WHAT IS CLAIMED IS:

1. A compound of Formula (I):

heteroalkyl, -NQO», -N3, -OH, -S(O)le()o, -OR 01,

-0,CRyo7;
10
X
N N0
H
Rg is OCO(CH,)sCH3
~§_CH,OH
Br
1N
OH
OCO(CH,)sC Br ;
methyl-prop ‘
15 Rg/is hydrogen, (C1-Cy) alkyl, substituted (C;-Cy) alkyl, benzyl or substituted benzyl;

9 is methyl, ethanyl, propan-1-yl, propan-2-yl, butan-1-yl, 2-methyl-propan-1-yl, 2-
methyl-propan-2-yl, benzyl, (C,-C4) alkenyl or (C,-C,) alkynyl;
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Ryp is hydrogen, OH, =0, (C;-C,) alkyl, (C,-Cy4) substituted alkyl, -CO,R 3 or
-CONRig9R 10,

Ry; is hydrogen, OH, =0, (C;-C,) alkyl, (C;-C,) substituted alkyl, -CO,R;/0r
-CONRj12R113

5 Rjz is hydrogen, OH, =0, (C;-Cy) alkyl, (C;-C4) substituted alkyl, -C&,R ;4 or
-CONRy15R 1165 |

Rj; is hydrogen or halogen;

Ri01-Ry16 are each independently hydrogen, alkyl, substituted alkyl, acyl, substituted

acyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, hetergalkyl, substituted

10 hetereoalkyl, heteroaryl, substituted heteroaryl, heteroarylalk 'or substituted heteroarylalkyl;

and
kis 0,1 or2;
nis0,1,2o0r3;
provided that:
15
a) when Ry and Rs are methyl, Ry, Rj, R4, Ry, Ry, Rip and Ry3 are hydrogen
and Rg 18
R7 is not methyl, Ry is not hydrogen and Ry is not benzyl;
Ryis not n-butyl, Rg is not methyl and Ry is not methyl; and
20 R7 is not etlyl, Rg is not hydrogen and Ry is not isobutyl; or

when R; and Rs are methyl, R3 is -OCH3, Ry, Ry, Ryg, Ry1, Ri2 and Ry3 are

HO /EO
0
Ry N Rg

hydrogen and R is "o , that:

R7 is not methyl, Rg is not hydrogen and Ry is not benzyl;

71




) when R; and R;s are methyl, Ry, R3, R4, Ryg, Ri1 and Ry, are hydrogen, Rys is

HO /\fo
-0
R7\‘\\<N Rg
bromine and Rgis . "o , that:

R7 is not methyl, Rg is not hydrogen and Ry is not benzyl; and
R7 is not methyl, Rg is not hydrogen and Ry is not isopropyl; or

5
d) when R; and Rs are methyl, R,, R3, R4, Ryg, Ry; and R, are hydrogen, R;3 is
Riz
Rio R
0
N R
iodine and Rg is 0 , that:
R is not methyl, Rg is not hydrogen and R is not benzyl; or
10 ‘ e)  when R; is methyl, Rs is n-propyl, Ry, R3, R4, Ryg, R11, Rz and Ry3 are
Rio
HO
O
Ry
hydrogen and R is
R7 is not methyl, Rs is not hydrogen and Ry is not benzyl; or
wherYRy, R3, Ry, Rio, Ri1, Rz and Ry3 are hydrogen and R is
15

R; is not allyl; or
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2) when R is (C;-Cy) alkyl and Ry, R3, R4, Rjg, Ry1, Ry and Ry3 are hydrogen,

that:
Riz
Rio
Ho /N
R, ? NﬂzRg
R is not N‘W ¢}
5 h)
Ri2
R1o
HO
18]
R7
- hydrogen and R is v 0
i)
Ri2
R1o
HO
0]
R7

10 hydrogen and Rg is

1 and ‘R5 are methyl and Ry, R3 and Ry are hydrogen, that Re is

3 -NO 3 -NO
RO G

not OCQ{CHy)sCHj or OCO(CH,)gCH3 ; or

15

k) when R; and Rs are methyl and R;, R3 and R4 are hydrogen, that R is not

\f)LN
H ; Or
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1) when R; and Rs are methyl and R,, R3 and R4 are hydrogen, that R is no

~§_CHOH
Br
OH
Br
5 2. A compound of Formula (I) or pharmaceutically acceptgble salt, hydrate or

solvate thereof according to claim 1, wherein:

a) R6 is

10
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3. A compound of Formula (I) or pharmaceutjcally acceptable salt, hydrate or

solvate thereof according to claim 1, wherein in Formul4 (I):

a) R, is -CHj3,-C;Hs,-C3Hy, i-C3Hy, -Ck3,-CoFs,-C3F7 or i-CsF7, Ry is (C1-Cy)
5 alkyl, (C;-Cy) substituted alkyl, (C;-Cy) acyi, (Z1-C4) substituted acyl, halo, -NO,, -OR¢1,
-NRi02R 103, -CONR;04R 105, -CO2R 16 01 -O2€R 197, n is 0 or 1, R3 and R4 are independently
hydrogen or deuterium, Rs is -CHjs, -CoHg/~C3H, -CF3, CoFs or -C3F7, Re 1s

10

N\ Re

/ o , R7 is methyl or ethyl, Rg is hydrogen or methyl, Ry is n-propyl, isopropyl,

15/ sec-butyl, isobutyl or benzyl, Rjo, Ry; and R, are hydrogen; and R;3 is hydrogen.

