alignment with one of ese heavy chain CDRs;
and wherein:
i. the light chain CDRs comprige a sequence chosen from QSLLNSRTRKNY (SEQ
ID NO: 117}, WAS (SEQ ID N®: 118), and KQSFYLRT (SEQ ID NO: 119); and
ii. the heavy chain CDRs comprise }§ sequence chosen from GYIFTDYVIS (SEQ ID

NO: 120), IFPRSGST (SEQ ID NON{21), and ARDYYGTSFAMDY (SEQ ID NO:
122).

16. The isolated antibody according to one of claimg 1-7, wherein the antibody

comprises:

a) one or more sequences of the light chain CDRs thom the monoclonal antibody
DCB8ES8, or one or more sequences having at least
alignment with one of these light chain CDRs; and

b) one or more sequences of the heavy chain CDRs from t

% identity after optimum

monoclonal antibody
DCB8ES, or one or more sequences having at least 80% ideMity after optimum
alignment with one of these heavy chain CDRs;
and wherein:

i. the light chain CDRs comprise a sequence chosen from QSLLNSRANRKNY (SEQ
ID NO: 117), WAS (SEQ ID NO: 118), KQSFYLRT (SEQ ID NO: 119),
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NO: 247, SEQ ID NO: 253, SEQ ID NO: 255, SEQ ID NO: 257, SEQ ID NO: 258,
SEQ ID NO: 259, and SEQ ID NO: 260; and

he heavy chain CDRs comprise a sequence chosen from GYIFTDYVIS (SEQ ID
: 120), IFPRSGST (SEQ ID NO: 121), ARDYYGTSFAMDY (SEQ ID NO:
122)\SEQ [D NO: 261, SEQ ID NO: 262, SEQ ID NO: 264, SEQ ID NO: 265,
SEQ INNO: 266, SEQ ID NO: 267, and SEQ ID NO: 269.

17. An isolated antiRody, wherein the antibody is:
an Fab, Fab’, F(ab’),,

an antigen-binding antibddy portion; and

abc, Fv fragment, or any other antigen-binding fragment; or

wherein the antibody has §ne or more of the immunological binding characteristics of

the antibody according to oneN\of claims 1-7.

18. An isolated antibody that coNgpetitively binds to tau with the isolated antibody
according to one of claims 1-17.
19. An isolated antibody that competitively binds to tau with the isolated DC8ES8
antibody according to claim 6.
20. The isolated antibody according to one of \¢laims 1-7 and 10-19, wherein the
antibody is chosen from :
a) a monoclonal antibody;
b) a polyclonal antibody;
¢) arecombinant antibody;
d) a chimeric antibody;
e) a humanized antibody;
f) ahuman antibody; and
g) an antigen-binding fragment or antigen-binding portion of anyona\of (a) through

(f).
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21NJ he isolated antibody according to one of claims 1-7 and 9-20, wherein the antibody

is raiged in a mammal.

22. The isofated antibody according to one of claims 1-7 and 9-20, wherein the antibody

is produced by a recombinant animal or by a recombinant host cell.

23. The isolated antibody according to one of claims 1-22, wherein the antibody is
detectably labeled with.one or more labeling agents.

24. The isolated antibod, according to claim 23, wherein at least one labeling agent is
chosen from an enzyme, a\fadioisotope, a fluorophore, a nuclear magnetic resonance

marker, and a heavy metal.

25. The antibody according to one Qf claims 1-24, further comprising at least one drug

attached to the antibody.

26. An isolated nucleic acid encoding at leagt the binding domain or variable region of

an immunoglobulin chain of the antibody acconging to one of claims 1-7 and 9-20.

27. An isolated vector comprising the nucleic acid ad¢ording to claim 21.

28. An isolated host cell comprising the isolated nucle¥; acid according to claim 26

and/or a vector according to claim 27.

29. An isolated cell line expressing the isolated antibody according to one of claims 1-7
and 9-20.

30. The isolated cell line according to claim 29, wherein the cell line is a hj{pridoma.

31. The isolated cell line according to claim 30, wherein the cell line is the h

from which monoclonal antibody DC8ES is produced.
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n isolated antibody according to one of claims 1-7 and 9-20 for use as a drug or in
the mynufacture of a medicament for diagnosis, prevention, or treatment of Alzheimer's

disease ¥y related tauopathies.

33. An isolatded nucleic acid according to claim 26 for use as a drug or in the
manufacture of\a medicament for treatment of Alzheimer's disease or related
tauopathies.
34. A pharmaceutical\¢omposition comprising the antibody according to one of claims 1-

25 and a pharmaceutically acceptable carrier and/or diluent.

35. A pharmaceutical compgsition comprising a combination of antibodies and a
pharmaceutically acceptable cagier and/or diluent, wherein the combination comprises
at least two different antibodies, &nd wherein each of the antibodies is independently

selected from the antibodies of one cf,.claims 1-25.

36. A composition comprising at least oRe antibody according to claims 1-25 and a

diluent or a carrier.

37. The composition according to claim 36, furtheNcomprising at least one compound or
agent selected from a detectable label, keyhole limpet hemocyanin, tetanus toxoid or a
toxoid derived from other pathogenic bacteria, serum 3/bumins, bovine serum albumin,
ulin, ovoglobulin, a universal

, 1L-10, IFN-y, GM-CSF,

an immunoglobulin molecule or fragment thereof, thyrogl
T-cell epitope, a cytokine, a chemokine, IL-1a, IL-15, I
MIP1a, MIP18, and RANTES.

38. An article of manufacture for pharmaceutical or diagnostic use, comprising

packaging material and a container comprising a solution of a lyophilized form of the

antibody according to one of claims 1-25.
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3N The article of manufacture according to claim 39, wherein the container is a

compgnent of a device or system for delivery of the antibody to a subject.

40. A medical device comprising the antibody according to one of claims 1-25, wherein
the device is\suitable for contacting or administering the antibody by at least one mode
selected from\ parenteral, subcutaneous, intramuscular, intravenous, intrarticular,
intrabronchial, inthgabdominal, intracapsular, intracartilaginous, intracavitary, intracelial,
intracerebellar, intragerebroventricular, intrathecal, intracolic, intracervical, intragastric,
intrahepatic, intramyooardial, intraosteal, intrapelvic, intrapericardiac, intraperitoneal,
intrapleural, intraprostatic\intrapulmonary, intrarectal, intrarenal, intraretinal, intraspinal,
intrasynovial, intrathoracic, Wtrauterine, intravesical, intralesional, bolus, vaginal, rectal,

buccal, sublingual, intranasal, and transderrnai.

41. An effective amount of at least dpe antibody according to one of claims 1-25 for use
in the-treatment or the prevention of ¥je progression of Alzheimer's disease or related

tauopathies

42. The antibody according to claim 41, whagein the antibody is capable of reducing
motor impairment, improving motor function, reucing cognitive impairment, improving

cognitive function, or a combination thereof.

43. An effective amount of at least one antibody accordiRg to one of claims 1-25 for use
in ameliorating at least one of the symptoms associated With of Alzheimer's disease or

related tauopathies

44. A method of diagnosing or screening a subject for the presence of Alzheimer's
disease or a related tauopathy in a subject, or for determining &, subject's risk for
developing Alzheimer's disease or a related tauopathy, the method comgrising:

a) contacting a cell, tissue, organ, fluid, or any other sample of the siject, with an

effective amount of at least one antibody according to one of claims 1-85; and
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b) determining the presence of a complex comprising pathological tau and the
antibody, wherein the presence of the complex is diagnostic of Alzheimer's

disease or a related tauopathy associated with the presence of pathological tau.

