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What is claimed:

1. A compound of Formuia |
OH

R?

wherein: /
R'is C(R)(RR?:; /
R?is hydrogen, -OH or halogen; 7/
R? is hydrogen, -OH, halogen or Cyg alkyl'ff
R* is halogen, Cis alkyl, substitute?//{ 1.5 alkyl, aryl, substituted aryl,
akylcycloalkyl or substituted alkylcyg;loaikyi;
R? and R* may join with the carboh to which they are attached to form a
cycloalkyl ring, which may be optionally substituted, preferably with
halogen and more preferably/éith one or more fluorine atoms;
R® is hydrogen, Cis alky’f, substituted Cq.s alkyl, arylalkyl, substituted
arylalkyl, alkylaryl, or substituted alkylaryl;
Z is optional, when present Z is —~(CHj)1.s—, ~C(=0)} —, —-S(=0);NH-, —
S(=0)z-, _
~C(=8)NH~-, —8(=0)—CHj, C(=0)-NH~, -S(=0),-NR°R'" —C(=0)C.5
alkyl or
—C(=0)CH(NH2)CHs;
R%is hydrogen, C1.s alkyl or substituted Cy.4 alkyl;
R10

drogen, Cy.g alkyl or substituted C1.s alkyl;
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R® is hydrogen, C1.¢ alkyl, substituted C 15 alkyl, aryl, substituted aryl, Cq.s
alkenyl, substituted C 15 alkenyl, arylalkyl, substituted arylalkyl, alkylaryl,
substituted alkylaryl, aminoarylalky! or substituted aminoarylalkyl,
R is —OH or halogen; and

R®is hydrogen, halogen or Cy.g alkyl, _
provided that R? and R? cannot both be hydrogen when R* is a halogén, Z
is not present, R” is ~OH, R®, R® and R® are hydrogen. "

2. A compound of Formula ll:

R?

RS

wherein:

R'is C(R®)(R*)(R?);

R?is hydrogen, -OH or halogen:;,
R*is hydrogen, -OH, halogen,ér —CHs;
R* is halogen, —C;}é phenyl,  fluorophenyl, methylphenyl,

when R* is a halogen, both R? and R? cannot

cyclohexylmethyl, wherer
be hydrogen; /
R® and R* may join‘with the carbon to which they are attached to form a

cycloalkyl ring, which may be optionally substituted with one or more

halogen atom
R® is hydrogén, phenylalkyl or substituted phenylalkyl;
Z is optjénal, when present Z is —(CHy)—, —C(=0) —, ~S(=0);NH-, —
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—S(=0)~CHs, C(=0)-NH-, —S(=0),NR’R'®, —C(=8)-NH- or —C(=0O)—
CH,

R®is hydrogen or CH;

R is hydrogen or CHa;

R® is hydrogen or aminophenylalkyl;

R’ is -OH or halogen; and /
R?is hydrogen, halogen or —CHj, /
provided that R? and R® cannot both be hydrogen when R* is halogen, Z is

not present, R’ is ~OH, R®, R® and R® are hydrogen.

3. A compound of Formula Ill: /

O
T

wherein:
R'is C(R})(R})(R?;
R? is hydrogen, -OH or halagen’
R? is hydrogen, -OH, halogen‘or —CHa;
R* is halogen, ~CHis, phenyl, fluorophenyl, methylphenyl,
cyclohexylmethyl, wherg when R* is a halogen, both R? and R® cannot

be hydrogen; /

R® and R* may jojil with the carbon to which they are attached to form a

which may be optionally substituted with one or more
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A compound selected from the following:
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or a pharmaceuticall

ound of Claim 4 which is:

87

cceptable salt, or solvaie thereof.



or a pharmaceutically acceptable salt, or solvate thereof.

6. The compound of Claim 4 which is:

OH F
HOL A

\N/
H

b

or a pharmaceutically acceptable salt, or solvate therecf. |

7. The compound of Claim 4 which Is:
OH E
N
H

or a pharmaceutically acceptable salt, or s.Ivate, thereof.

or a phaaceuticaily acceptable salt, or solvate, thereof.
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10. A pharmaceutical composition comprising the compound of Claim 1 and at

least one pharmaceutically acceptable carrier.