4. A compound of Formula (I) or pharmaceutically acceptable salt, hydrate or

solvate thereof according to claim 1, wherein the compound of Formula () is:
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OH Br
J/\/< %‘OH
o NH

Br
N _CH3
N—CHg H H
HI 14 H
\ |
y N
CH3s 02F5 ,
NH NH
H H
o N NH)LN,Noz o N NH/H\g/NOZ
H .
OCO(CH,)zCH, “OCO(CH,)2CHy
N~=CHg N~CHg OCO(CH,)ZCHs
Hi)—&=H H—&H ~CF,
) H

zis5or8 \

solvate thereof gccording to claim 1, wherein the compound of Formula (I) is
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6.

or pharmaceutically gcceptable salts, hydrates or solvates thereof wherein:
R, is (C;-Cy) alkyl, substituted (C;-Cy) alkyl or (C1-Cy4) perflouroalkyl;

10 R, is alkyl, substituted alkyl, acyl, substituted acyl, halo, heteroalkyl, substituted
heteroalkyl, -NO,, N3, -OH, -S(O)R100, “OR 101, -NR102R103, “CONR;04R 105, -CO2R 106 OF
-O,CRyo7;

Rs is Hydrogen, (C;-C3) alkyl, substituted (C;-Cs) alkyl, or (C1-C;) perflouroalkyl;
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Rqo Rt
0 3
R7HN R8R9 7 Rg \(\ﬁ
|

Rg is o) , OCO(CHy)

NH
. )k _NO o OH OH
;”(\ANH N 2 g JJ\N J/\Q/
OCO(CH,)sCHs , H
R~ is (C;-Cy) alkyl;
Rg is hydrogen, ethanyl, propan-1-yl, propan-2-yl, butan-1-yl, butan-2-yl, 2-methyl-
5  propan-1-yl, 2-methyl-propan-2-yl, substituted {C;-Cs) alkyl, (C2-Cs) alkenyl or (C,-Cy)
alkynyl, benzyl or substituted benzyl;
Ry is methyl, ethanyl, propan-1-yl. fpropan-2-yl, butan-1-yl, butan-2-yl, 2-methyl-
propan-2-yl, benzyl, (C,-Cy) alkenyl or(C,-Cy) alkynyl;
Ry is hydrogen, OH, =0, (Cy+C4) alkyl, (C-C4) substituted alkyl, -CO,R 05 or
10 -CONRjooR110;
Ry; is hydrogen, OH, =@, (C;-Cy) alkyl, (C;-C4) substituted alkyl, -CO;R;;; or

-CONR12R113;
Ry, is hydrogen, OH, =0, (C;-Cy) alkyl, (C;-Cy4) substituted alkyl, -CO,R ;14 or
-CONR115R1165
15 Rys is hydrogén or halogen,;

Ri01-Ry16 gfe each independently hydrogen, alkyl, substituted alkyl, acyl, substituted
acyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, heteroalkyl, substituted
hetereoalkyl,heteroaryl, substituted heteroaryl, heteroarylalkyl or substituted heteroarylalkyl;
and

20 1s0, 1 or 2;
nis0, 1,2 or 3;
provided that:

79




HO fo
R7\?MN R8R9
0 that:

Ry is not methyl, Ry is not hydrogen and Ry is not benzyl;
R7 is not isopropyl, Rs is not hydrogen and Ry is not benzyl;
5 R7 is not methyl, Rg is not hydrogen and Ry is not sec-butyl;
R7 is not ethyl, Rg is not hydrogen and Ry is not isopropyl;
R7 is not isopropyl, Rs is not hydrogen and Ry is not isopropyl;

R7 is not ethyl, Rg is not hydrogen and Ry is not benzyf; or

10 b) when R is allyl, Rs is methyl, Ry, Rig, Rf1, Ri» and Ry3 are hydrogen and Rg is




d) when Ry is CH,OH, Rj is methyl, Ry, Rjg, Ri1,and Ry, are hydrogen, R is

o o
0
R; NT1™Rg

WA R8
bromine and Rg is ) that:

R is not isopropyl, Rs is not hydrogen and Ry is not sec-butyl.

