CLAIMS

1. Use of an effective amount of a compound of Fdant:

Formula Il

or a pharmaceutically acceptable salt thereof,

wherein Hal is —Cl, —F, —I, or —Br;

X is an integer ranging from 0O to 5;

each R is independently —ClI, —F, —I, —Br, +C3 alkyl, —O- G-C; alkyl, —-CN, —CH,
—C(O)NH(CH;), or -CG=CCH,OH;

y is an integer ranging from 0 to 5;

each R is independently —ClI, —F, —Br, +C3 alkyl, —O- G-C3 alkyl, —-CN, —CH,
—C(O)NH(CH;), or -G=CCH,OH;

Rsis —H, —G-C;s alkyl, —(G-Cs alkylene)-OH, —(G-Cg alkylene)-phenyl,

—(G-Cs alkylene)-0-(G-Cs alkyl), —G-Cs alkenyl, —(G-Cs alkylene)-C(O)R

%1'.*/‘3“3 T b
—(Ci-Cs alkylene)-R,  CHs 5, or ;

R4 is —OH, —O-(G-Cs alkyl), -NH,, —NH(C;-Cs alkyl), -NH((G-Cs alkylene)-OH),
—NH((C;-Cs alkylene)N(G-Cs alkyl),), —N(G-Cs alkyl)((C;-Cs alkylene)-CN),
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—N(C;-Cs alkyl)((C;1-Cs alkylene)N(G-Ce alkyl)z), —NH(C;-Cg alkylene)-O-(G-Ceg alkyl),

/o
/rsll VL‘”N/\
X,
N/\ K/N CHs
N*=—0 K/N Y
o \CH3' CH,

()

CHs;

. o~
SO T

s, (OH), |

Y

(CN), [(NCH)ala

5 Ty
D
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OHy or

=z

1.

a is an integer ranging from 0 to 10;
b is an integer ranging from O to 8;
c is an integer ranging from O to 6; and

V‘%N/\ %N/ﬁ V"L\N/B %N/YO
N
Rs is K/o K/ \\/\(OH).), or \\/N\CHS,_

in the manufacture of a medicament for the treatraeprevention of a proteopathy.

2. The use of a compound or pharmaceutically aabépsalt of claim 1, wherein the

compound has the structure:

124



125



126



127



128



7. HOJ

N
80: O ;

83:

129



(2
N
90

89:

86:

Lo
(o0)

R
- I
O
Q O z,A_E
s =z o)
\N/
(&) S O |MN
\ .z
o8 W,
(<o)
@ (o))

O

=4

O S |/|O z -
\ =z ) 7 "Z7T\_O
>

L

H;C

O o =z

—Z

92:

o
(o))

. w ...
. S O
\N/ - 2 N\/\O
Z =z _z
=Z _ g . /
_ Cu70 .z O " Ly )
O z% £o T < z T
(5]
e L -
[e0] o S

130



100:

103:

106:
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107:

110:;

R3

Formula llI
or a pharmaceutically acceptable salt thereof,
wherein Hal is —Cl, —F, —I, or —Br;
X is an integer ranging from 0 to 5;
each R is independently —ClI, —F, —I, —Br, +C3 alkyl, —O- G-C; alkyl, —CN, —CH,
—C(O)NH(CH;), or -CG=CCH,OH;
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Rsis —H, —G-Cs alkyl, —-(G-Cs alkylene)-OH, —(@-Cs alkylene)-phenyl, —(&Cs alkylene)-

e

O-(C-Cs alkyl), —G-Cs alkenyl, —(G-Cg alkylene)-C(O)R —(C;-Cs alkylene)-R,  ~—o,

™
or ;

R4 is —OH, —O-(G-Cs alkyl), —NH,, =NH(C;-Cg alkyl), -NH((G-Cs alkylene)-OH),
—NH((C;:-Cs alkylene)N(G-Cs alkyl),), —N(G-Cs alkyl)((C1-Cs alkylene)-CN), —N(GCs
alkyl)((C;1-Cs alkylene)N(G-Cs alkyl),), -NH(G-Cs alkylene)-O-(G-Cg alkyl),