45. A met

stabilization

d of monitoring a subject for the presence, progression, regression, or
Alzheimer's disease or related tauopathies in a subject, or for
determining the sfage of Alzheimer's disease or related tauopathies in a subject, the
method comprising:
a) contacting a cel\ tissue, organ, fluid, or any other sample of the subject, with an
effective amount olat least one antibody according to one of claims 1-25; and
b) determining the preseqce of a complex comprising pathological tau and the
antibody, wherein the prgsence of the complex is diagnostic of Alzheimer's
disease or a related tauopaXhy associated with the presence of pathological tau.
46. The antibody or method accordind, to one of claims 41-45, wherein the effective
amount of each antibody is at least 1 mg/Rg body weight of the subject, per dose.
47. The antibody or method according to one\of claims 41-45, wherein the effective
amount of each antibody is at least 10 mg/kg bodyNweight of the subject, per dose.
48. The antibody or method according to one of claim$41-47, wherein at least one of
the antibodies is to be administered in multiple dosages\gver a period of at least six

months.

administered peripherally to a human subject, binds to soluble tau, sarkosyl-i

tau, or to both.

[218]



antibody or method according to claim 50, wherein the antibody, when
administaged peripherally to a human subject, binds to both soluble tau and sarkosyl-

insoluble tal,

52. The antibodyXQr method according to claim 50 wherein the antibody, when

administered periph®rally to a human subject, binds to tau, wherein tau is in one or
more pathological forms chosen from misordered tau, misdisordered tau, sarkosyl-
insoluble tau, neuro-fibrillagy tangles, neuropil threads, and neuritic plagues in a brain
biopsy of a human Alzheimeks disease patient or in a brain sample from an animal

model of Alzheimer's disease.

53. The antibody or method according to one of claims 50-52, wherein the antibody,
when administered peripherally to a human subject, exerts one or more effector-function
mediated beneficial effects on the subject.
54. An antibody according to any one of claims k25, or a nucleic acid according to
claim 26, for use in the treatment or diagnosis of aYisease chosen from Alzheimer’s
disease and related tauopathies.
55. A composition comprising an antibody according to any\one of claims 1-25 or a
nucleic acid according to claim 286, for use in the treatment or djagnosis of a disease

chosen from Alzheimer's disease and related tauopathies

56. An isolated peptide, wherein:

a) the isolated peptide is a fragment of tau that is at least 6
amino-acid-residues-long, at least 7 amino-acid-residues-long, at leadt 9
amino-acid-residues-long, at least 10 amino-acid-residues-long, at least\2
amino-acid-residues-long, or 30 amino-acid-residues-long; and wherein

b} the isolated peptide comprises at least one tau therapeutic epitope.
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e isolated peptide according to claim 56, wherein the therapeutic epitope
comprisgs a therapeutic epitope selected from those within:

position 267-273 or residues KHQPGGG (SEQ ID NO: 98), relative to
taugan;

pgsition 298-304 or residues KHVPGGG (SEQ ID NO: 99), relative to

iii.  positioR 329-335 or residues HHKPGGG (SEQ ID NO: 100}, relative to
taugsq; an
iv.  position 361\367 or residues THVYPGGG (SEQ ID NO: 101), relative to

taugsq;

58. The isolated peptide accordiny to claim 56, wherein the therapeutic epitope
ted from those within:
idues HQPGGG (SEQ ID NO: 223), relative to

comprises a therapeutic epitope sel
. position 268-273 orr
tausas;

ii.  position 299-304 or residueg HVPGGG (SEQ ID NO: 154), relative to

tauga

iii. position 330-335 or residues HKRGGG (SEQ ID NO: 224), relative to
tauasq; and

iv.  position 362-367 or residues HVPGG

tausaq.

(SEQ ID NO: 154), relative to

59. The isolated peptide according to one of claims 56-58, whexein the peptide amino
acid sequence is a sequence selected from SEQ ID NOs: 1-4, SBQ ID NOs: 9-101,
SEQ ID NOs: 108-112, SEQ ID NO:154, SEQ ID NOs: 223-224, NIKAVPGGGS (SEQ
ID NO: 200), NIKHVPGGGS (SEQ ID NO: 201), IKHVPGGGS (SEQ IBNO: 202),
KHVPGGGSV (SEQ ID NO: 203), HVPGGGSVQ (SEQ ID NO: 204), VPEGGSVQ
(SEQ D NO: 205), GWSIHSPGGGSC (SEQ ID NO: 250), SVFQHLPGGGSG (SEQ ID

NO: 251), ANIKHVPGGGS (SEQ ID NO: 144), DAIKHVPGGGS (SEQ ID NO: 446),
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AKHVPGGGS (SEQ ID NO: 149), DNIAHVPGGGS (SEQ ID NO: 151),
D VPGGGS (SEQ ID NO: 159), DNIKHAPGGGS (SEQ ID NO: 161), and
DNIKNVPGGGS (SEQ ID NO: 171).

60. The isolated peptide according to one of claims 56-59, wherein the peptide is active
in at least onk assay selected from assays that measure the peptide’s:

a) ability to\compete with tau for binding to the monoclonal antibody DC8ES;

b) ability to re§uce the level of sarkosyl-insoluble tau, in vivo;

c) ability to prompte tau clearance from the brain, in vivo;

d) ability to reduce\he level of at least one biochemical marker of AD, in vivo;

e) ability to reduce nayrofibrillary tangle (NFT) load, in vivo;

f) ability to improve at lgast one neurobehavioral parameter, in vivo;

g) ability to beneficially madify the course of AD in a subject;

h) ability to reduce the levelgf tau in the brain, in the cerebrospinal fiuid, or in both;

i) ability to serve as an immunggen in the making of an antibody capabie of

competing with monoclonal DEBES for binding to tau.

61. A compound comprising the isolated peptide according to one of claims 56-60 and a

moiety.

62. The compound of claim 61, wherein the moiety is N-terminal, C-terminal, or linked to
an internal amino acid of the peptide, and wherein tRe moiety is selected from one or
more of a cysteine residue, phospho group, keyhole lixapet hemocyanin, tetanus toxoid
or a toxoid derived from other pathogenic bacteria, serurq albumins, bovine serum
albumin, an immunoglobulin molecule or fragment thereof,Xhyroglobulin, ovoglobulin, a
universal T-cell epitope, a cytokine, a chemokine, IL-1a, IL-18, IL-2, IL-10, IFN-y, GM-
CSF, MIP1a, MIP18, and RANTES.

[221]




63 A pharmaceutical composition comprising the isolated peptide according to one of

claimg 56-60 and a pharmaceutically acceptable carrier, and/or a diluent, and/or an

64. A pharmageutical composition comprising the compound according to one of claims

61-62 and a phyrmaceutically acceptable carrier, and/or a diluent, and/or an adjuvant.

65. The pharmaceutial composition according to one of claims 63 and 64, which is
adapted to provide a dogage amount of the peptide or of the compound between 1 ng

and 10 mg per dose.

66. The pharmaceutical compoyjtion according to one of claims 63 and 64, which is
adapted to provide a dosage amoNnt of the peptide or of the compound greater than 10

micrograms per dose.

