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CLAIMS 1-9 cancelled bv amendment on July 19. 2002. originally in

US Ser. No. 09/840,503

1 . (CANCELED) A method of treating inosine monophosphate dehydrogenase S
associated disorders comprising: administering a therapeutically effective amount of a!

compound of formula (I)

GO

R^ ^>Xv^^x\ 2

(I)

including isomers, enantiomeric diastereomers, tautomers, phaxmaceutically acceptable

salts, prodrugs and solvates thereof wherein:

X1

isC=0,-$(0)-,or-£(0)2-;

X2
isCR3

orN;

X3
is-NH-, -O-.or-S-;

X«isCR4 orN;

Xs isCR5
orN;

X6 isCR6
orN;

R1
is allcyl, substituted alkyl, alkenyl, substitute alkenyl, alkynyl, substituted

alkynyl, NR8R9
, SR

20
, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl,

heterocycloalkyl, or heteroaryl;

R2
is halogen, cyano, nitro, hydroxy, oxo (double bond is no longer present

between CR2
andX6

), SR
7
, S(0)R

7
,
S02R7

, SO2NRV, COaR7
, C(0)NR

BR9
, or

heteroaryl;

R3
is hydrogen, hydroxy, halogen, cyano, CO2R7 , NR8R9

, alkyl, substituted alkyl,

alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted

cycloalkyl, aryl, substituted aiyl, beterocyoloalkyl or heteroaryl;

R7, Br, and R are independently selected from the group consisting of hydrogen,

halogen, nitro, cyano,
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O^R7
, NRV, SR7

, S(0)R
7
, SQ2R7

, S03R
7

, S02NR8R9
, CO2R

7
, C(0)NR

fiR9
, C(0)alkyl,

C(0)substituted alkyl, alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl and

substituted ajkynyl;

hydrogen, alkyl, substituted alkyl alkenyl, allcynyl, cycloalkyl, substituted cycloalkyl,

C(0)alkyl, C(0)substituted alkyl, C(0)cycloalkyl, C(O) substituted cycloalkyl, C(0)aiyl,

C(0)substituted aryl, C(0)Oalkyl, C(0)Qsubstituted alkyl, C(0)heterocycloalkyl,

C(0)heteroaryl, aryl, substituted aryl, heterocycloalkyl and heteroaryl;

8 9R and R* are independently selected from the group consisting of hydrogen,

alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, alkenyl, alkynyl, C(0)alkyl,

C(0)si|bstituted alkyl, C(0)cycloalkyl, C(0)substituted cycloalkyl, C(0)aryl,

C(0)substituted aryl, C(0)Oalkyl, C(0)Osubstituted alkyl, C(0)heterocycloa!kyl,

C(0)heteroaryl, aryl, substituted aryl, heterocycloalkyl, and heteroaryl or R* and R9
taken

together with the nitrogen atom to which they are attached complete a heterocycloalkyl or

heteroaryl ring;

R20
is alkyl, substituted alkyl, cycloalkyl, aryl, substituted aiyl, heteroaryl or

heterocycloalkyl;

R3
and R 1 may be taken together with the carbon atoms to which they are attached

to form a monocyclic or substituted monocyclic ring system of 5 or 6 carbon atoms; and

R4
and R5 may be joined together by the chain

or -OCH2-CH2-O-

.

2. (CANCELED) A method of claim 1 comprising: administering a therapeutically

effective amount of a compound of formula (II)

R7,R10,andRu , are independently selected from the group consisting of

(II)
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including isomers, enaDtiomers, diastereomers, tautomers, pharmaceutical^ acceptable

salts, prodrugs and solvates thereof wherein:

R2
is a monocyclic substituted or unsubstituted heteroaryl group.

3 . (CANCELED)A method of claim 2 comprising; administering a therapeutically

effective amount of a compound of formula (HI)

(III)

including isomers, enantiomers, diastereomers, tautomers, phannaceutically acceptable

salts, prodrugs and Solvates thefeof wherein:

R2
is 4-oxazolyl, substituted 4-oxazolyl, 5-oxazolyi, or substituted 5-oxazolyl;

R3
is hydrogen, hydroxy, NRfiR9

, allcyl of 1 to 4 carbons, alkenyl of 2 to 4

carbons, alkynyl of 2 to 4 carbons, substituted allcyl of 1 to 4 carbons, phenyl, substituted

phenyl, cycloalkyl of 5 to 7 carbons, substituted eycloalkyl of 5 to 7 carbons, monocyclic

heterocycloalkyl and monocyclic heteroaryl;