W NH

/o
] .
QZQ«N/\ O
N CH,
Nt=—O0 K/N \r
o) \CHg’ CHj;

CHs;

Releon e

(CN), | [(NCHo) s
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\(Hal)b ’ ch, \CH3

H3c\b , D o N %@

OHy  or

a is an integer ranging from 0 to 10;
b is an integer ranging from O to 8;
c is an integer ranging from O to 6;

N \, O %Q U, Q(Gmb’or%'{/\fo

\CH3 , \CH3 : and

each Rand Ris independently —H or —I, wherein at least ohBgand R is —I,
and wherein when f&s —G-C; alkyl, then Ris —H.
in the manufacture of a medicament for the treatraeprevention of a proteopathy.

4. The use of a compound or pharmaceutically aabégpsaliof claim 3, wherein the

compound has the structure:

5. Use of an effective amount of a compound offda IV:
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Re
Formula IV
wherein R is —G-C; alkyl;
or a pharmaceutically acceptable salt thereof,

in the manufacture of a medicament for the treatroeprevention of a proteopathy.

6. The use of a compound or pharmaceutically aabépsalt of claim 5, wherein the

compound has the structure:

Formula V

or a pharmaceutically acceptable salt thereof,

wherein R is:
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R, is:

O//‘\NQ L o

Hal is —ClI, —F, —I, or —Br;
andais 0, 1, or 2,
in the manufacture of a medicament for the treatraeprevention of a proteopathy.

8. The use of a compound or pharmaceutically aabépsalt of claim 7, wherein the

compound has the structure:
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Vbb:

Vee:
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Vhh: OH ;

9. Use of an effective amount of a compound of rdanVI:

Formula VI

or a pharmaceutically acceptable salt thereof,

wherein Ris:

“

bis 0 or 1; and
cislor?2,
in the manufacture of a medicament for the treatraeprevention of a proteopathy.

10. The use of a compound or pharmaceutically dabépsalt of claim 9, wherein the

compound has the structure:
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Vlo:

Vir:

L

Vlu:

5
>

11. Use of an effective amount of a compound ofhtda VII:
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Formula VII

or a pharmaceutically acceptable salt thereof,
= =
wherein Ris  ™; ; e or T :
in the manufacture of a medicament for the treatraeprevention of a proteopathy.

12. The use of a compound or pharmaceutically dabépsalt of claim 11, wherein the

compound has the structure:

Vila

VIid:

13. Use of an effective amount of a compound ofrieda XIII:

Formula XIlII

or pharmaceutically acceptable salt thereof,

wherein R is:
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Hal is —ClI, —F, —I, or —Br; and
ais0, 1, or 2,

in the manufacture of a medicament for the treatraeprevention of a proteopathy.

14. The use of a compound or pharmaceutically dabépsalt of claim 13, wherein the salt

H H H
i@ HCO, @ HCO, i@ HCO,
and R is : ; :
H H H
HCO," HCO, HCO,"
: ;or :

15. The use of a compound or pharmaceutically dab&psalt of claim 13, wherein the

compound has the structure:

s~ N
Xllb: N 7CHy
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Xlllc:

Xlllg:

XIIIf:

XIIli:

Xllih:

Xlk:

XIHIj:
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XIm:

Xl

Xln:

Xlllp:

XHIr:
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N
\ \
XllIs: CHs . xqit: CHs- Xilu: CHs.

N
\ \ \
XlIv: CHz- Xilw: CHz- x|lIx: CHs..

Xllly:

16. The use of a compound or pharmaceutically dabépsalt of claim claim 13, wherein

the pharmaceutically acceptable salt has the sirerct

Xllla: HCOy™
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17. Use of an effective amount of a compound ofritda XIV:

Formula XIV

or a pharmaceutically acceptable salt thereof,

wherein Ris:
. S
“ N I
~ N _
N~/—\\(F)r ' D(F ' Q/N ; H3C/S\\(§) ’ _>\CH3'
%, LY S " %, "

bis 0or1;and
cislor?2,
in the manufacture of a medicament for the treatraeprevention of a proteopathy.