11. A compound of Claim 1 for use in preventing and/or treating Parkinson’s

disease in a patient at risk for developing or diagnosed with the same.

12.  Use of a compound of Claim 1 in the manufacture of a medicament for

preventing and/or treating Parkinson's disease in a patient at ris/lf/; r developing
éﬂng Parkinson’s

14, Use of a compound of Claim 2 in the manufacture of a medicament for

or diagnosed with the same.

13. A compound of Claim 2 for use in preventing and/for,

disease in a patient at risk for developing or diagnosed

preventing and/or treating Parkinson's disease in/a patient at risk for developing
or diagnosed with the same.

15. A compound of Claim 3 for use in preventing and/or treating Parkinson’s
disease in a patient at risk for developirg or diagnosed with the same.
16. Use of a compound of Claim 3 for use in preventing and/or treating

Parkinson’s disease in a patieni/at risk for developing or diagnosed with the

same,

17. A compound of Claim 4 for use in preventing and/or ireating Parkinson’s
disease in a patienta 45]( for developing or diagnosed with the same.

18.  Use of a compound of Claim 4 in the manufacture of a medicament for

preventing ang/or treating Parkinson's disease in a patient at risk for developing

or diagnosed with the same.
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19.  The compound of Claim 17, wherein the compound is:
QH F

HO F

N
H )

or a pharmaceutically acceptable salt, or solvate thereof.

20. The use of Claim 18, wherein the compound is:
QH F

HOL_A AL
1J
N
H 1
or a pharmaceuttically acceptable salt, or solvate thereqf.

21.  The compound of Claim 17, wherein the cop pound is
OH F

HO

or harmaceutically acceptable salt, or solvate thereof.
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24.  The use of Claim 18, wherein the compound is:
OH E

RO
N
H

or a pharmaceutically acceptable salt, or solvate thereof.
25.  The compound of Claim 17, wherein the compound is:

OH F
N
H 3

or a pharmaceutically acceptable salt, or solvate theregf.

26. The use of Claim 18, wherein the compoupd is:
QH F
N
H !

or a pharmaceutically acceptable sal

27.  The compound of Claim J7, wherein the compound is:



or a pharmaceutically acceptable sali, or solvate thereof.

29. The compound of Claim 11, wherein the prevention and/or treatment of
Parkinson’'s disease involves at least one other therapeutic agent comprising
levodopa, an anticholinergic, a catechol-O-methyl transferase inhibitor,
dopamine receptor agonist, a monoamine oxidase inhibitor, a periphgral
decarboxylase inhibitor, or an anti-inflammatory agent.
30, Theuse of Claim 12, wherein the medicament com
other therapeutic agent including levodaopa, an anticholinergic, a catechol-O-
methyl transferase inhibitor, a dopamine receptor agonigt, a monocamine oxidase
inhibitor, a peripheral decarboxylase inhibitor, or an §~inﬂammatory agent.

31. A kit comprising:
+ a container having an effective amoun /of a compound of Claim 1,
or a pharmaceutically acceptable salt, or solvate therecf, or any
combination of two or more theref; and

» instructions for using the sames/to prevent and/or treat Parkinson's

disease.
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Claims:

I. A compound of Formula I:

OH
RT
R‘l
RS
N =
N
R5

wherein:

R'is CRO)RHRY;

R? is hydrogen, -OH or halogen;

R? is hydrogen, -OH, halogen or Cy.g alkyl;

R* is halogen, C;.galkyl, substituted C g alkyl, substituted aryl, alkylcycloalkyl or
substituted alkylcycloalkyl;

R? and R* may join with the carbon to which they are attached to form a cycloalkyl ring;
RS is hydrogen, C\5 alkyl, substituted C, alkyl, arylalkyl, substituted arylalkyl,
alkylaryl, or substituted alkylaryl;

Z 1s optional, when present Z is —(CHz);3—, —C(=0) -, ~S(=0).NH—, -§(=0),—, —
C(=S)NH-,

