= | @ N
A is selected from the group consisting of N , N , N , )
E
/ \ Z SN—
N o @),
\__/ \ \

@@

available position, wherein

/ ©§>
and can be attached to Q at any

/ |
~
N , Rl'is not -CN, -halogen or -CFs;; wherein

is substituted

by one or more substituents RI, wherein if A is

N
= | E
. O
if A _is N or Rj is not -halogen; and wherein \%

Z>N-N
oo O T
=
x N , and NN can be optionally substituted by one or more

substituents R;

B is selected from the group consisting of O and NR#;

E and V are independently selected from the group consisting of N, NR%, O and S;

G is selected from the group consisting of a benzene ring; and a pyridine ring;

J is selected from the group consisting of O and N-R?;
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R! is selected from the group consisting of H and alkyl;
R? is independently selected from the group consisting of alkyl, F and =O, wherein the
alkyl can be optionally substituted by halogen, —OH or —O—alkyl and wherein if two R? are

geminal they can be joined to form a 3 to 6-membered ring;

R®and R* are independently selected from the group consisting of H and alkyl, wherein

the alkyl can be optionally substituted by halogen, —OH or —O-alkyl;

R® is selected from the group consisting of H and alkyl;

niso0,1, 2, 3or4.

r and s are independently 0, 1, 2 or 3; and

t and u are independently 1, 2 or 3.

In another aspect, the present disclosure refers to compound selected from the group consisting
of:

o]

C
w

=

4

Fs

%@

o

4

\
_,.I

@@
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In another aspect, the present disclosure refers to a pharmaceutical composition comprising a

compound disclosed herein and optionally a pharmaceutically acceptable carrier or excipient.

In yet another aspect, the present disclosure refers to a compound disclosed herein, for use as

a medicament.

In a further aspect, the present disclosure refers to a compound of formula (1):




and all stereoisomers, racemic mixtures, tautomers, pharmaceutically acceptable salts, hydrates,

solvates and polymorphs thereof;

for use in the treatment, alleviation or prevention of a disorder-er-abnormality-associated-with-Tau
protein—aggregates_selected from Alzheimer’'s disease (AD), familial AD, Primary Age-Related

Tauopathy (PART), Creutzfeldt-Jacob disease, dementia pugilistica, Down’s Syndrome,

Gerstmann-Straussler-Scheinker _disease (GSS), inclusion-body myositis, prion protein _cerebral

amyloid angiopathy, traumatic brain injury (TBI), amyotrophic lateral sclerosis (ALS), Parkinsonism-

dementia complex of Guam, non-Guamanian _motor neuron disease with neurofibrillary tangles,

argyrophilic grain disease, corticobasal degeneration (CBD), diffuse neurofibrillary tangles with

calcification, frontotemporal dementia with Parkinsonism linked to chromosome 17 (FTDP-17),

Hallervorden-Spatz disease, multiple system atrophy (MSA), Niemann-Pick disease type C, pallido-

ponto-nigral degeneration, Pick’'s disease (PiD), progressive subcortical gliosis, progressive

supranuclear palsy (PSP), subacute sclerosing panencephalitis, tangle predominant dementia,

postencephalitic _Parkinsonism, myotonic _dystrophy, subacute sclerosis panencephalopathy,

mutations in LRRK2, chronic traumatic encephalopathy (CTE), familial British dementia, familial

Danish dementia, other frontotemporal lobar degenerations, Guadeloupean Parkinsonism,

neurodegeneration with brain iron accumulation, SLC9A6-related mental retardation, white matter

tauopathy with globular glial inclusions, epilepsy, Lewy body dementia (LBD), mild cognitive

impairment (MCI), multiple sclerosis, Parkinson's disease, HIV-related dementia, adult onset

diabetes, senile cardiac amyloidosis, glaucoma, ischemic stroke, psychosis in AD and Huntington's

disease, preferably Alzheimer’'s disease (AD), corticobasal degeneration (CBD), Pick's disease

(PiD), and progressive supranuclear palsy (PSP),

wherein

= | | AN /N |
NS -~ N NS
. - N N N
A is selected from the group consisting of , , , ,

E - N/N\
O QT
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N
2 X ~
SRS Ne Oy
wherein N , N , N , , \_/
O 0
N and can be attached to Q at any
= N =
Siele
N , N , N and

= |
N
N , R is not -CN, -halogen or -CFs;;

available position, wherein is substituted

by one or more substituents Ri, wherein if A is

N
Z | E
. @)
wherein if Ais N or R] is not -halogen; and wherein v ,
/ -
oG O
\N and can be optionally substituted by one or more

substituents R;