67. An article of manufacture for phdymaceutical or diagnostic use, comprising
packaging material and a container comprisjng a solution of a lyophilized form of the
peptide according to one of claims 56-60 or of the compound according to one of claims
61-62.

68. The article of manufacture according to claim §7, wherein the container is a
component of a device or system for delivery of the pgptide or the compound to a

subject.

69. A medical device comprising the peptide according to one &f claims 56-60 or the
compound according to one of claims 61-62, wherein the device is suitable for
contacting or administering the antibody by at least one mode selected\from parenteral,
subcutaneous, intramuscular, intravenous, intrarticular, intrabronchial, itraabdominal,
intracapsular, intracartilaginous, intracavitary, intracelial, intrgcerebellar,

intracerebroventricular, intrathecal, intracolic, intracervical, intragastric, intrahepatic,
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inftamyocardial, intraosteal, intrapelvic, intrapericardiac, intraperitoneal, intrapleural,
intragrostatic, intrapulmonary, intrarectal, intrarenal, intraretinal, intraspinal,
intrasyRovial, intrathoracic, intrauterine, intravesical, intralesional, bolus, vaginal, rectal,

buccal, sdplingual, intranasal, and transderrnal.

70. An effectivk amount of at least one peptide according to one of claims 56-60 and/or
at least one compound according to one of claims 61-62 for use in the treatment or

preventing the proghgssion of Alzheimer's disease or related tauopathies.

71. The peptide of claxp 70, wherein the peptide is capable of reducing motor
impairment, improving motox function, reducing cognitive impairment, improving

cognitive function, or a combingtion thereof.

72. An effective amount of at least §ne peptide according to one of claims 56-60 and/or
at least one compound according to oRg of claims 61-62 for use in the amelioration of at

least one of the symptoms associated wity Alzheimer's disease or related tauopathies.

73. An effective amount of the peptide acgording to one of claims 70-72, further
comprising an adjuvant that augments the immuge response, which effects an immune
response comprising antibodies against pathologigal tau, thereby treating, preventing
the progression, or ameliorating at least one of\the symptoms associated with

Alzheimer's disease or related tauopathies in a human.

74. An effective amount of a compound according to one of §aims 61-62 which effects
an immune response comprising antibodies against pathological tau, for use in the
treatment, the prevention of the progression, or the amelioration §f at least one of the

symptoms associated with Alzheimer’s disease or related tauopathies\n a human.

75. A method of isolating DC8ES, or isolating an antibody that is able to xompete with
DCB8ES for binding to tau, the method comprising contacting DC8ES8 or the arkjbody with
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eptide according to one of claims 56-60 and/or with a compound according to one of
clailgs 61-62.

76. A mythod of diagnosing or screening a subject for the presence of Alzheimer's

disease or\elated tauopathies in a subject, or for determining a subject's risk for

b) determining the phgsence of a complex comprising pathological tau and the

antibody, wherein tRe presence of the complex is diagnostic of Alzheimer's

disease or a related tabppathy associated with the presence of pathological tau.

77. A method of monitoring a sukject for the. presence, progression, regression, or
stabilization of Alzheimer's disease\ or a related tauopathy in a subject, or for
determining the stage of Alzheimer's disgase or a related tauopathy in a subject, for the
method comprising:
any other sample of the subject, with an

that is able to compete with DC8ES for

a) contacting a cell, tissue, organ, fluid,
effective amount of at least one antibody)
binding to tau; and

b) determining the presence of a complex compri§ing pathological tau and the
antibody, wherein the presence of the compléx is diagnostic of Alzheimer's

disease or a related tauopathy associated with the presence of pathological tau.
78. The method according to one of claims 76-77, wherein the Xffective amount of each

peptide and/or compound is at least 1 ug per dose, at least 10 ygRer dose, at least 100

Hg per dose.
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. The method according to claim 78, wherein the effective amount of each peptide
and¥or compound is at least 10 pg per dose in the presence of an adjuvant, and at least

at leas{ 100 pg per dose in the absence of an adjuvant.

80. The pejfide according to one of claims 70-73 and the method according to one of
claims 76-79,\wherein at least one peptide or compound is administered in multiple
dosages over a period of at least six months.
81. An effective amouxt of the following components: at least one antibody according to
one of claims 1-25, and/yy at least one peptide according to one of claims 56-60, and/or
at least one compound acdprding to one of claims 61-62, in combination with at least
one combination agent chosg¢n from acetylcholinesterase inhibitors, NMDA receptor
antagonists, transition metal chelators, growth factors, hormones, non-steroidal anti-
inflammatory drugs (NSAID), \antioxidants, lipid lowering agents, selective
phosphodiesterase inhibitors, inhibitohg of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shock proteins, anji-amyloid passive and active immunization
reagents, anti-amyloid aggregation inhibityrs, and secretase inhibitors for use in the
treatment or the prevention of the progre§sion of Alzheimer's disease or related

tauopathies.

82. The components of ctaim 81, wherein the compQnents is/are capable of reducing
motor impairment, improving motor function, reducing sognitive impairment, improving
cognitive function, or a combination thereof.
83. An effective amount of the following components: at least one antibody according to
laims 56-60, and/or

tion with at least

one of claims 1-25, and/or at least one peptide according to one o
at least one compound according to one of claims 61-62, in combi
one combination agent chosen from acetylcholinesterase inhibitors, NMDA receptor
antagonists, transition metal chelators, growth factors, hormones, non-s{eroidal anti-

inflammatory drugs (NSAID), antioxidants, lipid lowering agents, \ selective
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pRosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibjtors of heat shock proteins, anti-amyloid-passive and active immunization
reagerNs, anti-amyloid aggregation inhibitors, and secretase inhibitors for use in
amelioratigg at least one of the symptoms associated with Alzheimer's disease or

related tauoRathies.

84. The componeqts according to one of claims 82-83, wherein the components further
comprise an adjuvak{ that augments the immune response; in combination with at least
one combination agent chosen from acetylcholinesterase inhibitors, NMDA receptor

antagonists, transition tal chelators, growth factors, hormones, non-steroidal anti-

inflammatory drugs (NSWID), antioxidants, lipid lowering agents, selective
phosphodiesterase inhibitors, lhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shock proteinsy, anti-amyloid passive and active immunization, anti-
amyloid aggregation inhibitors, and secretase inhibitors; wherein the components
effects an immune response comprising antibodies against pathological tau, thereby
treating, preventing the progression, oN\ameliorating at least one of the symptoms

associated with AD in a human.

85. A peptide according to one of claims 560 in combination with at least one
combination agent chosen from acetylcholinestgrase inhibitors, NMDA receptor
antagonists, transition metal chelators, growth factolg, hormones, non-steroidal anti-
inflammatory drugs (NSAID), antioxidants, lipid \owering agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, hibitors of protein kinases,
inhibitors of heat shock proteins, anti-amyloid passive and agtive immunization, anti-
amyloid aggregation inhibitors, and secretase inhibitors; wherein Yae adjuvant effects an
immune response comprising antibodies against pathological tsu, for use in the
treatment, the prevention of the progression, or the amelioration of alleast one of the

symptoms associated with Alzheimer's disease or related tauopathies in ajhuman.
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88, The components according to one of claims 82-84, wherein the combination agent

and/or a spmpound according to one of claims 61-62.