18. The use of a compound or pharmaceutically dabépsalt of claim 17, wherein the

compound has the structure:

XlVa:
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19. Use of an effective amount of a compound ohfda XV:

Formula XV

or a pharmaceutically acceptable salt thereof,

wherein Ris:
p D—CH3 [\> E\ q q HNQHI
“L; CH; : H5C
S =
N7 7S /s m
HQ. (F\lli @ N cor O N

in the manufacture of a medicament for the treatraeprevention of a proteopathy.

20. The use of a compound or pharmaceutically dabépsalt of claim 19, wherein the
compound has the structure:
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¢

N
Xvm: CHs |

21. The use of an effective amount of a compoumihigathe structure:
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119: CHs- 120:

122: CH; . 123:

acceptable salt thereof in the manufacture of aicaatent for the treatment or prevention of

;  or a pharmaceutically

a proteopathy.

22. The use of an effective amount of a compounthigahe structure:

Cl CH3 Br CH3
N N
I \/N | N
No? N No? N
114: CHs: 115; CHs: or a pharmaceutically acceptable salt

thereof in the manufacture of a medicament forttbatment or prevention of a proteopathy.

23. The use of a compound or a pharmaceuticallgable salt of any one of claims 1, 2, 3,
4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, B/ 1D, 20, 21 or 22, wherein the proteopathy is

a neurodegenerative disease.

24. The use of a compound or a pharmaceuticallgable salt of claim 23, the
neurodegenerative disease is Alzheimer’s diseasgrgssive supranuclear palsy, dementia
pugilistica, frontotemporal dementia and parkinsanlinked to chromosome 17 (FTDP-17),

Lytico-Bodig disease, tangle-predominant demeggaglioma, gangliocytoma,
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meningioangiomatosis, subacute sclerosing paneatigphlead encephalopathy, tuberous
sclerosis, Hallervorden-Spatz disease, lipofusesn®sck’s disease, corticobasal
degeneration, argyrophilic grain disease, Huntingtdisease, Parkinson’s disease, dementia
with Lewy bodies, multiple system atrophy, neurasdalystrophies,
dentatorubralpallidoluysian atrophy (DRPLA), sptbalbar muscular atrophy (SBMA),
spinocerebellar ataxia 1 (SCA 1), SCA 2, SCA 3, SECACA 7, SCA 17, prion disease,
amyotrophic lateral sclerosis, frontotemporal lotbegeneration (FTLD) or familial

encephalopathy with neuroserpin inclusion bodi&aN(IB).

25. The use of a compound or a pharmaceuticallgmable salt of any one of claims 1, 2, 3,
4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, B/ 1D, 20, 21 or 22, wherein the proteopathy is

an amyloidosis.

26. The use of claim 25, wherein the amyloidostamsilial British dementia (ABri), familial
Danish dementia (ADan), hereditary cerebral haelnage with amyloidosis-Icelandic
(HCHWA-I), familial amyloidotic neuropathy (ATTRAL (light chain) primary systemic
amyloidosis, AH (heavy chain) amyloidosis, AA sedary amyloidosis, A amyloidosis,
aortic medial amyloidosis, LECT2 amyloidosis, AIABRyloidosis, apolipoprotein Al
amyloidosis (AApoAl), apolipoprotein All amyloidas(AApoAll), apolipoprotein AlV
amyloidosis (AApoAlV), familial amyloidosis of theéinnish type (FAF), fibrinogen
amyloidosis (AFib), lysozyme amyloidosis (ALys)ablisis amyloidosis (BoM), medullary
thyroid carcinoma (ACal), cardiac atrial amyloidd&MANF), pituitary prolactinoma (APro),
hereditary lattice corneal dystrophy, cutaneouselicamyloidosis (AKer), Mallory bodies,
primary cutaneous amyloidosis, corneal lactofearimyloidosis, odontogenic (Pindborg)

tumor amyloid or seminal vesicle amyloid.
27. The use of a compound or a pharmaceuticallgmable salt of any one of claims 1, 2, 3,
4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, B/ 1D, 20, 21 or 22, wherein the proteopathy is

a lysosomal storage disease.