B is selected from the group consisting of O and NR?,;

E and V are independently selected from the group consisting of N, NR®, O and S;
G is selected from the group consisting of a benzene ring; and a pyridine ring;

J is selected from the group consisting of O and N-R?;

Q is selected from the group consisting of N and C-R?;

Y is selected from the group consisting of CZ and N;

Y!is selected from the group consisting of CZ and N;

Y2 is selected from the group consisting of CZ and N;

Y3 is selected from the group consisting of CZ and N;

Z is independently selected from the group consisting of H, halogen, O-alkyl, alkyl and
CN;

(R%)n

an\

—N J
R is independently selected from the group consisting of /' and -NR°R*;

R?# is selected from the group consisting of H and alkyl;
RP, R¢, RY, R®, R', and RY are independently selected from the group consisting of H and

alkyl, or any two of R®, R¢, RY, R¢, R', and R? may be joined to form a 3 to 8-membered

ring;
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Rl is independently selected from the group consisting of —halogen, —O—alkyl, —-CF3, —CN,

(R?)n

a b
S —N/_’_\J
—N J \ d/
-NR°R?, t U and c , wherein a C1., carbon atom-containing bridge

can be present between the a carbon atom and the ¢ or d carbon atom or wherein a Ci.,
carbon atom-containing bridge can be present between the b carbon atom and the c or d
carbon atom;

R!is selected from the group consisting of H and alkyl;

R? is independently selected from the group consisting of alkyl, F and =O, wherein the
alkyl can be optionally substituted by halogen, —OH or —O-alkyl and wherein if two R? are

geminal they can be joined to form a 3 to 6-membered ring;

R®and R* are independently selected from the group consisting of H and alkyl, wherein

the alkyl can be optionally substituted by halogen, —OH or —O-alkyl;
R is selected from the group consisting of H and alkyl;

nis0,1, 2, 3or4,

r and s are independently 0, 1, 2 or 3; and

t and u are independently 1, 2 or 3.

In another aspect, the present disclosure refers to a use of a compound disclosed herein, in the

manufacture of a medicament for treating, preventing or alleviating a disorder-er—abnrermality

associated-with-Tau-proteinaggregates_selected from Alzheimer’'s disease (AD), familial AD,

Primary Age-Related Tauopathy (PART), Creutzfeldt-Jacob disease, dementia pugilistica,

Down’s Syndrome, Gerstmann-Straussler-Scheinker disease (GSS), inclusion-body myositis,

prion protein cerebral amyloid angiopathy, traumatic brain injury (TBI), amyotrophic lateral

sclerosis (ALS), Parkinsonism-dementia complex of Guam, non-Guamanian motor neuron

disease with neurofibrillary tangles, argyrophilic grain disease, corticobasal degeneration (CBD),




diffuse neurofibrillary tangles with calcification, frontotemporal dementia with Parkinsonism

linked to chromosome 17 (FTDP-17), Hallervorden-Spatz disease, multiple system atrophy

(MSA), Niemann-Pick disease type C, pallido-ponto-nigral degeneration, Pick’s disease (PiD),

progressive subcortical gliosis, progressive supranuclear palsy (PSP), subacute sclerosing

panencephalitis, tangle predominant dementia, postencephalitic Parkinsonism, myotonic

dystrophy, subacute sclerosis panencephalopathy, mutations in LRRK2, chronic traumatic

encephalopathy (CTE), familial British dementia, familial Danish dementia, other frontotemporal

lobar degenerations, Guadeloupean Parkinsonism, neurodegeneration with brain iron

accumulation, SLC9A6-related mental retardation, white matter tauopathy with globular glial

inclusions, epilepsy, Lewy body dementia (LBD), mild cognitive impairment (MCI), multiple

sclerosis, Parkinson's disease, HIV-related dementia, adult onset diabetes, senile cardiac

amyloidosis, glaucoma, ischemic stroke, psychosis in AD and Huntington's

disease, preferably Alzheimer’s disease (AD), corticobasal degeneration (CBD), Pick’s disease

(PiD), and progressive supranuclear palsy (PSP).

In yet another aspect, the present disclosure refers to a compound disclosed herein, for use in
decreasing Tau aggregation.



In a further aspect, the present disclosure refers to a compound disclosed herein, for use in
preventing formation of Tau aggregates and/or for use in inhibiting Tau aggregation.