R4
is hydrogen, halogen, nitro, hydroxy, alkyl of 1 to 4 carbons, cyano, CF3,

OCF3 , OCH3 , SCH3 , S(0)CH3 , or S(0)2CH3 ;

R5
is hydrogen, halogen, nitro, hydroxy, alkyl of 1 to 4 carbons, cyano, vinyl,

CF3 ,
CF2CF3 , CH^CF2, OCHg, OCF3 , OCHF2 , SCH3 , S(0)CH3 , or S(0)2CH3 ; and

R6
is hydrogen, halogen, nitro, hydroxy, alkyl of 1 to 4 carbons, cyano, CF3 ,

OCH3, OCF3, SCH3 , S(0)CH3 , and S(0)2CH3 .

4. (CANCELED)A method of Claim 3 comprising: administering a therapeutically

effective amount of a compound including isomers, enantiomers, diastereomers,

tautomers, pharmaceutically acceptable salts, prodrugs and solvates
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Wherein:

R2
is 4roxazolyl, substituted 4-oxazoIyl, 5-oxazolyI, substituted 5-oxazolyl or

/ heteroaryl;

^ R3
is hydrogen, hydroxy, halogen, methyl or NR*R9

;

R4
is hydrogen;

R5
is halogen, methyl, ethyl, substituted alkenyl, alkyne, OMe or OCF3 ; and

R6
is hydrogen.

5. (CANCELED)A method of Claim 4 comprising: administering a therapeutically

effective amount of a compound including isomers, enantiomers, diastereomers,

taptomers, pharmaceutical^ acceptable salts, prodrugs and solvates

Wherein:

R2
is 4-oxazolyl, substituted 4-oxazolyl, 5-oxazolyl or substituted 5-oxazolyl;

R3
is hydrogen, hydroxy, halogen or methyl;

R4
is hydrogen;

R5
is halogen, methyl or OMe; and

R6
is hydrogen.

6. (CANCELED)A method of treating inosine monophosphate dehydrogenase

associated disorders comprising; administering a therapeutically effective amount of a

phosphodiesterase Type 4 inhibitor and a compound of formula (X):

(X)

including isomers, enantiomers, diastereomers, tautomers, pharmaceutically acceptable

salts, prodrugs and solvates thereof wherein;

X:
is C=0, -3(OK or^S(0)2-;

X2
is CR3 orN;
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7>'

X3
is-NH-, -0-,or-S-j

XMsCR'orN;

X3 isCRs
orN;

X6 isCR6
orN;

R1
is alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted

alkynyl, NR8R9
, SR

20
, cycloalkyl, substituted cycloalkyl, aryl, substituted aiyl,

heterocycloalkyl, or heteroaryl;

R is halogen, cyano, njtro, hydroxy, oxo (double bond is no longer present

between CR2
andX6

), SR7, S(Q)R
7

, S02R7
, SOaNR^9, C02R7

, C(0)NR
8R9

, or

heteroaryl;

R3
is hydrogen, hydroxy, halogen, cyano, CO$C, NR8R9

, alkyl, substituted alkyl,

alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted

cycloalkyl, aryl, substituted aryl, heterocycloalkyl or heteroaryl;

R4,R5
, andR

6
are independendy selected from the group consisting of hydrogen,

halogen, nitro, cyano,

O-R7
, NR8R9

, SR
7
, S(0)R

7
, SOzR

7
, S03R

7
. SO^R9

, COzR7
, C(0)NR

BR9
, C(0)alkyl,

C(0)substituted alkyl, alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl and

substituted alkynyl;

R7
, R10

, and Ru, are independently selected from the group consisting of

hydrogen, alkyl, substituted alkyl, alkenyl, alkynyl, cycloalkyl, substituted cycloalkyl,

C(0)alkyl, C(0)substituted alkyl, C(0)cycloalkyl, C(O) substituted cycloalkyl, C(0)aryl,

C(0)substituted aryl,C(0)Oalkyl, C(0)Osubstituted alkyl, C(0)heterocycloalkyl.

C(0)heteroaryl, aryl, substituted aryl, heterocycloalkyl and heteroaryl;

R and R are independently selected from the group consisting of hydrogen,

alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, alkenyl, alkynyl, C(0)alkyl,

C(0)substituted alkyl, C(0)cycloaIkyl, C(0)substituted cycloalkyl, C(0)aryl,

C(0)substituted aryl, C(0)Oalkyl, C(0)Osubstituted alkyl, C(0)heterocycloalkyl.