87. A pharmacgeutical composition comprising a pharmaceutically acceptable carrier
and/or diluent; and
a) an antibody gccording fo one of claims 1-25; and/or
b) a peptide acconding to one of claims 56-60; and/or
¢) a compound accoyding to one of claims 61-62;
in combination with, at I[east one combinantion agent chosen from
acetylcholinesterase inhipitors, NMDA receptor antagonists, transition metal
chelators, growth factors, hogmones, non-steroidal anti-inflammatory drugs (NSAID),
antioxidants, lipid lowering agants, selective phosphodiesterase inhibitors, inhibitors
of tau aggregation, inhibitors of\protein kinases, inhibitors of heat shock proteins,
anti-amyloid-passive and active ilymunization reagents, anti-amvyioid aggregation

inhibitors, and secretase inhibitors.

88. An isolated peptide, wherein:
a) the isolated peptide is a fragment of tau that is 6 amino-acid-residues-long and
wherein

b) the isolated peptide comprises at least one tauXherapeutic epitope.

89. The isolated peptide according to claim 88, wherein the\therapeutic epitope
comprises a therapeutic epitope selected from:
i. position 268-273 or residues HQPGGG (SEQ [D NO:\223), relative to taugss;
ii. position 299-304 or residues HVPGGG (SEQ ID NO: 154), relative to tauaa
iii.  position 330-335 or residues HKPGGG (SEQ ID NO: 224)\relative to tausq;
and
iv.  position 362-367 or residues HYPGGG (SEQ ID NO: 154), relaive to tauss.
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e isolated peptide according to one of claims 88-89, wherein the isolated peptide
is seledted from HQPGGG (SEQ ID NO: 223), HVPGGG (SEQ ID NO: 154), HKPGGG
(SEQ ID NO: 224), and HVPGGG (SEQ ID NO: 154).

91. The isolatey peptide according to one of claims 88-90, wherein the peptide is active

in at least one as3ay selected from assays that measure the peptide’s:

c)  ability to promotg tau clearance from the brain, in vivo;

d)  ability to reduce the level of at least one biochemical marker of AD, in vivo,
e) ability to reduce neulpfibrillary tangle (NFT} load, in vivo;
f} ability to improve at leagt one neurobehavioral parameter, in vivo;
g)  ability to beneficially modiy the course of AD in a subject;
h}  ability to reduce the level of ¥au in the brain, in the cerebrospinal fluid, or in
both;
i) ability to serve as an immunogen Yo the making of an antibody capable of
competing with monoclonal DC8ES TQr binding to tau.
92. A compound comprising the isolated peptide acdprding to one of claims 88-91 and a
moiety.
93. The compound according to claim 92, wherein the moiely is N-terminal, C-terminal,
or linked to an internal amino acid of the peptide, and whereinthe moiety is selected
from one or more of a cysteine residue, phospho group, keyhole ¥mpet hemocyanin,
tetanus toxoid or a toxoid derived from other pathogenic bacteria, ségum albumins,
bovine serum albumin, an immunoglobulin molecule or fragment therekf, thyroglobulin,
ovoglobulin, a universal T-cell epitope, a cytokine, a chemokine, IL-1a, IIX18, IL-2, IL-

10, IFN-y, GM-CSF, MIP1a, MIP18, and RANTES.
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. A pharmaceutical composition comprising the isolated peptide according to one of

95. A pharmageutical composition comprising the compound according to one of claims

92-93 and a phiymaceutically acceptable carrier, and/or a diluent, and/or an adjuvant.

96. The pharmaceutidal composition according to one of claims 94 and 95, which is
adapted to provide a dosage amount of the peptide or of the compound between 1 ng

and 10 mg per dose.

97. The pharmaceutical composKjon according to one of claims 94 and 95, which is
adapted to provide a dosage amouNt of the peptide or of the compound greater than 10

micrograms per dose.

98. An article of manufacture for pharlgaceutical or diagnostic use, comprising
packaging material and a container comprising a solution of a Ilyophilized form of the
peptide according to one of claims 88-91 or of th&,compound according to one of claims
92-93.

99. The article of manufacture according to claim 98\ wherein the container is a
component of a device or system for delivery of the peplide or the compound to a

subject.

100. A medical device comprising the peptide according to one of claims 88-91 or the
compound according to one of claims 92-93, wherein the device\s suitable for
contacting or administering the peptide and/or the compound by at leasd{ one mode
selected from parenteral, subcutaneous, intramuscular, intravenous, infgarticular,
intrabronchial, intraabdominal, intracapsular, intracartilaginous, intracavitary, inthacelial,

intracerebellar, intracerebroventricular, intrathecal, intracolic, intracervical, intragatric,
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intighepatic, intramyocardial, intraosteal, intrapelvic, intrapericardiac, intraperitoneal,
intrapleural, intraprostatic, intrapulmonary, intrarectal, intrarenal, intraretinal, intraspinal,
intrasyrQvial, intrathoracic, intrauterine, intravesical, intralesional, bolus, vaginal, rectal,

buccal, suRlingual, intranasal, and transdermal.

101. An effectiye amount of the following component or components: at least one
peptide according\to one of claims 88-91 and/or at least one compound according to
one of claims 92-93\for use in the treatment or the prevention of the progression of

Alzheimer’s disease or\elated tauopathies.

102. The components accoding to claim 101, wherein one or more components is
capable of reducing motor impairment, improving motor function, reducing cognitive

impairment, improving cognitive fynction, or a combination thereof.

103. An effective amount of the foligwing component or components: at least one
peptide according to one of claims 88-3 and/or at least one compound according to
one of claims 92-93 for use in the améljoration of at least one of the symptoms

associated with Alzheimer's disease or relatec\tauopathies in a subject.

104. The components according to one of clailgs 101-103, wherein one or more
components further comprises an adjuvant that augments the immune response, which
components and adjuvant effect an immune response\comprising antibodies against
pathological tau, thereby treating, preventing the progressjon, or ameliorating at least
one of the symptoms associated with Alzheimer's disease & related tauopathies in a

human patient.

105. The components according to one of claims 101-103, which\effect an immune
response comprising antibodies against pathological tau for use in thg treatment, the
prevention of the progression, or the amelioration of at least one of the symptoms

associated with Alzheimer's disease or related tauopathies in a human.
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method of isolating DC8ES, or isolating an antibody that is able to compete with
DCB8ES&Npr binding to tau, the method comprising contacting DC8ES or the antibody with

a peptide gccording to one of claims 88-91 and/or with a compound according to one of

107. The compongnts according to one of claims 101-104, wherein the peptide and/or
compound is to b® administered intravenously, intramuscularly, subcutaneously,

intraperitoneally, intranagally, intracerebroventricularly, intrathecally, or as an aerosol.

108. The components accoyding to one of claims 101-104 and 107, wherein the
effective amount of each peptidg and/or compound is at least 1 pyg per dose, at least 10

Mg per dose, at least 100 pg per dage.

109. The components according to clajm 108, wherein the effective amount of each
peptide and/or compound is at least 10 pg\per dose in the presence of an adjuvant, and

at least at least 100 pg per dose in the absenge of an adjuvant.

1-104 and 107-109, wherein at least

Itiple dosages over a period of at

110. The components according to one of claims
one peptide or compound is to be administered in
least six months.

111. An effective amount of the following components: at leagt one antibody according
to one of claims 1-25, and/or at least one peptide according Yp one of claims 88-91,
andfor at least one compound according to one of claims 92-93, IR combination with at
least one combination agent chosen from acetylcholinesterase \jnhibitors, NMDA
receptor antagonists, transition metal chelators, growth factors, hormonas, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid lowering agerfs, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors of protelg kinases,

inhibitors of heat shock proteins, anti-amyloid passive and active immunizati
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yloid aggregation inhibitors, and secretase inhibitors for use in the treatment or

pre¥ention of the progression of Alzheimer's disease or related tauopathies .