In another aspect, the present disclosure refers to a compound disclosed herein, for use in
interfering intracellularly with Tau aggregates.

In yet another aspect, the present disclosure refers to a compound disclosed herein, for use in

reducing Tau misfolding and hyperphosphorylation in vivo.

In a further aspect, the present disclosure refers to a compound disclosed herein, for use in

reducing neuroinflammatory markers.

In another aspect, the present disclosure refers to a use of a compound disclosed herein, in the

manufacture of a medicament for decreasing Tau aggregation in vivo.

In yet another aspect, the present disclosure refers to a use of a compound disclosed herein, in
the manufacture of a medicament for preventing the formation of Tau aggregates and/or for
inhibiting Tau aggregation in vivo.

In a further aspect, the present disclosure refers to a use of a compound disclosed herein in the

manufacture of a medicament for interfering intracellularly with Tau aggregates in vivo.

In another aspect, the present disclosure refers to a use of a compound disclosed herein, in the

manufacture of a medicament for reducing Tau misfolding and hyperphosphorylation in vivo.

In yet another aspect, the present disclosure refers to a use of a compound disclosed herein, in

the manufacture of a medicament for reducing neuroinflammatory markers in vivo.

In a further aspect, the present disclosure refers to a mixture comprising a compound disclosed
herein and at least one further biologically active compound selected from a therapeutic agent
different from the compound disclosed herein, wherein the mixture further comprises at least

one of a pharmaceutically acceptable carrier, a diluent and an excipient.
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In another aspect, the present disclosure refers to a use of the compound disclosed herein as

an analytical reference or an in vitro screening tool.

It was an object of the present disclosure to provide compounds that can be employed in the
treatment, alleviation or prevention of a group of disorders and abnormalities associated with
Tau protein aggregates including, but not limited to, NFTs, such as Alzheimer’s disease (AD).
Furthermore, there exists a need in the art for compounds which can be used as therapeutic
agents for (a) decreasing Tau aggregates/NFTs by recognizing aggregated Tau and
disaggregating Tau, for example by changing the Tau aggregate molecular conformation, and/or
(b) preventing the formation of Tau aggregates, and/or (c) interfering intracellularly with Tau
aggregates, and/or (d) reducing Tau misfolding and hyperphosphorylation in vivo and/or (f)
reducing neuroinflammatory markers. The present inventors have surprisingly found that these

objects can be achieved by the compounds of formula (I) as described hereinafter.

The compounds of formula (I) (a) display high capability in decreasing Tau aggregates by
recognizing aggregated Tau and disaggregating Tau, for example by changing the Tau
aggregate molecular conformation, and/or (b) prevent the formation of Tau aggregates, and/or
(c) interfere intracellularly with Tau aggregates, and/or (d) reduce Tau misfolding and
hyperphosphorylation in vivo and/or (f) reduce neuroinflammatory markers. While not wishing to
be bound by theory, it is assumed that the compounds of formula (1) inhibit the Tau aggregation
or disaggregate preformed Tau aggregates including when present intracellularly. Due to their
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1.

CLAIMS

A compound of formula (1):

(1

and all stereoisomers, racemic mixtures, tautomers, pharmaceutically acceptable salts,

hydrates, solvates and polymorphs thereof;

wherein

@@E]

is selected from the group consisting of ,

“QC @@ iwa/

and X wherein
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E _N
OO ¢ O
| Vi NS SN g
=

Z N
g .y
~ N  can be attached to Q at any available position, wherein N ,

e
=N |
N N : . _ :
, and is substituted by one or more substituents R/,
2 | /N
N E\ |
N™ R s not -CN, -halogen or -CFs; wherein if Ais N

@@ ]
is _not -halogen; and wherein
and can be optionally substituted by one or more

substituents R;

wherein if A is

B is selected from the group consisting of O and NR?,;

E and V are independently selected from the group consisting of N, NR®, O and S;

G is selected from the group consisting of a benzene ring; and a pyridine ring;

J is selected from the group consisting of O and N-R?;

Q is selected from the group consisting of N and C-R?;

Y is selected from the group consisting of CZ and N, provided that when Y is N and Y?, Y?
and Y2 are CZ, B is N-alkyl or O;
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Y!is selected from the group consisting of CZ and N;
Y2 is selected from the group consisting of CZ and N;
Y3 is selected from the group consisting of CZ and N;

Z is independently selected from the group consisting of H, halogen, O-alkyl, alkyl and
CN;
(R%)n

am

—N J
R is independently selected from the group consisting of /" and -NR3R%;