5 8. A compound of Formula (II) or pharmaceutically acceptable salt, hydrate or

solvate thereof according to claim 7, wherein:

10

A compound of Formula (II) or pharmaceutically acceptable salt, hydrate or

15 solvate thereof according to claim 7, wherein in Formula (II):
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10

a) R1 i -CH3,—C2H5,-C3H7, i—C3H7, —CF3,—C2F5,—C3F7 or i-C3F7, Rz 18 (C1~C4)
alkyl, (C;-Cy) substituted alkyl, (C;-Cy4) acyl, (C;-Cy) substituted acyl, halo, -NO,, -OR ¢y,
-NR02R103, -CONR 104R 105, -CO2R 106 01 -O2CR197, n 15 0 or 1, Rs is -CH3, -C,Hs,-C3Hy, -€F;3,

o [
0
R~ N R

C,F5 or -C3F7, Rg is "0 , R0, Ry; and Ry are independently/hydrogen, OH or
y

(C;-Cy) alkyl; and Ry3 is hydrogen or bromine; or

b) R1 1s CH3, -C2H5,-nC3H7, -CF3, C2F5 or —DC3F7,
substituted alkyl, halo, —NOQ, -OR101, —NR102R103, -CONR104

is (C;-Cy) alkyl, (C;-Cy)
055 -C02R105 or -OzCR107; nis

Riz
Rio R
HO EEO
0
NTTR
. R 9
. A R . . .
0, Rs1s -CHj or -CF3; R is 0 7 is methyl, ethyl or isopropyl, Ry is

hydrogen, Ry is n-propyl, isopropyl, sec-but¥l, or benzyl; Rio, R;; and Ry, are hydrogen; and
Ri3 1s hydrogen.

10. A compound of Fopmula (II) or pharmaceutically acceptable salt, hydrate or

solvate thereof according to cla,iél 7, wherein the compound of Formula (II) is:
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\ _CF3
H
|
N° Br
CH3 ,
OH Br
J/\/Q‘OH
NH
© Br
\ N"CHs
H
|
l}l or
CH3
: X X § X
o N NH H/NOZ o N NH H’NOQ o N NH H,Noz
OCO(CHg2)zCH OCO(CH2)zCH OCO(CHy)zCH
N“CH3( 2)2CH3 4 N—CH3( 2)zCH3 S N'CF3( 2)zCHs
H
\ Zis5or8. \ \
y N or
5 CFs ? CH3 CHjy
11 pharmaceutical composition comprising the compound of Formula (II) or

pharmaceuticélly acceptable salt, hydrate of solvate thereof as defined in any one of claims 7

to 10 and g'pharmaceutically acceptable vehicle.
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12. Use of a compound of Formula (I):

0]
or pharmaceutically acceptable salts, hydrates or solvates thereof wherein:
R; is (Cy-Cy) alkyl, substituted (C;-Cy4) alkyl or (C;-C,y perflouroalkyl;
5 R, is alkyl, substituted alkyl, acyl, substituted acyl,

alo, heteroalkyl, substituted
103, “CONR04R 105, -CO2R g6 OF

heteroalkyl, -NO,, -N3, -OH, -S(O)R100, -OR 101, -NRjg

-O,CRy07; ;
Rj; and R4 are independently hydrogen, deyterium, fluoro, hydroxy or methoxy;
Rs is hydrogen, (C;-C;) alkyl, substituted (C;-Cy4) alkyl or (C;-Cs) perflouroalkyl;

Rm\gﬁ/Rﬂ Rig R
R N’ég R N/zRg y\(\/\NH N2
7 , H
Ea g e
10 Rg is OCO(CH,)5CHs
~§_CH,0H
- X, L@
R7 is methyl, ethanyl, propan-l-yl, butan-1-yl, butan-2-yl, 2-methy1—propan—1—y1, 2-

methyl-propan;2-yl, (C,-Cy) alkenyl or (C,-C,4) alkynyl;
Rg is/hydrogen, (C;-Cy) alkyl, substituted (C;-Cy4) alkyl, benzyl or substituted benzyl;
15 Ry1s methyl, ethanyl, propan-1-yl, propan-2-yl, butan-1-yl, 2-methyl-propan-1-yl, 2-
methylépropan-2-yl, benzyl, (C,-C,) alkenyl or (C,-Cy) alkynyl;
Ryg is hydrogen, OH, =0, (C,;-C4) alkyl, (C;-C4) substituted alkyl, -CO,R g or
-ZONR 109R 1105
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Ry1 is hydrogen, OH, =0, (C;-Cy) alkyl, (C;-C4) substituted alkyl, -CO,R;; or
-CONR 2R 113,
Ry2 is hydrogen, OH, =0, (C,-Cy) alkyl, (C;-Cy4) substituted alkyl, -CO,R 4 or
-CONR115R116;
5 Ri3 is hydrogen or halogen; /o
Rio1-Rii6 are each independently hydrogen, alkyl, substituted alkyl, acyl/ substituted
acyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, heteroalkyl, substifuted

hetereoalkyl, heteroaryl, substituted heteroaryl, heteroarylalkyl or substityfed heteroarylalkyl;

and
10 kis 0,1 or2;
nis0,1,2or3;
provided that:

X, L0
o
R; NT\Rg

WA R8
15 O that:

R; is not allyl; or

b) when R; and Rs‘ey/e methyl, Ry, R, Ry, Rig, Ry1, Ry and Ry3 are hydrogen and

Rg is that: Ry is not methyl, Rg is not hydrogen and Ry is not benzyl;

in the manufacture of a medicament for treating or preventing migraine in a patient.
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13, Use of a compound of Formula (I):

or pharmaceutically acceptable salts, hydrates or solvates théreof wherein:
R 18 (C4-Cy) alkyl, substituted (C;-Cy) alkyl or (C;-Cy) perflouroalkyl;
5 ' Ry 1s alkyl, substituted alkyl, acyl, substituted acyl, halo, heteroalkyl, substituted
heteroalkyl, -NO,, -N3, -OH, -S(O)R 00, -OR101, -NR102R 103, -CONR04R 105, -CO2R 106 OF
-02CRyg7;

Rj3 and Ry are independently hydrogen, deutefium, fluoro, hydroxy or methoxy;
R;s is hydrogen, (C;-Cs) alkyl, substituted (C;-Cy) alkyl or (C,-Cs) perflouroalkyl;

)y
~-NO
NH™ N7 2
H
10 Rg is OCO(CH3)5CH3
~§_CH0H
Br
i
OH
or Br ;

methyl-propan-2-yl, (C,-Cy) alkenyl or (C,-Cy) alkynyl,
Rs is hydrogen, (C;-Cy) alkyl, substituted (C;-Cy) alkyl, benzyl or substituted benzyl;
15 Ryis methyl, ethanyl, propan-1-yl, propan-2-yl, butan-1-yl, 2-methyl-propan-1-yl, 2-
methyl/propan-2-yl, benzyl, (C,-Cs4) alkenyl or (C,-Cy,) alkynyl;
Ry is hydrogen, OH, =0, (C;-Cy) alkyl, (C;-C,) substituted alkyl, -CO»R ;o3 or
-2 ONRjooR110;
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Ry; is hydrogen, OH, =0, (C;-Cy4) alkyl, (C,-C,4) substituted alkyl, -CO,R;y; or
-CONR 2R3
Ryz is hydrogen, OH, =0, (C;-Cy) alkyl, (C,-Cy4) substituted alkyl, -CO;R 14 o
-CONR;15R136;
5 Ris is hydrogen or halogen;
Ry01-R116 are each independently hydrogen, alkyl, substituted alkyl,
acyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, heteroalkyl, s
hetereoalkyl, heteroaryl, substituted heteroaryl, heteroarylalkyl or substituted heteroarylalkyl;
and
10 kis0,1 or2;
nis0,1,2o0r3;
in the manufacture of a medicament for treating or pfeventing ALS, Parkinson's
disease, extra-pyramidal disorders, depression, nausea, rgstless legs syndrome, insomnia,
aggression, Huntington’s disease, dystonia, parsomnig’or hyperlactinemia in a patient.

15

or pharmaceutigally acceptable salts, hydrates or solvates thereof wherein:
R; is (C1-Cy)alkyl, substituted (C;-Cy) alkyl or (C;-Cy) perflouroalkyl;
20 R, is alky
02, -N3, -OH, -S(O)xR100, -OR 01, -NR102R 103, -CONR;04R 105, -CO2R 106 01

, substituted alkyl, acyl, substituted acyl, halo, heteroalkyl, substituted
heteroalkyl, -
-02CRy07;
and R4 are independently hydrogen, deuterium, fluoro, hydroxy or methoxy;

Rs is hydrogen, (C;-Cs) alkyl, substituted (C;-Cy) alkyl or (C;-C;) perflouroalkyl;
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10

15

20

Rq2 R12

R R Ry Rt
Ho )/ N Ho )N NH
T S S I v,
N R N Rg NH N
R7H 9 Ry N
N\ Re v Re
Rg is o] , 0 , OCO(CH;)sCHg
<4 CH0H
NH OH OH Br
o M no, o
NH N
\L/\A H \j/LN
OCO(CHy)sCHs ) H or Br ;

R7 is methyl, ethanyl, propan-1-yl, butan-1-yl, butan-2-yl, 2#methyl-propan-1-yl, 2-
methyl-propan-2-yl, (C,-Cy4) alkenyl or (C,-Cy4) alkynyl;

Rg is hydrogen, (C;-Cy) alkyl, substituted (C;-C4) alkyl, benzyl or substituted benzyl;

Ry is methyl, ethanyl, propan-1-yl, propan-2-yl, bytan-1-yl, 2-methyl-propan-1-yl, 2-
methyl-propan-2-yl, benzyl, (C,-Cy) alkenyl or (C,-Cy)/alkynyl;

Rjg is hydrogen, OH, =0, (C;-Cy) alkyl, (C,-L4) substituted alkyl, -CO,R 145 or
-CONR09R110;

Ry; is hydrogen, OH, =0, (C;-Cy) alky,
-CONR12R113;

Ri, is hydrogen, OH, =0, (C;-C
-CONR;;5R 116

(C,-Cy) substituted alkyl, -CO,R ;7 or

alkyl, (Cl-C4) substituted alkyl, -CO,R 14 OT

Rj3 is hydrogen or halogen;

Rioi-Rii¢ are each indepgndently hydrogen, alkyl, substituted alkyl, acyl, substituted
acyl, aryl, substituted aryl, apylalkyl, substituted arylalkyl, heteroalkyl, substituted
heterecoalkyl, heteroaryl, sdbstituted heteroaryl, heteroarylalkyl or substituted heteroarylalkyl;

and

aggressign, Huntington’s disease, dystonia, parsomnia or hyperlactinemia in a patient,

optiofally wherein the dose range is between 0.1 mg and 100 mg.