112. Thescomponents of claim 111, wherein the components are capable of reducing
motor impagment, improving motor function, reducing cognitive impairment, improving

cognitive funcpn, or a combination thereof.

113. An effective akjount of the following components: at least one antibody according
to one of claims 1-28, and/or at least one peptide according to one of claims 88-91,
and/or at least one compound according to one of claims 92-93, in combination with at
least one combination adent chosen from acetylcholinesterase inhibitors, NMDA
receptor antagonists, transitioN metal chelators, growth factors, hormones, non-steroidal
anti-inflammatory drugs (NSAND), antioxidants, lipid lowering agents, selective
phosphodiesterase inhibitors, inhibXprs of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shock proteins, \anti-amyloid-passive and active immunization
reagents, anti-amyloid aggregation inhibjtors, and secretase inhibitors for use in the
amelioration of at least one of the symptoys associated with Alzheimer's disease or

related tauopathies

114. The components according to one of claims\111-113, wherein the components
further comprise an adjuvant that augments the immQpe response; in combination with
at least one combination agent chosen from acetylchglinesterase inhibitors, NMDA
receptor antagonists, transition metal chelators, growth factyrs, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid lowering agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibXors of protein kinases,
inhibitors of heat shock proteins, anti-amyloid passive and active\immunization, anti-
amyloid aggregation inhibitors, and secretase inhibitors; and whereii the components
effects an immune response comprising antibodies against pathologicgl tau, thereby
treating, preventing the progression, or ameliorating at least one of th® symptoms

associated with AD in a human.
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n effective amount of an antibody according to one of claims 1-25 in combination
with at lgast one combination agent chosen from acetylcholinesterase inhibitors, NMDA
receptor aNtagonists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inflammaXory drugs (NSAID), antioxidants, lipid lowering agents, selective
e inhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of heat Shock proteins, anti-amyloid passive and active immunization, anti-
amyloid aggregation\inhibitors, and secretase inhibitors; and wherein the adjuvant
effects an immune respQnse comprising antibodies against pathological tau, for use in
the treatment, the prevention of the progression, or the ameliorating of at least one of
the symptoms associated witg AD in a human.

116. The components or antibody according to one of claims 111-115, wherein the
combination agent is to be administered prior to, simultaneously with, or after the
administration of an antibody according, to one of claims 1-25, a peptide according to
one of claims 88-91, and/or a compound afcording to one of claims 92-93.

117. A pharmaceutical composition comprising, a pharmaceut'ica!ly acceptable carrier
and/or diluent; and
a) an antibody according to one of claims 1-25; agd/or
b) a peptide according to one of claims 88-91; and/

c) a compound according to one of claims 92-93;
in combination with at least one combinantisn agent chosen from
acetylcholinesterase inhibitors, NMDA receptor antaggnists, transition metal
chelators, growth factors, hormones, non-steroidal antkinflammatory drugs
(NSAID), antioxidants, lipid lowering agents, selective Rhosphodiesterase
inhibitors, inhibitors of tau aggregation, inhibitors of protein kinasges, inhibitors of
heat shock proteins, anti-amyloid-passive and active immunization reagents,

anti-amyloid aggregation inhibitors, and secretase inhibitors.
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8. Use of an effective amount of at least one peptide according to one of claims 56-60

medicament for the treatment or the prevention of the progression of Alzheimer's

disease o{ related tauopathies.

119. The use\of claim 118, wherein the medicament is capable of reducing motor
impairment, impgoving motor function, reducing cognitive impairment, improving

cognitive function, o¢ a combination thereof.

120. Use of an effective §mount of at least one peptide according to one of claims 56-60
and/or at least one compodd according to one of claims 61-62 in the manufacture of a
medicament for the ameliorgtion of at least one of the symptoms associated with

Alzheimer's disease or related tayopathies.

121. The use according to one of claikys 118-120, wherein the medicament further

comprises an adjuvant that augments tRe immune response, which effects an immune
response comprising antibodies against pathological tau, thereby treating, preventing
the progression, or ameliorating at least\one of the symptoms associated with

Alzheimer’'s disease or related tauopathies in a Ruman.

122. The use of a peptide according to one of claifys 56-60 which effects an immune
response comprising antibodies against pathologicalNtau, in the manufacture of a
medicament for use in the treatment, the prevention\of the progression, or the
amelioration of at least one of the symptoms associated Wjth Alzheimer's disease or

related tauopathies in a human.

123. The use according to one of claims 118-121 wherein at lehst one peptide or

compound is administered in muitiple dosages over a period of at least ¥jx months.
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124, Use of an effective amount of the following components: at least one antibody
accoryjng to one of claims 1-25, and/or at [east one peptide according to one of claims
56-60, and/or at least one compound according to one of claims 61-62, in combination
with at leas{ one combination agent chosen from acetylcholinesterase inhibitors, NMDA
receptor antagpnists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inflammatory, drugs (NSAID), antioxidants, lipid lowering agents, selective
phosphodiesteraseNnhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shpck proteins, anti-amyloid passive and active immunization
reagents, anti-amyloid \aggregation inhibitors, and secretase inhibitors in the
manufacture of a medicamynt for the treatment or the prevention of the progression of

Alzheimer's disease or related\auopathies.

125. The use of claim 124, whergin the medicament is capable of reducing motor
impairment, improving motor functin, reducing cognitive impairment, improving

cognitive function, or a combination ther

126. Use of an effective amount of the following components: at least one antibody

according to one of claims 1-25, and/or at least dpe peptide according to one of claims
56-60, and/or at least one compound according to ®ne of claims 61-62, in combination
with at least one combination agent chosen from acetWcholinesterase inhibitors, NMDA
receptor antagonists, transition metal chelators, growth fagtors, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid [swering agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inh¥itors of protein kinases,
inhibitors of heat shock proteins, anti-amyloid-passive and\ active immunization
reagents, anti-amyloid aggregation inhibitors, and secretase \linhibitors in the
manufacture of a medicament for the amelioration of at least one &f the symptoms

associated with Alzheimer's disease or related tavopathies.

127. The use according to one of claims 125-126, wherein the medicamery further

comprises an adjuvant that augments the immune response; in combination

[235]




st one combination agent chosen from acetylcholinesterase inhibitors, NMDA
receptor antagonists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inNammatory drugs (NSAID), antioxidants, lipid lowering agents, selective
phosphodtjjesterase inhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of\heat shock proteins, anti-amyloid passive and active immunization, anti-
ation inhibitors, and secretase inhibitors; wherein the medicament
effects an immuRe response comprising antibodies against pathological tau, thereby
treating, preventing\the progression, or ameliorating at least one of the symptoms

associated with AD in'y human.