R? is selected from the group consisting of H and alkyl;

RP, R, RY, R¢, Rf, and RY are independently selected from the group consisting of H and
alkyl, or any two of R®, R¢, RY, R®, Rf, and RY may be joined to form a 3 to 8-membered
ring;

R is independently selected from the group consisting of —halogen, —O-alkyl, —CF3, —CN,

(R
|

s _
-NR3R%, t U and c d , Wherein a C;-, carbon atom-containing bridge

can be present between the a carbon atom and the ¢ or d carbon atom or wherein a Ci.,

P
N
>

Q
(2

N
A

(

carbon atom-containing bridge can be present between the b carbon atom and the c or d

carbon atom;

R! is selected from the group consisting of H and alkyl;

R? is independently selected from the group consisting of alkyl, F and =O, wherein the
alkyl can be optionally substituted by halogen, —OH or —O-alkyl and wherein if two R? are

geminal they can be joined to form a 3 to 6-membered ring;
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R* and R* are independently selected from the group consisting of H and alkyl, wherein
the alkyl can be optionally substituted by halogen, —OH or —O-alkyl;

R® is selected from the group consisting of H and alkyl;

niso0,1, 2, 3or4.

r and s are independently 0, 1, 2 or 3; and

t and u are independently 1, 2 or 3.

The compound according to claim 1, which is a compound of formula (la):

(Ia)

Wherein A, B, R°, R¢, RY, R, R, RY, Y and Z are as defined in claim 1.
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3. The compound according to claim 1, which is a compound of formula (Ib):

(Ib)

V

can be attached to Q or to N at any available position, and

4.  The compound according to any one of claims 1 to 3, wherein A is

Qe
Qe

wherein

wherein can be optionally substituted by one or more substituents R.
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5. The compound according to any one of claims 1 to 4, which is a compound of the formula

(Ic):

EYR
\%
Z N
Z
A\
Z N
\
Z H
(Ic)

wherein E, R, V and Z are as defined in claim 1.
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6. The compound according to claim 1 , wherein the compound is selected from the group
consisting of

3 F o
E
>N
N/©:S\>\NH N/©[N \ ; N/@'%N/
N N : AN ©
/ /
F
MeO
F
: >—N o
N/©is\>\NH Qj@‘ i N’@)\N/
" | N HN N
/
E MeO N F
N >N
NN /©:S A\ N
/ NQS%Nuo Qj@! ; N@[ N
HN N o o N o

N
HN N H
R 0] / R / N\
Q[%N 7\ @i%N F N/%N\_/0
e N=C TN )
N N h
H /
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#8. A pharmaceutical composition comprising a compound as defined in any one of claims 1

to 67 and optionally a pharmaceutically acceptable carrier or excipient.

89. The compound as defined in any one of claims 1 to 67, for use as a medicament.
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910. A compound of formula (I):

0]

and all stereoisomers, racemic mixtures, tautomers, pharmaceutically acceptable salts,

hydrates, solvates and polymorphs thereof;

for use in the treatment, alleviation or prevention of a disorder-erabnermality-asseciated
with-Tauprotein-aggregates selected from Alzheimer’s disease (AD), familial AD, Primary
Age-Related Tauopathy (PART), Creutzfeldt-Jacob disease, dementia pugilistica, Down’s

Syndrome, Gerstmann-Straussler-Scheinker disease (GSS), inclusion-body myositis,

prion protein cerebral amyloid angiopathy, traumatic brain injury (TBI), amyotrophic lateral

sclerosis (ALS), Parkinsonism-dementia complex of Guam, non-Guamanian motor neuron

disease with neurofibrillary tangles, argyrophilic grain disease, corticobasal degeneration

(CBD), diffuse neurofibrillary tangles with calcification, frontotemporal dementia with

Parkinsonism linked to chromosome 17 (FTDP-17), Hallervorden-Spatz disease, multiple

system atrophy (MSA), Niemann-Pick disease type C, pallido-ponto-nigral degeneration,

Pick’'s disease (PiD), progressive subcortical gliosis, progressive supranuclear palsy

