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What is claimed is: 

1. A method for treating a disease or disorder in a mammal which is caused by 

in' ced NF-KB transcriptional activity in cells of the mammal, the method comprising 

admi 	s ering to the mammal a compound that specifically inhibits one or more of CDK8 

and CD 	9.  

2. The m• 	od according to claim 1, wherein the NF-icB transcriptional activity 

has not been indu -d via the CKI pathway. 

3. The method acc • ding to claim 2, wherein the NF-KB transcriptional activity 

has been induced via the ca *nical pathway. 

4. The method according to laim 3, wherein the NF-KB transcriptional activity 

has been induced by TNF-a. 

5. The method according to any of clai • s 1-4, wherein the compound has a structure 

selected from the group of structures shown in 	gure 9. 

6. The method according to any of claims 1-5, w erein the disease is an 

inflammatory disease. 

7. The method according to claim 6, wherein the inflamm ory disease is selected 

from the group consisting of asthma, inflammatory bowel disease • d rheumatoid 

arthritis 

8. The method according to claim 7, wherein the inflammatory bowel r cease is 

Chron's disease or ulcerative colitis. 

9. The method according to claim 2 or 3, wherein the compound has the 

structure 
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wherein 

R1  is select d from lower alkyl, aralkyl, aryl, heteroaryl, phenethyl, and 

alkoxyphenyl, .ny of which may be substituted or unsubstituted; 

R2  is selected fro 	lower alkyl and hydrogen; 

( 	 A is selected from hy. ogen or lower alkyl; and 

B is selected from haloge 	cyano, trifluoromethyl, NHAc, NO2, and 0-lower alkyl. 

10. The method according to clai ‘ 9, wherein R' is selected from lower alkyl and 

aralkyl, which may be substituted or uns.bstituted. 

11. The method according to claim 10, wh• ein R' is aralkyl which may be 

unsubstituted, or monosubstituted or disubstitute 	ith one or more of lower alkyl, 0- 

lower alkyl, NO2, halogen, acetamido and amino. 

12. The method according to claim 11, wherein RI  is an kyl, wherein aryl is 

naphthyl. 

13. A method for inhibiting induced NF-x13 transcriptional activi 	in a mammalian 

cell, wherein the NF-KB transcriptional activity is not induced via the 	pathway, the 

method comprising contacting the cell with a compound having the structur- 
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I, 

wherein 

l21  is selected from lower alkyl, aralkyl, aryl, heteroaryl, phenethyl, and 

. koxyphenyl, any of which may be substituted or unsubstituted; 

R2  i 	elected from lower alkyl and hydrogen; 

A is sele ted from hydrogen or lower alkyl; and 

B is selecte 	rom halogen, cyano, trifluoromethyl, NHAc, NO2, and 0-lower alkyl. 

14. The method according to claim 13, wherein R1  is selected from lower alkyl and 

aralkyl, which may be su 	ituted or unsubstituted. 

15. The method according to claim 14, wherein R1  is aralkyl which may be 

unsubstituted, or monosubstituted • disubstituted with one or more of lower alkyl, 0- 

lower alkyl, NO2, halogen, acetamido 	d amino. 

16. The method according to claim 15, 	, erein RI  is aralkyl, wherein aryl is 

naphthyl. 

17. The method according to any of claims 13-16, 	'herein the NF-icB transcriptional 

activity is induced via the canonical pathway. 

18. The method according to any of claims 13-17, wherein 	e mammalian cell is in 

the body ofa mammal. 

19. The method according to claim 1, wherein the induced NFKB tran criptional 

activity is inhibited without inhibiting the basal NFx13 transcriptional activit , 
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Substitute Claim Set 

This Claim Set replaces the previous claims as filed. 

1. 	A method for treating a disease or disorder in a mammal which is caused by induced NF- 

x.13 trans 	ptional activity in cells of the mammal, the method comprising administering to the 

mammal a 	.. 	pound that specifically inhibits one or more of CDK8 and CDK19, wherein the 

compound has , e structure 

R2„ R' 
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wherein 

RI  is aralkyl, wherein aryl is napthyl, 	hich may be substituted or unsubstituted; 

R2  is selected from lower alkyl and hydro 	n; 

• A is selected from hydrogen or lower alkyl; a • 

B is selected from halogen, cyano, trifluoromethy NHAc, NO2, and 0-lower alkyl. 

2. The method according to claim 1, wherein napthyl m • 	be monosubstituted or 

disubstituted with one or more of lower alkyl, 0-lower alkyl, 	a 2, halogen, acetamido and 

amino. 

3. The method according to claim 1 or 2, wherein the NF-x13 transc 	.tional activity has 

been induced via the CMpathway. 

not 

4. The method according to claim 3, wherein the NF-KB transcriptional activi 	has been 

induced via the canonical pathway. 
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5. The method according to claim 4, wherein the NF-KB transcriptional activity has been 

induced by TNF-a. 

6. A method for treating a disease or disorder in a mammal which is caused by induced NF- 

icB tra 	criptional activity in cells of the mammal, the method comprising administering to the 

mammal . compound that specifically inhibits one or more of CDK8 and CDK19, wherein the 

compound h. 	a structure selected from the group of structures shown in Figure 9. 

7: 	The metho. 	ecording to claim I, 2, or 6, wherein the disease is an inflammatory disease. 

8. The method accor 'ng to claim 7, wherein the inflammatory disease is selected from the 

group consisting of asthma, i 	ammatory bowel disease and rheumatoid arthritis 

9. The method according to cla 	8, wherein the inflammatory bowel disease is Chron's 

disease or ulcerative colitis. 