128. Use of a peptide accoxding to one of claims 56-60 together with an adjuvant that
augments the immune respoige; in combination with at least one combination agent
chosen from acetylcholinesterase inhibitors, NMDA receptor antagonists, transition
metal chelators, growth factors, \normones, non-steroidal anti-inflammatory drugs
(NSAID), antioxidants, lipid lowering\agents, selective phosphodiesterase inhibitors,
inhibitors of tau aggregation, inhibitors\of protein kinases, inhibitors of heat shock
proteins, anti-amyldid passive and acti immunization, anti-amyloid aggregation
inhibitors, and secretase inhibitors; wherelg the adjuvant an immune response
comprising antibodies against pathological tau, IR the manufacture of a medicament for
the treatment, the prevention of the progression, ox the amelioration of at least one of
the symptoms associated with Alzheimer's disease or¥glated tauopathies in a human.
129. The use according to one of claims 125-126, whereif\the combination agent is to
be administered prior to, simultaneously with, or after the adigjnistration of an antibody
according to one of claims 1-25, a peptide according to one of\¢laims 56-60, and/or a

compound according to one of claims 61-62.

130. Use of an effective amount of the following component or components: at least one

peptide according to one of claims 88-91 and/or at least one compound gccording to
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of claims 92-93 in the manufacture of a medicament for the treatment or the

prevgntion of the progression of Alzheimer's disease or related tauopathies.

131. The\use of claim 130, wherein the medicament is capable of reducing motor
impairment,\ improving motor function, reducing cognitive impairment, improving

cognitive functign, or a combination thereof.

132. Use of an effei{jve amount of the following component or components: at least one
peptide according to ope of claims 88-91 and/or at least one compound according to
one of claims 92-93 in thg manufacture of a medicament for the amelioration of at least
one of the symptoms assogjated with Alzheimer's disease or related tauopathies in a

subject.

133. The use according to one of, claims 130-132, wherein the medicament further
comprises an adjuvant that augments\the immune response, which effects an immune
response comprising antibodies agains pathological tau, thereby treating, preventing
the progression, or ameliorating at lealf one of the symptoms associated with

Alzheimer's disease or related tauopathies in § human.

134. Use of a peptide according to one of claims {6-60 together with an adjuvant that
augments the immune response, which effects immune response comprising
antibodies against pathological tau in the manufaclyre of a medicament for the
treatment, the prevention of the progression, or the amelgration of at least one of the
symptoms associated with Alzheimer's disease or related taudpathies in a human.

135. The use according to one of claims 130-133, wherein the Kgedicament is to be
administered intravenously, intramuscularly, subcutaneously, \ intraperitoneally,

intranasally, intracerebroventricularly, intrathecally, or as an aerosol.
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186. The use according to one of claims 130-133 and 135, wherein the effective amount
of exch peptide and/or compound is at least 1 ug per dose, at least 10 ug per dose, at

feast 180 pg per dose.

137. The usk according to claim 136, wherein the effective amount of the medicament is
at least 10 pg Rer dose in the presence of an adjuvant, and at least at least 100 ug per
dose in the absenge of an adjuvant.

138. The use accorying to one of claims 130-133 and 135-137, wherein the
medicament is to be adwriinistered in multiple dosages over a period of at least six
months.
139. Use of an effective amour¥_of the following components: at least one antibody
according to one of claims 1-25, ar/or at least one peptide according to one of claims
88-91, and/or at least one compoundgyccording to one of claims 92-93, in combination
with at least one combination agent chosgn from acetylcholinesterase inhibitors, NMDA
receptor antagonists, transition metal chelatQrs, growth factors, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidgnts, lipid lowering agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shock proteins, anti-arﬁyloid pasgive and active immunization, anti-
amyloid aggregation inhibitors, and secretase inhNitors in the manufacture of a
medicament for the treatment or prevention of the progregsion of Alzheimer's disease or
related tauopathies .
140. The use of claim 139, wherein the medicament is capable of reducing motor
impairment, improving motor function, reducing cognitive impairment, improving

cognitive function, or a combination thereof.

141. Use of an effective amount of the following components: at least

according to one of claims 1-25, and/or at least one peptide according to one\of claims
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-91, and/or at least one compound according to one of claims 92-93, in combination
witi\at least one combination agent chosen from acetylcholinesterase inhibitors, NMDA
receplyr antagonists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inflaymatory drugs (NSAID), antioxidants, lipid lowering agents, selective
phosphodiegterase inhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of Yeat shock proteins, anti-amyloid-passive and active immunization
reagents, anti-amyloid aggregation inhibitors, and secretase inhibitors in the
manufacture of a Iedicament for the amelioration of at least one of the symptoms

associated with Alzhelpner's disease or related tauopathies

142. The use according t& one of claims 139-141, wherein the medicament further
comprise an adjuvant that augments the immune response; in combination with at least
one combination agent choser\from acetylcholinesterase inhibitors, NMDA receptor

antagonists, transition metal chelajors, growth factors, hormones, non-steroidal anti-

jv]

inflammatory drugs (NSAID), ioxidants, lipid lowering agents, selective
phosphodiesterase inhibitors, inhibitors §f tau aggregation, inhibitors of protein kinases,
inhibitors of heat shock proteins, anti-am¥loid passive and active immunization, anti-
amyloid aggregation inhibitors, and secretasg inhibitors; and wherein the medicament
effects an immune response comprising antibydies against pathological tau, thereby
treating, preventing the progression, or ameliorafing at least one of the symptoms

associated with AD in the human.

143. Use of a peptide according to one of claims 56-60 in\¢ombination with at least one
ibitors, NMDA receptor

antagonists, transition metal chelators, growth factors, hormdges, non-steroidal anti-

combination agent chosen from acetylcholinesterase i
inflammatory drugs (NSAID), antioxidants, lipid lowerind\ agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors\of protein kinases,
inhibitors of heat shock proteins, anti-amyloid passive and active imNunization, anti-
amyloid aggregation inhibitors, and secretase inhibitors; and wherein\the adjuvant

effects an immune response comprising antibodies against pathological Xau, in the
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nufacture of a medicament for the treatment, the prevention of the progression, or
the ameliorating of at least one of the symptoms associated with AD in a human.

144. The\yse according to one of claims 139-143, wherein the combination agent is to
be administéged prior to, simultaneously with, or after the administration of an antibody
according to okg of claims 1-25, a peptide according to one of claims 88-91, and/or a
\ng to one of claims 92-93.

145. The use of an effagtive amount of at least one antibody according to one of claims
1-25 in the manufactureNof a medicament for the treatment or the prevention of the
progression of Alzheimer's digease or related tauopathies

146. The use of claim 145, wherein the medicament is capable of reducing motor
impairment, improving motor fungtion, reducing cognitive impairment, improving
cognitive function, or a combination theteof.

147. The use of an effective amount of at legst one antibody according to one of claims
1-25 in the manufacture of a medicament for ageliorating at least ane of the symptoms

associated with of Alzheimer's disease or relatedauopathies

148. The use according to one of claims 145-147, whexein the effective amount of each

antibody is at least 1 mg/kg body weight of the subject, p&y dose.

149. The use according to one of claims 145-147, wherein the\effective amount of each

antibody is at least 10 mg/kg body weight of the subject, per dos

150. The use according to one of claims 145-148, wherein the medjcament is to be

administered in multiple dosages over a period of at least six months.
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. The use according to one of claims 145-150, wherein the medicament is to be

adminjstered peripherally to a human subject to exert its beneficial effects.

152. The
peripherally

e according to claim 151, wherein the antibody, when administered

a human subject, binds to soluble tau, sarkosyl-insoluble tau, or to both.