15. . Use of a compound of Formula (II):
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(i)
or pharmaceutically acceptable salts, hydrates or golvates thereof wherein:

R; is (C4-Cy) alkyl, substituted (C;-Cy) alkyl o(C-Cy) perflouroalkyl;

R; is alkyl, substituted alkyl, acyl, substitutgd acyl, halo, heteroalkyl, substituted
5  heteroalkyl, -NO,, -N3, -OH, -S(O)xR 100, “OR101/-NR02R 103, -CONR194R 195, -CO2R 106 OF
-0,CR1g7;
Rs is hydrogen, (C;-C;) alkyl, substituted (C;-C3) alkyl, or (C;-Cs) perflouroalkyl;

NH

A o,
OCO(CH,)sCHs
~§_CH,OH
Br
31
OH
Br ;
10 R7 18 C1—C4) alkyl;
Rg/As hydrogen, ethanyl, propan-1-yl, propan-2-yl, butan-1-yl, butan-2-yl, 2-methyl-
propany1-yl, 2-methyl-propan-2-yl, substituted (C;-Cy) alkyl, (C,-Cy) alkenyl or (C5-Cy)

alkyryl, benzyl or substituted benzyl; _
Ry is methyl, ethanyl, propan-1-yl, propan-2-yl, butan-1-yl, butan-2-yl, 2-methyl-
propan-2-yl, benzyl, (C,-C4) alkenyl or (C,-Cy4) alkynyl;

Ry 1s hydrogen, OH, =0, (C;-Cy) alkyl, (C;-C4) substituted alkyl, -CO,R 105 Or
-CONR9R10;

Ry; is hydrogen, OH, =0, (C;-Cy4) alkyl, (C;-Cs) substituted alkyl, -CO,R1;; or
-CONR;12R 13,
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10

Ry is hydrogen, OH, =0, (C;-Cy) alkyl, (C;-Cy) substituted alkyl, -CO,R 14 or
-CONR15R 16

Ry3 is hydrogen or halogen;

Rio1-R1i6 are each independently hydrogen, alkyl, substituted alkyl, acyl, gubstituted
acyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, heteroalkyl, substigated
hetereoalkyl, heteroaryl, substituted heteroaryl, heteroarylalkyl or substitugéd heteroarylalkyl;
and

kis0,1or2;

nis 0,1, 2or3;

in the manufacture of a medicament for treating or pre énting migraine, ALS,
Parkinson's disease, extra-pyramidal disorders, depression, fiausea, restless legs syndrome,
insomnia, aggression, Huntington’s disease, dystonia, pafsomnia or hyperlactinemia in a

patient.
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What is claimed is:

1. A compound of Formula (T):

€O

O NH'

T Ry
R

or pharmaceutically acceptable salts, hydrates or solvates thereof wherein:

R, is (C;-Cy) alkyl, substituted (C;-Cy) alkyl or (C,-Cy) perfluoroalkyl;

R, is alkyl, substituted alkyl, acyl, substituted acyl, halo, hetefoalkyl, substituted heteroalkyl,
—NO,;, —Nj, A-——OH, —S(O) R0, —ORyg;, —NRjpRj03, —CONR;04R105, ~—CO2Rjps0r —
OC(O)R,07;

R, and R, are independently hydrogen, deuterium, fluoro, hydroxy or methoxy;

Rsis hydrogen, (Cl-Cg) alkyl, substituted (C;-C,) alkyl or (C;-Cs) perfluoroalkyl;

R5 1S
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Rz 2
ST Ru Ryp Ry
HO N HO N
O o, 4]
R, N R,
R‘S
o]
1
* NO.,
NH N~
H

OCO(CH,)CH;

NH
S
Wm -
H

OCOCH GO,

R, is sec-butyl, isobutyl, t-butyl, benzyl, (Cz-é4) alkenyl or (C,-C,) alkynyl;

Rgis hydrogen, (C;-C,) alkyl, substituted (C;-C,) alkyl, benzyl or substituted benzyl;

Ryis methyl, ethyl, propyl, isopropyl, n-butyl, isobutyl, t-butyl, benzyl, (C,-C4) alkenyl or
(Cy-Cy) alkynyl;

Rygis hydrogen, OH, =0, (C-C,) alkyl, (C;-Cs) substituted alkyl, —CO,R;pgor —

CONR109R 1105
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Ryiis hydrogen, OH, =0, (C;-Cy) alkyl, (C;-C,;) substituted alkyl, —CO,R;jjor —
CONRG12R 335