(PSP), subacute sclerosing panencephalitis, tangle predominant dementia,

postencephalitic Parkinsonism, myotonic dystrophy, subacute sclerosis

panencephalopathy, mutations in LRRK2, chronic traumatic encephalopathy (CTE),

familial British dementia, familial Danish dementia, other frontotemporal lobar

degenerations, Guadeloupean Parkinsonism, neurodegeneration with brain iron

accumulation, SLC9A6-related mental retardation, white matter tauopathy with globular

glial inclusions, epilepsy, Lewy body dementia (LBD), mild cognitive impairment (MCI),

multiple sclerosis, Parkinson's disease, HIV-related dementia, adult onset diabetes, senile

cardiac _amyloidosis, glaucoma, ischemic stroke, psychosis in AD and Huntington's
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disease, preferably Alzheimer's disease (AD), corticobasal degeneration (CBD), Pick’s

disease (PiD), and progressive supranuclear palsy (PSP),

wherein

is selected from the group consisting of
“< )P CI@Q T
\_/ \ N\N/
N
= N =
oy Q)
— X ~N X
~ N wherein N™ N™ N~ :
E
/N Z>N-N =
N O O N \
/ Vo OSNeSN SNy and
zZ ~ |
N
g <
~ N  can be attached to Q at any available position, wherein N ,

e
=N |
N N . . _ .
, and is substituted by one or more substituents R/,
2 | /N
N = |
N or

N , Rl is not -CN, -halogen or -CFs;; wherein if A is

Qeags)

wherein if A is

(I,

| is not -halogen; and wherein
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Z N Z N
) )

N-
~ N and can be optionally substituted by one or more

substituents R;

B is selected from the group consisting of O and NR?,;

E and V are independently selected from the group consisting of N, NR®, O and S;
G is selected from the group consisting of a benzene ring, and a pyridine ring;

J is selected from the group consisting of O and N-R?;

Q is selected from the group consisting of N and C-R?;

Y is selected from the group consisting of CZ and N;

Y1 is selected from the group consisting of CZ and N;

Y2 is selected from the group consisting of CZ and N;

Y3 is selected from the group consisting of CZ and N;

Z is independently selected from the group consisting of H, halogen, O-alkyl, alkyl and
CN;

(R%)n

am

—N J
R is independently selected from the group consisting of /" and -NR3R%;

R is selected from the group consisting of H and alkyl;

R°, RS, RY R®, R, and RY are independently selected from the group consisting of H and
alkyl, or any two of R®, R®, RY, R¢, Rf, and R? may be joined to form a 3 to 8-membered
ring;
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Rl is independently selected from the group consisting of —halogen, —O—-alkyl, —CF3, —CN,

(R?)n,

a b
S —N/_L\J
N t ! d

—NR3R4, U and c , Wherein a Ci.» carbon atom-containing bridge

can be present between the a carbon atom and the ¢ or d carbon atom or wherein a Ci.,
carbon atom-containing bridge can be present between the b carbon atom and the c or d
carbon atom;

R! is selected from the group consisting of H and alkyl;

R? is independently selected from the group consisting of alkyl, F and =O, wherein the
alkyl can be optionally substituted by halogen, —OH or —O-alkyl and wherein if two R? are

geminal they can be joined to form a 3 to 6-membered ring;

R® and R* are independently selected from the group consisting of H and alkyl, wherein
the alkyl can be optionally substituted by halogen, —OH or —O-alkyl;

R°® is selected from the group consisting of H and alkyl;
nis0,1, 2, 3or4,

r and s are independently 0, 1, 2 or 3; and

t and u are independently 1, 2 or 3.

1011. The compound for use according to claim 910, wherein the compound of formula (I) is as

defined in any one of claims 1 to 67.

1112. Use of a compound as defined in any of claims 1 to 6-6+97, in the manufacture of a

medicament for treating, preventing or alleviating a disorder er—abnermality-asseciated
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13.

14.

15.

16.

diserder—is—selected from Alzheimer's disease (AD), familial AD, Primary Age-Related
Tauopathy (PART), Creutzfeldt-Jacob disease, dementia pugilistica, Down’s Syndrome,

Gerstmann-Straussler-Scheinker disease (GSS), inclusion-body myositis, prion protein
cerebral amyloid angiopathy, traumatic brain injury (TBI), amyotrophic lateral sclerosis
(ALS), Parkinsonism-dementia complex of Guam, non-Guamanian motor neuron disease
with neurofibrillary tangles, argyrophilic grain disease, corticobasal degeneration (CBD),
diffuse neurofibrillary tangles with calcification, frontotemporal dementia with
Parkinsonism linked to chromosome 17 (FTDP-17), Hallervorden-Spatz disease, multiple
system atrophy (MSA), Niemann-Pick disease type C, pallido-ponto-nigral degeneration,
Pick's disease (PiD), progressive subcortical gliosis, progressive supranuclear palsy
(PSP), subacute sclerosing panencephalitis, tangle predominant dementia,
postencephalitic Parkinsonism, myotonic dystrophy, subacute sclerosis
panencephalopathy, mutations in LRRK2, chronic traumatic encephalopathy (CTE),
familial British dementia, familial Danish dementia, other frontotemporal lobar
degenerations, Guadeloupean Parkinsonism, neurodegeneration with brain iron
accumulation, SLC9AG6-related mental retardation, white matter tauopathy with globular
glial inclusions, epilepsy, Lewy body dementia (LBD), mild cognitive impairment (MCI),
multiple sclerosis, Parkinson's disease, HIV-related dementia, adult onset diabetes, senile
cardiac amyloidosis, glaucoma, ischemic stroke, psychosis in AD and Huntington's