153. The use acciding to claim 151, wherein the antibody, when administered
peripherally to a hum\an subject, binds to both soluble tau and sarkosyl-inscluble tau.
154. The use according td\claim 151, wherein the antibody, when administered
peripherally to a human subjgct, binds to tau, wherein tau is in one or more pathological
forms chosen from misorderedXau, misdisordered tau, sarkosyl-insoluble tau, neuro-
fibrillary tangles, neuropil threads \and neuritic plaques in a brain biopsy of a human
Alzheimer’s disease patient, in a braig sample from an animal model of Alzheimer's

disease.

155. The use according to one of claims 15154, wherein the antibody, when
administered peripherally to a human subject, axerts one or more effector-function

mediated beneficial effects on the subject.

156. An effective amount of at least one peptide accyrding to one of claims 88-91 for
use in the treatment or the prevention of the progression of Alzheimer's disease or
related tauopathies.
157. An effective amount of at least one peptide according to oge of claims 88-91 for
use in ameliorating at least one of the symptoms associated with oMNAlzheimer's disease

or related tauopathies.

s 88-91, in

combination with at least one combination agent chosen from acetylcholigesterase

158. An effective amount of at least one peptide according to one of clai
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ibitors, NMDA receptor antagonists, transition metal chelators, growth factors,
hormones, non-steroidal anti-inflammatory drugs (NSAID), antioxidants, lipid lowering
agents), selective phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors
of protein kinases, inhibitors of heat shock proteins, anti-amyloid passive and active
immunizatiog reagents, anti-amyloid aggregation inhibitors, and secretase inhibitors for
use in the tregtment or the prevention of the progression of Alzheimer's disease or
related tauopathies, for use in ameliorating at least one of the symptoms associated
with Alzheimer's disgase or related tauopathies.

158. An effective amouN} of at least one peptide according to one of claims 88-91, in
combination with an adju%ant, for use in ameliorating at least one of the symptoms

associated with Alzheimer's digease or related tauopathies.

160. Use of an effective amount of\at least one peptide according to one of claims 88-91
in the manufacture of a medicament for the treatment or the prevention of the
progression of Alzheimer's disease or rglated tauopathies.

161. The use of claim 160, wherein the Redicament is capable of reducing motor
impairment, improving motor function, redycing cognitive impairment, improving

cognitive function, or a combination thereof.

162. Use of an effective amount of at least one peptidé\according to one of claims 88-91
in the manufacture of a medicament for the amelioration §f at least one of the symptoms

associated with Alzheimer's disease or related tauopathies.

163. Use of an effective amount of at least one peptide accordiyg to one of claims 88-
91, in combination with at least one combination ayent chosen from
acetyicholinesterase inhibitors, NMDA receptor antagonists, transitiog metal chelators,

growth factors, hormones, non-steroidal anti-inflammatory drugs (NSAIR), antioxidants,

lipid lowering agents, selective phosphodiesterase inhibitors, inhibifors of tau
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regation, inhibitors of protein kinases, inhibitors of heat shock proteins, anti-amyloid
passiNe and active immunization reagents, anti-amyloid aggregation inhibitors, and
3¢ inhibitors in the manufacture of a medicament for the treatment or the

f the progression of Alzheimer's disease or related tauopathies

164. Use of an gffective amount of at least one peptide according to one of claims 88-
91, in combinaiion with at least one combination agent chosen from
acetylcholinesterasé Nphibitors, NMDA receptor antagonists, transition metal chelators,
growth factors, hormongg, non-steroidal anti-inflammatory drugs (NSAID), antioxidants,
lipid lowering agents, Sglective phosphodiesterase inhibitors, inhibitors of tau
aggregation, inhibitors of protein kinases, inhibitors of heat shock proteins, anti-amyloid
passive and active immunization reagents, anti-amyloid aggregation inhibitors, and
secretase inhibitors in the manufagture of a medicament for the amelioration of at least
one of the symptoms associated with\Alzheimer's disease or related tauopathies.

165. An isolated peptide wherein the pepfide’s amino acid sequence is SEQ ID NO.

108.

166. An effective amount of the peptide accordin\ \[o claim 165 for use in the treatment

)
or the prevention of the progression of Alzheimer's di \ease or related tauopathies

tauopathies.

mbination with at
ibitors, NMDA
receptor antagonists, transition metal chelators, growth factors, hormonesN\non-steroidal

168. An effective amount of the peptide according to claim 165, in’

least one combination agent chosen from acetylcholinesterase ir

anti-inflammatory drugs (NSAID), antioxidants, lipid lowering agents)\ selective

phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibiiors of proteih
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ibitors of heat shock proteins, anti-amyloid passive and active immunization
reagents, anti-amyloid aggregation inhibitors, and secretase inhibitors for use in the
nt or the prevention of the progression of Alzheimer's disease or related
\es, for use in ameliorating at least one of the symptoms associated with of
Alzheimer'd\disease or related tauopathies.

169. An effectivk amount of the peptide according to claim 165, in combination with an
adjuvant, for useNn ameliorating at least one of the symptoms associated with of
Alzheimer's disease & related tauopathies.
170. Use of an effecti

manufacture of a medicameXt for the treatment or the prevention of the progression of

amount of the peptide according to claim 165 in the
Alzheimer's disease or related Yauopathies.

171. The use of claim 170, wherajn the medicament is capable of reducing motor
impairment, improving motor functign, reducing cognitive impairment, improving
cognitive function, or a combination ther
172. Use of an effective amount of the Reptide according to claim 165 in the
manufacture of a medicament for the amelioration of at least one of the symptoms
associated with Alzheimer's disease or related taudgathies.

173. Use of an effective amount of the peptide accordiNg to claim 165, in combination
with at least one combination agent chosen from acetylchdlinesterase inhibitors, NMDA
receptor antagonists, transition metal chelators, growth factodg, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid loweing agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibityrs of protein kinases,
inhibitors of heat shock proteins, anti-amyloid passive and five immunization

reagents, anti-amyloid aggregation inhibitors, and secretase iNhibitors in the
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mynufacture of a medicament for the treatment or the prevention of the progression of

Alzhiimer's disease or related tauopathies.

174. Use xf an effective amount of the peptide according to claim 165, in combination
with at least'\Qne combination agent chosen from acetylcholinesterase inhibitors, NMDA
receptor antagogists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inflammatory \ drugs (NSAID), antioxidants, lipid lowering agents, selective
phosphodiesterase iKhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shdgk proteins, anti-amyloid passive and active immunization
reagents, anti-amyloid 'gggregation inhibitors, and secretase inhibitors in the
manufacture of a medicamapt for the amelioration of at least one of the symptoms

associated with Alzheimer's disgase or related tauopathies.

175. A compound comprising the isdlated peptide according to claim 165 and a moiety,

wherein the moiety is N-terminal and conprises keyhole limpet hemocyanin.

176. An effective amount of the compound according to claim 175 for use in the
treatment or the prevention of the progresdion of Alzheimer's disease or related

tauopathies.

177. An effective amount of the compound accoNling to claim 175 for use in
ameliorating at least one of the symptoms associated Wth of Alzheimer's disease or

related tauopathies.

178. An effective amount of the compound according to claim 178, in combination with
at least one combination agent chosen from acetylcholinesterasa, inhibitors, NMDA
receptor antagonists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid lowering ageNts, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors of protsjn kinases,

inhibitors of heat shock proteins, anti-amyloid passive and active imm\nization
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reggents, anti-amyloid aggregation inhibitors, and secretase inhibitors for use in the
trealgent or the prevention of the progression of Alzheimer's disease or related
tauopathies, for use in ameliorating at least one of the symptoms associated with

AlzheimeNg disease or related tauopathies.