—S(=0),—CH,, C(=0)-NH-, ~C(=0)C/ .5, alkylene or —C(=0)CH(NH;)CHb,;

R%is hydrogen, C,.s alkyl or substituted C,_g alkyl;

RYis hydrogen, C,_g alkyl or substituted C;_g alkyl;

R’ is hydrogen, Cy5 alkyl, substituted C ;g alkyl, aryl, substituted aryl, C,g alkenyl,
substituted

C 1.5 alkenyl, arylalkyl, substituted arylalkyl, alkylaryl, substituted alkylaryl,
aminoarylalkyl or substituted aminoarylalkyl;

R’ is~OH or halogen; and
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R® is hydrogen, halogen or C . alkyl,
provided that R? and R? cannot both be hydrogen when R* is a halogen, Z is not present,
R”is—OH, R®, R® and R® are hydrogen.

2. A compound of Formula II:

OH
RT
R1
RB
\\ T )\ R6
N
RS

wherein:

R’ is CR)HRHRY;

R? is hydrogen, -OH or halogen;

R is hydrogen, -OH, halogen or —CH3;

R* is halogen, fluorophenyl, methylphenyl, cyclohexylmethyl;

R? and R* may join with the carbon to which they are attached to form a cycloalkyl ring,

which may be optionally substituted with one or more halogen atoms;

R® is hydrogen, phenylalkyl or substituted phenylalkyl;

Z is optional, when present Z is —(CH;)—, —C(=0) —, —S(=0);NH—, —S(=0)>—, —S(=0)>—-
' CH,, C(=0)-NH-, ~C(=8)-NH- or —C(=0)-CHa,

R’is hydrogen or CHj;

R!%is hydrogen or CHs;

R® is hydrogen or aminophenylalkyl;

R’ is -OH or halogen; and

R® is hydrogen, halogen or —-CHj,

provided that R” and R? cannot both be hydrogen when R* is halogen, Z is not present, R’

is —OH, R’, R® and R® are hydrogen.
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3. A compound of Formula IlI:

R?

I He]
e

RS

Iz

wherein:

R is CROHRHRY);

R? is hydrogen, -OH or halogen;

R’ is hydrogen, -OH, halogen or ~CHj;

R* is halogen, —CH3, phenyl, fluorophenyl, methylphenyl, cyclohexylmethyl;

R’ and R* may join with the carbon to which they are attached to form a cycloalkyl ring,
which may be optionally substituted with one or more halogen atoms;

R’ is -OH or halogen; and

R®is hydrogen, halogen or ~CHs,

provided that R? and R? cannot both be hydrogen when R* is a halogen, R’ is ~OH and R®
is hydrogen.

4. The compound of claim 1, wherein the compound is selected from the following:

HO

OH F

Iz
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or a pharmaceutically acceptable salt, or solvate thereof.

5. The compound of Claim 4, which is:

OH F

HO F

xrZ

or a pharmaceutically acceptable salt, or solvate thereof.

6. The compound of Claim 4, which is:
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OH F
O
N
H

3

or a pharmaceutically acceptable salt, or solvate thereof.

7. The compound of Claim 4, which is:
OH E

HOW\
N

N
H
or a pharmaceutically acceptable salt, or solvate thereof.

8. The compound of Claim 4, which is:

OH F
HO :

Tz

or a pharmaceutically acceptable salt, or solvate thereof.

9. A pharmaceutical composition comprising the compound of Claim 1 and at least one

pharmaceutically acceptable carrier.

10. A composition including the compound of Claim 1 for use in preventing and/or treating

Parkinson’s disease.

11. Use of a compound of Claim 1 in the manufacture of a medicament for preventing and/or

treating Parkinson’s disease.

12. A compound of Claim 2 for use in preventing and/or treating Parkinson’s disease.
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13. Use of a compound of Claim 2 in the manufacture of a medicament for preventing and/or

treating Parkinson’s disease.

14. A compound of Claim 3 for use in preventing and/or treating Parkinson’s disease.

15. Use of a compound of Claim 3 for use in preventing and/or treating Parkinson’s disease.
16. A compound of Claim 4 for use in preventing and/or treating Parkinson’s disease.