Rypis hydrogen, OH, =0, (C;-C,) alkyl, (C;-Cs) substituted alkyl, —CO,Rjjsor —
CONR;15R16;

Ry31s hydrogen or halogen;

Riots Rioz, Rioss Rioss Rios, Rigs, Rigz, Riogs Rioos Rizo, Ruts, Ring, Ritss Rizs, Ryssand Rygeare
independently hydrogen, alkyl, substituted alkyl, acyl, substituted acyl, aryl, substituted aryl,
arylalkyl, substituted arylalkyl, heteroalkyl, substituted hetéroalkyl, heteroaryl, substituteci heteroaryl,
heteroarylalkyl or substituted heteroarylalkyl; and

kis0,1o0r2;

nis0,1,2o0r3;

wherein substituted with reference to a saturated carbon atom is limited to —R?®, halo, —O~,
=0, —OR®, —SR®, —§~, =S, —NR°R’, =NR®, =N—OR?, trihalomethyl, —CF;, —CN, —OCN, —
SCN, —NO, —NO,, =N,, —Nj, —S(0);R’, —S(0),NR®, —8(0),0", —S(0),0R®, —OS(0),R®, —
08(0),0", —OS(0),0R", —P(0)(O "), —P(O)(OR")(O"), —P(O)(OR")(OR"), —C(O)R®, —C(S)R”,
—C(NRR’, —C(0)O", —C(O)OR®, —C(S)OR", —C(O)NR'R’, —C(NR")NR‘R®, —OC(O)R", —
OC(S)R®, —OC(0)0~, —OC(0)OR®, —OC(S)OR®, —NR°C(O)R?, —NRC(S)R®, —NR°C(0)0™, —
NR°C(O)OR®, —NR°C(S)OR®, —NR’C(O)NRR®, —NR’C(NR®)R"and —NR°C(NR®)NR°R®, where
R'is selected from the group consisting of alkyl, cycloalkyl, heteroalkyl, cycloheteroalkyl, aryl,
arylalkyl, heteroaryl and heteroarylalkyl; each R%s independently hydrogen or R?; and each R°is
independently R"or alternatively, the two R’s are taken together with the nitrogen atom to which they
are bonded form a 4-, 5-, 6- or 7-membered cycloheteroalkyl which may optionally include from 1 to
4 of the same or different additional heteroatoms selected from the group consisting of O, N and S;
and substituted with reference to an unsaturated carbon atom or an nitrogen atom in a heteroalkyl
group is limited to —R?, halo, —O~, —OR®, —SR®, —S~, —NRR’, trihalomethyl, —CF;, —CN, —
OCN, —SCN, —NO, ~—sz, —N;, —S(0),R®, —S(0),07, —S(0),0R", —OS(0),R", —OS(0),0,
—OS(0),0R", —P(0)(0),, —P(O)OR*)(O"), —P(O)OR’}OR"), —C(O)R®, —C(S)R®, —
C(NRb)Rb,A —C(0)0", —C(0)OR®, —C(S)OR®, —C(O)NRR®, —C(NR?)NRR®, —OC(O)R?, —
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OC(S)R®, —OC(0)0~, —OC(0)OR®, —OC(S)OR®, —NR’C(O)R®, —NR°C(S)R?, —NR°C(0)0", —
NRC(0)OR®, —NRC(S)OR®, —NR°C(O)NR°R®, —NR’C(NR*)R®and —NR°C(NR®)NR°R® where

R? R®and R°are as defined above;

provided that when Ry, Rs, Ry, Ryg, Ry1, Rip and Ry; are hydrogen and Rgis O that:
R;is not allyl;
provided that when R; is (C,-Cy) alkyl and R,, Rj, Ry, Ryg, Ry3, Rypand Ry3 are hydrogen that:

Rgis not

R12
Ryge Ry
H N
[ fo;

0
R, N Ry
Ry

provided that when R, and Rs are methyl and R,, Ry and R, are hydrogen that: Reis not

WI

|
)L NO, or
N/

NH

OCOCH, % CH,

NH
)j\ NO,;
NH N~
H

OCO(CH,)CH,

provided that when R; and Rs are methyl and R,, R; and R, are hydrogen that: Reis not

O Of
O L/@
&
H
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provided that when R; and R; are methyl and R,, Ry and R, are hydrogen that: Rsis not

Br

2. The compound of claim 1, wherein R;is (C,-Cy) alkyl or (C;-C,) perfluoroalkyl and

Ryis

3. The compound of claim 1, wherein R, is —CHj3, —C,Hs, —C3H;, i-C3H;, —CF, —

C2F5, -—-C3F7 or i-C3F7 and R6 is

RIZ
R
11
R]()
N
1O
0.
R,

N

O
R,
\< R,
O
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4, The compound of claim 1, wherein R, is —CH,, —C,H;, —C;H;, 1-C;H;, —CF;, —
C,Fs, —CsF; or i-CsFy, Ryis (Ci-Cy) alkyl, (C1-Cy) substituted alkyl, (C;-C,) acyl, (C;-C,) substituted
acyl, halo, —-—NOz, ——-ORl()l, —NR102R1()3, -——CONR104R105, —C02R106 or ————OC(O)RN% nis 0 or 1,