C(0)heteroaryl, aryl, substituted aryl, heterocycloalkyl, and heteroaryl orR8
and R9

taken

together with the nitrogen atom to which they are attached complete a heterocycloalkyl or

heteroaryl ring;
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R20
is alkyl, substituted alkyl, cycloalkyl, aryl, substituted aryl, heteroaryl or

heterocycloalkyl;

I R3
and R1 may be taken together with the carbon atoms to which they are attached

to form a monocyclic or substituted monocyclic ring system of 5 or 6 carbon atoms; and

R4 and Rs may be joined together by the chain

-0-CH2-0- or -O-CH2-CH2-O.

7. (CANCELED)A method for the treatment or prevention of allograft rejection

comprising: administering a therapeutically effective amount of a phosphodiesterase

Type 4 inhibitor and a compound of formula (X):

(X)

including isomers, enantiomers, diastereomers, tautomers, pharmaceutically acceptable

salts, prodrugs and solvates thereof wherein:

X J

isC=O^S(0)-,or-S(0)2-;

X2
is CR3

orN;

X3
is~NH-,-0-t br-S-;

X*iaGR4
orN:

X5
isCR5

orN;

X6 isCR6 orN;

R1
is alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted

alkynyl, NR8R9
, SR

20
, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl,

heterocycloalkyl, or heteroaryl;

R is halogen, cyano, nitro, hydroxy, oxo (double bond no longer present

between CR2
andX6

), SR
7

, S(0)R
7

( S02R7
, SOaNR'R

9
, C02R

7
C(0)NR8R9

, or

heteroaryl;
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R3
is hydrogen, hydroxy, halogen, cyano, CO2R7

, NR^R
9

,
alkyl, substituted alkyl,

alkenyl, substituted tfkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted

I
cycloallcyl, aiyl, substituted aryl, heterocycloalkyl or heteroaiyl;

R4
, R3

, and R6
are independently selected from the group consisting of hydrogen,

halogen, nitro, cyano,

O-R7
, NR8

R>, SR7
, S(0)R

7
, S02R7

,
S03R7

, S02NR5R9
, CO^7

, G(0)NR
8R9

, C(0)alkyl,

C(0)substituted alkyl, alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl and

substituted alkynyl;

R7
, R10

, and Ru , are independently selected from the group consisting of

hydrogen, alkyl, substituted alkyl, alkenyl, alkynyl, cycloallcyl, substituted cycloalkyl,

C(0)alkyl, C(0)substituted alkyl, C(0)cycloalkyl, C(O) substituted cycloalkyl, C(0)aryl,

C(0)substituted aiyl, C(0)Qalkyl, C(0)Osubstituted alkyl, C(0)heterocycloalkyl,

C(0)heteroaiyl, aryl, substituted aryl, heterocycloalkyl and heteroaiyl;

R and R are independently selected from the group consisting of hydrogen,

alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, alkenyl, alkynyl, C(0)alkyl,

C(0)substituted alkyl, CCOcycloaUcyl, C(0)substituted cycloalkyl. C(0)aiyl,

C(0)substituted aryl, C(0)Oalkyl
7 C(0)Osubsdtuted alkyl, C(O)heter0cycloalkyl,

.

C(0)hetexoaryl, aryl, substituted aiyl, heterocycloalkyl, and heteroaryl or R8
and R9

taken

together with the nitrogen atom to which they are attached complete a heterocycloalkyl or

heteroaryl ring;

R2Q
is alkyl, substituted alkyl, cycloalkyl, aiyl, substituted aryl, heteroaryl or

heterocycloalkyl;

R3
and R1 may be taken together with the carbon atoms to which they are attached

to form a monocyclic or substituted monocyclic ring system of 5 or 6 carbon atom?; and

R4 and Rs m^y be joined together by the chain

or^CHrCH2-0-

.

8, (CANCELED)A mediod of Claim 6 wherem: the phosphodiesterase Type 4

inhibitor is Rolipram.
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9, (CANCELBD)A method of Claim 6 wherein: the phosphodiesterase Type 4
inhibitor is [4-[3-(cyclopentyIoxy)^-methoxy«phenyl]-2-pyn-oUdinone].