disease, preferably Alzheimer’'s disease (AD), corticobasal degeneration (CBD), Pick’s

disease (PiD), and progressive supranuclear palsy (PSP).

The compound as defined in any one of claims 1 to 6-6+97, for use in decreasing Tau

aggregation.

The compound as defined in any one of claims 1 to 6-e+97, for use in preventing the

formation of Tau aggregates and/or for use in inhibiting Tau aggregation.

The compound as defined in any one of claims 1 to 6-e~97, for use in interfering

intracellularly with Tau aggregates.

The compound as defined in any one of claims 1 to 6-e+97, for use in reducing Tau

misfolding and hyperphosphorylation in vivo.
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17.

18.

19.

20.

21.

22.

23.

24,

25.

The compound as defined in any one of claims 1 to 6—e+97, for use in reducing

neuroinflammatory markers.

Use of a compound as defined in any of claims 1 to 6-e+97, in the manufacture of a
medicament for decreasing Tau aggregation in vivo.

Use of a compound as defined in any of claims 1 to 6-6+97, in the manufacture of a
medicament for preventing the formation of Tau aggregates and/or for inhibiting Tau

aggregation in vivo.

Use of a compound as defined in any of claims 1 to 6-6+97, in the manufacture of a

medicament for interfering intracellularly with Tau aggregates in vivo.

Use of a compound as defined in any of claims 1 to 6-6+97, in the manufacture of a

medicament for reducing Tau misfolding and hyperphosphorylation in vivo.

Use of a compound as defined in any of claims 1 to 6-e+97, in the manufacture of a

medicament for reducing neuroinflammatory markers in vivo.

A mixture comprising a compound as defined in any one of claims 1 to 67 and at least one
further biologically active compound selected from a therapeutic agent different from the
compound as defined in any one of claims 1 to 67,

wherein the mixture further comprises at least one of a pharmaceutically acceptable

carrier, a diluent and an excipient.

The mixture according to claim 23, wherein the compound and/or the further biologically

active compound is/are present in a therapeutically effective amount.

The mixture according to claim 23 or 24, wherein the further biologically active compound
is selected from the group consisting of compounds against oxidative stress, anti-
apoptotic compounds, metal chelators, inhibitors of DNA repair such as pirenzepine and
metabolites, 3-amino-1-propanesulfonic acid (3APS), 1,3-propanedisulfonate (1,3PDS), a-
secretase activators, B- and y-secretase inhibitors, glycogen synthase kinase 3 inhibitors,

O-glcnacase (OGA) inhibitors, neurotransmitter, 3-sheet breakers, attractants for amyloid
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26.

27.

28.

29.

30.

beta clearing / depleting cellular components, inhibitors of N-terminal truncated amyloid
beta including pyroglutamated amyloid beta 3-42, anti-inflammatory molecules, or
cholinesterase inhibitors (ChEls) such as tacrine, rivastigmine, donepezil, and/or
galantamine, M1 agonists, other drugs including any amyloid or Tau modifying drug and
nutritive supplements, an antibody, including any functionally equivalent antibody or

functional parts thereof or a vaccine.

The mixture according to claim 25, wherein the further biologically active compound is a

cholinesterase inhibitor (ChEI).

The mixture according to claim 25, wherein the further biologically active compound is
selected from the group consisting of tacrine, rivastigmine, donepezil, galantamine, niacin

and memantine.
The mixture according to claim 25, wherein the further biologically active compound is an
antibody, particularly a monoclonal antibody, including any functionally equivalent

antibody or functional parts thereof.

The mixture according to any one of claims 23 to 28, wherein the compound and/or the

further biologically active compound is/are present in a therapeutically effective amount.

Use of the compound as defined in any of claims 1 to 6-e+97 as an analytical reference or

an in vitro screening tool.
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