Rsand R, are independently hydrogen or deuterium, Rsis —CHj;, —C,Hs, —C;H;, —CF;, C,Fsor —

C3F7, Rsis
Rpp
Ry
Ryg
N
HO
O o,
R; N Ry
Rg
O

Rio, Ryjand Rypare independently hydrogen, OH or (C,-Cy4) alkyl; and Ry;is hydrogen or

bromine.
5. The compound of claim 1 having the structure:
OH Pr
OH.
0 NH
13r
N—CH,
H H
N
|
CF,
6. The compound of claim 1 having the structure:
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NH

J-L _NO,

NH N
H

7o

OCOECHy
N—Clt, or

H H

CF,

e

NO,,

OCO(CH,)CH,
N~ CH,
H H

wherein z is 5 or 8.

7. A pharmaceutical composition comprising the compound

pharmaceutically acceptable vehicle.

8. A compound of Formula (II):

(I
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or pharmaceutically acceptable salts, hydrates or solvates thereof wherein:

R, 15 (C;-Cy) alkyl, substituted (C;-C,) alkyl or (C;-C,) perfluoroalkyl;

R,is alkyl, substituted alkyl, acyl, substituted acyl, halo, heteroalkyl, substituted heteroalkyl,
~—NO,, —N;, —OH, —S(O)Rioo, —ORyp1, —NR;juR;03, —CONR sR105, —CO,Rjps0r —
OC(O)Ryg7;

Rs is hydrogen, (C,-Cs) alkyl, substituted (C;-C;) alkyl, or (C,-Cs) perfluoroalkyl;

Rs is
Rja Rya
Ry, Ry
Ry Rygr.
N N
HO, HO
Q © (6] "
R N Ry R, N Ry
Rg Rg
0 0O
NH
JJ\ NOa,
%(\ﬁ"“ i NS
H
QOCO(CH,)sCH;4

NH
J e,
H

OCO(CH, 1CH,

OH OH or
O LQ/
?i/“\ N
: H

R’] is (Cl-C4) alkyl,
Rgis hydrogen, ethyl, propyl, isopropyl, n-butyl, sec-butyl, isobutyl, t-butyl, substituted (C;-

C,) alkyl, (C,-C,) alkenyl or (C,-C4) alkynyl, benzyl or substituted benzyl;

77



Ryis methyl, ethyl, propyl, isopropyl, n-butyl, sec-butyl, t-butyl, (C,-C,) alkenyl or (C,-Cy)
alkynyl;

Rypis hydrogen, OH, =0, (C-C,) alkyl, (C;-C,) substituted alkyl, —CO,Rjps0r —
CONR5R 1105

Ryyis hydrogen, OH, =0, (C-C;) alkyl, (C;-C;) substituted alkyl, —CO,R;;;or —
CONR;15R 135

Rjpis hydrogen, OH, =0, (C{-Cs) alkyl, (C;-C4) substituted alkyl, —CO,R;jz0r —
CONR;15R 165

Ri3 is hydrogen or halogen;

Rio1, Riozs Rios, Rioas Rios, Rioss Rior, Rioss Rioss Riros Ritns Rung, Rups, Ryng, Rigsand Rypgare
independently hydrogen, alkyl, substituted alkyl, acyl, -substituted acyl, aryl, substituted aryl,
arylalkyl, substituted arylalkyl, heteroalkyl, substituted heteroalkyl, heteroaryl, substituted heteroaryl,
heteroarylalkyl or substituted heteroarylalkyl; and

kis0,1o0r2;

nis0,1,2or 3;

wherein substituted with reference to a saturated carbon atom is limited to —R?, halo, —O,
=0, —OR", —SR®, —§", =S, —NR°R’, =NR", =N—OR?", trihalomethyl, —CF3, —CN, —OCN, —
SCN, —NO, —NO,, =N,, —Ns, —S(0),R", —S(0),NR", —S(0),0", _S(O)ZORb, —OS(O),R?, —
0S(0),0", —OS(0),0R?, —P(0)(0"),, —P(O)(OR®)(0"), —P(O)(ORY)(OR?), —C(O)R®, —C(S)R,
—C(NRMR®, —C(0)0~, —C(O)OR’, —C(S)OR’, —C(O)NRR®, —C(NR")NR°R®, —OC(O)R", —
OC(S)R®, —OC(0)O~, —OC(0)OR®, —OC(S)OR®, —NRC(O)R®, —NR’C(S)R®, —NR°C(0)0~, —
NR’C(O)OR?, —NR°C(S)OR?, —NR’C(O)NR°R®, —NR’C(NR")R® and —NR’C(NR®)NR°R®, where
R%s selected from the group consisting of alkyl, cycloalkyl, heteroalkyl, cycloheteroalkyl, aryl,
arylalkyl, heteroaryl and heteroarylalkyl; each R’is independently hydrogen or R% and each R°is
independently R® or alternatively, the two R’s are taken together with the nitrogen atom to which they
are bonded form a 4-, 5-, 6- or 7-membered cycloheteroalkyl which may optionally include from 1 to
4 of the same or different additional heteroatoms selected from the group consisting of O, N and S;
and substituted with reference to an unsaturated carbon atom or an nitrogen atom in a heteroalkyl