17. Use of a compound of Claim 4 in the manufacture of a medicament for preventing and/or

treating Parkinson’s disease.

8. The compound of Claim 16, wherein the compound is:
OH F

HO - F
H

or a pharmaceutically acceptable salt, or solvate thereof.

19. The use of Claim 17, wherein the compound is:

OH F
HO._~

N
H

H

or a pharmaceutically acceptable salt, or solvate thereof.

20. The compound of Claim 16, wherein the compound is:
OH F
HOL_A
N
H

or a pharmaceutically acceptable salt, or solvate thereof.
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21. The use of Claim 17, wherein the compound is:

OH F
HO\_~

N
H

or a pharmaceutically acceptable salt, or solvate thereof.

22. The compound of Claim 16, wherein the compound is:

OH E

HOW A A

188

b)

or a pharmaceutically acceptable salt, or solvate thereof.

23. The use of Claim 17, wherein the compound is:
oH E

Hofj/\
N
H b

or a pharmaceutically acceptable salt, or solvate thereof.

24. The compound of Claim 16, wherein the compound is:
OH F
HO -

N
H

B

or a pharmaceutically acceptable salt, or solvate thereof.

25. The use of Claim 17, wherein the compound is:

OH F
HOW_~

N
H

3

or a pharmaceutically acceptable salt, or solvate thereof.
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26. The compound of Claim 16, wherein the compound is:

OH
N
H

or a pharmaceutically acceptable salt, or solvate thereof,

B

27. The use of Claim 17, wherein the compound is:

H

o)

HO

3

?

or a pharmaceutically acceptable salt, or solvate thereof.

28. The composition of Claim 10, wherein the prevention and/or treatment of Parkinson’s
disease involves at least one other therapeutic agent comprising levodopa, an anticholinergic, a
catechol-O-methyl transferase inhibitor, a dopamine receptor agonist, a monoamine oxidase

inhibitor, a peripheral decarboxylase inhibitor, or an anti-inflammatory agent.

29. The use of Claim 11, wherein the medicament comprises at least one other therapeutic agent
selected from levodopa, an anticholinergic, a catechol-O-methyl transferase inhibitor, a
dopamine receptor agonist, a monoamine oxidase inhibitor, a peripheral decarboxylase inhibitor,

or an anti-inflammatory agent.

30. A kit comprising:
e acontainer having an effective amount of a compound of Claim 1,

or a pharmaceutically acceptable salt, or solvate thereof, or any combination of two or

more thereof; and

e instructions for using the same to prevent and/or treat Parkinson’s disease.
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31. The compound of Claim 1, wherein when R and R* join with the carbon to which they are

attached to form a cycloalkyl ring, the cycloalkyl ring is substituted with one or more halogen

atoms.

32. The compound of Claim 31, wherein the cycloalkyl ring is substituted with one or more

fluorine atoms.

33. A compound selected from the following:

QOH OH
F." b=
Y
N
H
OH OH
HO, =
N
H
OH OH
HO. -~ F
. /Q/ HCI
N7
H
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OH
HO\('j/\OH
N
UNHz
OH
HO\(j/\OH
N Q.
‘\©/N*:O
OH
HOYY\OH
N
YY&O
NH,
OH
HO\E'j/\OH
N
MO
NH,

or a pharmaceutically acceptable salt, or solvate thereof.

34. A compound selected from the following:

O
I
O
I

i
O
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HO

HO
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OH OH
HO

4

OH OH
HO

g

or a pharmaceutically acceptable salt, or solvate thereof.

35. A compound selected from:

OH
HO

I=Z E“*

4

or a pharmaceutically acceptable salt, or solvate thereof.
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36. The pharmaceutical composition of Claim 9, wherein when R’ and R” join with the carbon
to which they are attached to form a cycloalkyl ring, the cycloalkyl ring is substituted with one or

more halogen atoms.

37. The pharmaceutical composition of Claim 36, wherein the cycloalkyl ring is substituted with

one or more fluorine atoms.

38. The pharmaceutical composition of Claim 9, wherein the compound is:

OH F
N
H

or a pharmaceutically acceptable salt, or solvate thereof.
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