179. An effective amount of the compound according to claim 175, in combination with
an adjuvant, for Nse in ameliorating at least one of the symptoms associated with of

Alzheimer's disease\pr related tauopathies.

180. Use of an effecting amount of the compound according to claim 175 in the
manufacture of a medicami&nt for the treatment or the prevention of the progression of

Alzheimer's disease or related\fauopathies.

181. The use of claim 180, whergin the medicament is capable of reducing motor
impairment, improving motor funclipn, reducing cognitive impairment, improving

cognitive function, or a combination therapf.

182. Use of an effective amount of the cdmpound according to claim 175 in the
manufacture of a medicament for the ameliorafion of at least one of the symptoms

associated with Alzheimer's disease or related tau\ athies.

183. Use of an effective amount of the compound\ according to claim 175, in
combination with at least one combination agent chos: Q from acetylcholinesterase
inhibitors, NMDA receptor antagonists, transition metal chelators, growth factors,
hormones, non-stercidal anti-inflammatory drugs (NSAID), aﬁt\ xidants, lipid lowering
agents, selective phosphodiesterase inhibitors, inhibitors of tau a regation, inhibitors
of protein kinases, inhibitors of heat shock proteins, anti-amyloid\‘ ssive and active
immunization reagents, anti-amyloid aggregation inhibitors, and secrét_ e inhibitors in
the manufacture of a medicament for the treatment or the prevention of th progression

of Alzheimer's disease or related tauopathies.
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184\ ,Use of an effective amount of the compound according to claim 175, in
combirigtion with at least one combination agent chosen from acetylcholinesterase
inhibitors \ NMDA receptor antagonists, transition metal chelators, growth factors,
hormones, non-steroidal anti-inflammatory drugs (NSAID), antioxidants, lipid lowering
agents, selecti ¢ phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors
of protein kinased\ inhibitors of heat shock proteins, anti-amyloid passive and active
immunization reagé {8, anti-amyloid aggregation inhibitors, and secretase inhibitors in
the manufacture of a mgdicament for the amelioration of at least one of the symptoms

associated with Alzheimer disease or related tauopathies.

185. An isolated antibody that bids tau epitopes HQPGGG, HVPGGG, and HKPGGG

in a conformationally-specific man

186. An effective amount of the antibod ccording to claim 185 for use in the treatment

or the prevention of the progression of Aizh imer's disease or related tauopathies

187. An effective amount of the antibody accordiqg to claim 185 for use in ameliorating
at least one of the symptoms associated wily  Alzheimer's disease or related

tauopathies.

188. An effective amount of the antibody according to claim\185, in combination with at
least one combination agent chosen from acetylcholinesterase inhibitors, NMDA
receptor antagonists, transition metal chelators, growth factors, hdgmones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid lowering\ agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors o\protein kinases,
inhibitors of heat shock proteins, anti-amyloid passive and active \\mmunization
reagents, anti-amyloid aggregation inhibitors, and secretase inhibitors for\use in the

treatment or the prevention of the progression of Alzheimer's disease oN related
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opathies, for use in ameliorating at least one of the symptoms associated with

Alzhgimer's disease or related tauopathies.

189. Use\ of an effective amount of the antibody according to claim 185 in the
of a medicament for the treatment or the prevention of the progression of
Alzheimer's disease or related tauopathies.

190. The use of clgim 189, wherein the medicament is capable of reducing motor
impairment, improving, motor function, reducing cognitive impairment, improving
cognitive function, or a conbination thereof.

191. Use of an effective arkount of the antibody according to claim 185 in the
manufacture of a medicament fgr the amelioration of at least one of the symptoms

associated with Alzheimer's disease\or related tauopathies.

192. Use of an effective amount of the axtibody according to claim 185, in combination
with at least one combination agent chosem\from acetylcholinesterase inhibitors, NMDA
receptor antagonists, transition metal chelatord, growth factors, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidantg, lipid lowering agents, selective
phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors of protein kinases,
inhibitors of heat shock proteins, anti-amyloid pagsive and active immunization
reagents, anti-amyloid aggregation inhibitors, and \secretase inhibitors in the
manufacture of a medicament for the treatment or the prewention of the progression of
Alzheimer's disease or related tauopathies
193. Use of an effective amount of the antibody according to claim 385, in combination

with at least one combination agent chosen from acetylcholinesterase Yohibitors, NMDA
receptor antagonists, transition metal chelators, growth factors, hormones, non-steroidal
anti-inflammatory drugs (NSAID), antioxidants, lipid lowering agents, selectie

phosphodiesterase inhibitors, inhibitors of tau aggregation, inhibitors of protei
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inhipitors of heat shock proteins, anti-amyloid passive and active immunization
reageqts, anti-amyloid aggregation inhibitors, and secretase inhibitors in the
manufasjure of a medicament for the amelioration of at least one of the symptoms

associated\with Alzheimer’s disease or related tauopathies.




CLAIMS

1. A synthetic peptide whose amineo acid sequence consists of CKDNIKHVPGGGS
(SEQ ID NO: 218), or a salt thereof.

2. A compound comprising a peptide whose amino acid sequence consists of SEQ
ID NO: 218 (CKDNIKHVPGGGS) that is linked to keyhole limpet hemocyanin (KLH) at
the N-terminal end of the peptide, or a salt thereof.

3. The compound according to claim 2, wherein the KLH is conjugated to the N-

terminal cysteine via a maleimide crosslinker.

4. A pharmaceutical composition comprising the compound according to claim 2 or
claim 3, and further comprising a pharmaceutically acceptable carrier, and/or a diluent,

and/or an adjuvant.

5. The pharmaceutical composition of claim 4, wherein the adjuvant is aluminum
hydroxide.
6. An immunogenic composition comprising the peptide according to claim 1 and a

pharmaceutically acceptable excipient.

7. The immunogenic composition of claim 6, further comprising aluminum
hydroxide.
8. A pharmaceutical composition comprising a compound according to claim 2 or

claim 3 and a pharmaceutically acceptable carrier.

9. A pharmaceutical composition comprising a compound according to claim 2 or

claim 3 and a pharmaceutically acceptable diluent.
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10. A pharmaceutical composition comprising a compound according to claim 2 or

claim 3 and a pharmaceutically acceptable adjuvant.

11.  The pharmaceutical compasition of claim 10, wherein the adjuvant is aluminum

hydroxide.

12.  Animmunogenic composition comprising the compound according to claim 2 and

an adjuvant containing aluminum.

13.  An immunogenic composition comprising a synthetic peptide whose amino acid
sequence consists of KDNIKHVPGGGS (SEQ ID NO: 108), or a salt thereof, and an

adjuvant containing aluminum.

14. The use of the peptide or compound of any one of claims 1-3 in the
manufacture of a medicament for the treatment or the prevention of the progression of

Alzheimer's disease or related tauopathies in a subject.

15. A peptide or compound of any one of claims 1-3 for use in the treatment or

diagnosis of a disease chosen from Alzheimer's disease and related tauopathies.
16. The use of the immunogenic composition of claim 13 in the manufacture of a
medicament for the treatment or the prevention of the progression of Alzheimer's

disease or related tauopathies in a subject.

17. An immunogenic composition of claim 13 for use in the treatment or diagnosis

of a disease chosen from Alzheimer's disease and related tauopathies.
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