78



group is limited to —R?, halo, —O~, —OR®, —SR®, —S~, —NR°R", trihalomethyl, —CF;, —CN, —
OCN, —SCN, —NO, —NO,, —Nj3, —S(0),R®, —S(0),0~, —S(0),0R®, —OS(0),R®, —0S(0),0",
—O0S(0),0R?, —P(0)(0),, —P(O)OR")O), —P(O)OR’)(OR®), —C(O)R’, —C(S)R), —
C(NR")R’, —C(0)0", —C(0)OR®, —C(S)OR?, —C(O)NR°R®, —C(NR")NRR®, —OC(O)R?, —
OC(S)R®, —OC(0)O", —OC(0)OR®, —OC(S)OR?, —NR°C(O)R®, —NRPC(S)R®, —NR’C(0)0", —
NR°C(0)OR®, —NR’C(S)OR®, —NR°C(O)NRR®, —NR°C(NR®)R®and —NR°C(NR")NR°R® where
R, R®and R®are as defined above;

provided that when R; and Rs are methyl, R,, Ryo, Ry1, Ry and Rysare hydrogen and Ry is

that:

R;is not methyl, Rg is not hydrogen and Ry is not benzyl,

R;is not methyl, Rgis not hydrogen and Ry is not sec-butyl;

R7is not ethyl, Rgis not hydrogen and Ry is not isopropyl;

R 1s not isopropyl, Rgis not hydrogen and Ry is not isopropyl;

provided that when R;is CH,OH, Rsis methyl, Ry, Ryg, Ryj, and Rj,are hydrogen, Rysis

bromine and Rgis

that:

R71s not isopropyl, Rgis not hydrogen and Ry is not sec-butyl.

79



9. The compound of claim 8, wherein Rgis

R, is methyl, ethyl or isopropyl, Rgis hydrogen, Ry is n-propyl, isopropyl or sec-butyl and Ry,

Ri1 and Ry, are hydrogen.

10. The compound of claim 8, wherein R, is (C-Cy) alkyl or (C;-C,) perfluoroalkyl and

R6 is

Ry Ry

11. The compound of claim 8, wherein R, is —CH;, —C,H;s, —C;H,, i-C;H;, —CF;, —

C2F5, _C3F7 or i-03F7 and R6 is

12. The compound of claim 8, wherein R; is —CH,;, —C,Hs, —C3H5, 1-C;H;, —CFs3, —

CyFs, —C3F; or i-C3Fy, Ry is (C-Cy) alkyl, (C,-C,) substituted alkyl, (C,-C4) acyl, (C;-C,) substituted
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acyl, halo, ——NOz, —Ole, _NR102R103, _CONR104R]05, —C02R106 or -——OC(O)RKW, nis 0 or 1,

R5 is —-—“CHg,, ‘—C2H5, ——C3H7, _CF3, C2F5 or '—-C3F7, R6 is
Rl’Z

Rio Ru

O

Ry, Ryjand Ry are independenﬂy’hydrogen, OH or (C;-Cy) alkyl; and Ri3is hydrogen or

bromine.

13. The compound of claim 8, wherein R; is —CH,;, —C,Hs, -n-C3H;, —CF5, —C,Fsor -
n-C;Fy, Ryis (Ci-Cp) alkyl, (Ci-C;) substituted alkyl, halo, —NO,, —OR;¢;, —NR;,R; 035, —

CONR104R105, '——COzR}(m or —-—OC(O)R107, nis O, R5 18 “CH:; or ——CF3, R5 is

R is methyl, ethyl or isopropyl, Rgis hydrogen, Ry is n-propyl, isopropyl, sec-butyl, or benzyl,

Ryg, Ry; and Ry, are hydrogen; and R; is hydrogen.

14. The compound of claim 8, having the structure:
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H,C =~ 41 )
H
O NH

- )
or
\ N —_ CH;4
H
N
|

O
{

ok

-

HO,
“, I O
C
H;C N ",
: H
Q NH o

7\
= |
IF Br

15. The compound of claim 8, having structure:
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N-—CF,
Heoum H
IT Br
CH,
16. The compound of claim 8 having the structure:
OH B
'
OH
Br
N—CH, or
H
OH 13r
OH.
Br

85



17. The compound of claim 8, having the structure:

OCO(CHLZCH

\ N— Tl

H

2z

NH

H
N

) N0,

NH N
H

OCO(CH,)2CH,

N—C1l or

OCO(CH,)CH,

\ N CF,

H

wherein z is 5 or 8.

86



18. A pharmaceutical composition comprising the compound ofclaim 8and a

pharmaceutically acceptable vehicle.

19. The compound having the structure:

O, NI

Hionny H
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