28. The use of claim 27, wherein the lysosomaksgierdisease is a muco-polysaccharidosis

disorder.
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29. The use of claim 28, wherein the mucopolysaidbsis disorder is Pseudo-Hurler
polydystrophy/Mucolipidosis IlIA, MPS | Hurler Synaine, MPS | Scheie Syndrome, MPS |
Hurler-Scheie Syndrome, MPS Il Hunter syndrome fifigpo syndrome Type A/MPS 11l A,
Sanfilippo syndrome Type B/MPS Il B, Sanfilipposiyome Type C/MPS Il C, Sanfilippo
syndrome Type D/MPS Il D, Morquio Type A/MPS IVAorquio Type B/MPS IVB, MPS
IX Hyaluronidase Deficiency, MPS VI Maroteaux-LamPS VII Sly Syndrome,
Mucolipidosis I/Sialidosis, Mucolipidosis 1lIC or iolipidosis type IV.

30. The use of claim 27, wherein the lysosomaksgferdisease is Pompe disease/glycogen

storage disease type II.

31. The use of claim 27, wherein the lysosomakgferdisease is activator deficiency/GM2
gangliosidosis, alpha-mannosidosis, aspartylgluoasaria, cholesteryl ester storage
disease,chronic Hexosaminidase A Deficiency, cgsis) Danon disease, Fabry disease,
Farber disease, fucosidosis, galactosialidosisckBaiDisease Type |, Gaucher Disease Type
Il, Gaucher Disease Type lll, GM1 gangliosidosiwittile, GM1 gangliosidosis late
infantile/juvenile, GM1 gangliosidosis adult/chroni-Cell disease/Mucolipidosis II,
Infantile Free Sialic Acid Storage Disease/ISSIvehile Hexosaminidase A Deficiency,
Krabbe disease infantile onset, Krabbe diseasetaet, lysosomal acid lipase deficiency
early onset, lysosomal acid lipase deficiency laxteet, Metachromatic Leukodystrophy,
Pseudo-Hurler polydystrophy/Mucolipidosis IlIA, MR&lurler Syndrome, MPS | Scheie
Syndrome, MPS | Hurler-Scheie Syndrome, MPS Il ldusyndrome, Sanfilippo syndrome
Type A/IMPS Il A, Sanfilippo syndrome Type B/MP$ B, Sanfilippo syndrome Type
C/MPS Il C, Sanfilippo syndrome Type D/MPS Il Blorquio Type A/MPS IVA, Morquio
Type B/MPS IVB, MPS IX Hyaluronidase Deficiency, BR/I Maroteaux-Lamy, MPS VII
Sly Syndrome, Mucolipidosis I/Sialidosis, Mucolipgls 11IC, Mucolipidosis type IV,
Multiple sulfatase deficiency, Niemann-Pick Disedgpe A, Niemann-Pick Disease Type
B, Niemann-Pick Disease Type C, CLN6 disease-atypate infantile, CLN6 disease-late
onset variant, CLN6 disease-early juvenile, BaB@elmeyer-Vogt/Juvenile NCL/CLN3
disease, Finnish Variant Late Infantile CLN5, JanBlelschowsky disease/Late infantile
CLN2/TPP1 Disease, Kufs/Adult-onset NCL/CLN4 diseddorthern Epilepsy/variant late
infantile CLN8, Santavuori-Haltia/Infantile CLN1/FPRlisease, Beta-mannosidosis, Pompe
disease/glycogen storage disease type Il, Pycnethas, Sandhoff disease/Adult
Onset/GM2 Gangliosidosis, Sandhoff disease/GM2 lgasidosis — Infantile, Sandhoff
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disease/GM2 gangliosidosis — Juvenile, Schindisgale, Salla disease/Sialic Acid Storage
Disease, Tay-Sachs/GM2 gangliosidosis or Wolmagadis.

32. The use of a compound or a pharmaceuticallg@able salt of any one of claims 1, 2, 3,
4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, B7,1D, 20, 21 or 22, wherein the compound or

pharmaceutically acceptable salt binds to a moéeahiaperone.

33. The use of claim 32, wherein the molecular ehape is a member of the Hsp10 family,
Hsp40 family, Hsp60 family, Hsp70 family, Hsp90 figmor Hsp100 family.
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