10. A method for inhibiting induced NF- 	transcriptional activity in a mammalian cell, 

wherein the NF-KB transcriptional activity is not ',I duced via the CM pathway, the method 

comprising contacting the cell with a compound haw. : the structure 
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wherein 

RI  is araLkyl, wherein aryl is naphthyl, which may be substituted or unsubsti 	ted; 

R2  is selected from lower alkyl and hydrogen; 

A is selected from hydrogen or lower alkyl; and 

B is selected from halogen, cyano, trifluoromethyl, NHAc, NO2, and 0-lower alkyl. 
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11. The method according to claim 10, wherein napthyl may be monosubstituted or 

disubstituted with one or more of lower alkyl, 0-lower alkyl, NO2, halogen, acetamido and 

ino. 

12. I he method according to claim 6, 10 or 11, Wherein the NF-icB transcriptional activity is 

induced vt. the canonical pathway. 

13. The meth. d according to claim 10, 11, or 12, wherein the mammalian cell is in the body 

of a mammal. 

14. The method according to claim 1, wherein the induced NFKB transcriptional activity is 

inhibited without inhibiting b• al NFKB transcriptional activity. 

15. The method according to cla 	6, wherein the induced NFKB transcriptional activity is 

inhibited without inhibiting basal NFK : transcriptional activity. 

16. The method according to claim 10, w -rein the induced NFKB transcriptional activity is 

inhibited without inhibiting basal NFKB transcn. onal activity. 
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CLAIMS 

	

1. 	Use of the compound that specifically 
wherein the compound has the structure: 

. 

wherein 
R1 is aralkyl, wherein aryl is naphtyl, which 
R2 is selected from lower alkyl and hydrogen; 
A is selected from hydrogen or lower alkyl; 
B is selected from halogen, cyano, trifluoromethyl, 
in the manufacture of a medicament for treating 
caused by induced NF-KB transcriptional activity 

	

2. 	The use according to claim 1, wherein 
with one or more of lower alkyl, 0-lower alkyl, 

	

3. 	The use according to claim 1 or 2 
been induced via the CKI pathway. 

	

4. 	The use according to claim 3, wherein 
induced via the canonical pathway. 

	

5. 	The use according to claim 4, wherein 
induced by TNF-a 

	

6. 	Use of a compound that specifically 
the compound has a structure selected from 

inhibits one or more of CDK8 and 

R2,
4

., R1  
s 

'I 
2 

N 	A 
8 

I, 

may be substituted or unsubstituted; 

and 
NHAc, NO2, and 0-lower alkyl, 
a disease or disorder in a mammal 

in cells of the mammal. 

napthyl may be monosubstituted or disubstituted 
NO2, halogen, acetamido and amino. 

, wherein the NF-KB transcriptional activity 

the NF-03 transcriptional activity has 

the NF-KB transcriptional activity has 

inhibits one or more of CDK8 and CDK19, wherein 
the group of structures: 

Ii4  
tr 

5  

S 

II 

CDK19, 

which is 

has not 

been 

been 

6  

wherein 

R6  R4  

CN (CH2)2Ph 
Cl (CH2)2Ph 

I (CH2)2Ph 

CF3 (CH2)2Ph 
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F (CH2)2Ph 
NHAc (CH2)2Ph 
NO2  (CH2)2Ph 
CN (CH2)2CH3 
CN CH2Ph 
CN CH2CH(CH3)2 

CN (CH2)3Ph 

CN CH2-2, 4-(OMe)2-C6H4  
CN CI-12-3-NO2C6H5  

CN CH2-2-naphtyl 
CN CH2-3, 5-(CF3)2C6I-14 
CN CH2-4-CF3C6H5  
CN CH3-2,4-F2C6H4  
CN CH3-3,4-F2C6H4 
CN CH(CH3)Ph 

CN CH2-4-C1- benzyl 
CN CH2-4-F- benzyl 
CN CH2-2-F-4-Br- benzyl 

CN CH2-4-nitro- benzyl 

CN CH2-2-C1- benzyl 
CN CH2-4-C1- 2-F-benzyl 

CN (CH3)2-2-naphtalene-2-yl 
CN CH2-4-methoxy-benzyl 

CN CH2-2,4-dichlorobenzyl 
CN CH2-2-F,4-C1-benzyl 
CN (CH2)2-2-naphtyl 
CN CH3-4-methoxybenzyl 

CN CH3-2,3,4-trifluorobenzyl 

CN CH2-3-acetamidobenzyl 

CN CH2-3-aminobenzyl 

CN (CH2)2-4-hydroxybenzyl 

CN (CH3)2-4-aminobenzyl 

CN (CH3)2-4-methylbenzyl 

CN (CH2)2-4-methoxybenzyl 

CN (CH2)2-4-F-benzyl 

CN CH2-4-methylbenzyl 

CN (CH3)2-4-C1-benzyl 

CN (CH2)2-4-dimethylaminobenzyl 

CN CH2-3-naphtyl 

methoxy CH2-benzyl 

trifluoromethyl CH2-CH-(CH3)2  
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morpholino n-propyl 

NC(=O)benzyl n-propyl 

in the manufacture of a medicament for treating a disease or disorder in a mammal which is 
caused by induced NF-KB transcriptional activity in cells of the mammal. 

7. 	The use according to claim 1, 2 or 6, wherein the disease is an inflammatory disease. 

8. 	The use according to claim 7, wherein the inflammatory disease is selected from the 
disease and rheumatoid arthritis. group consisting of asthma, inflammatory bowel 

9. 	The use according to claim 8, wherein the inflammatory bowel disease is Chron's disease 
or ulcerative colitis. 

10. 	Use of a compound having the structure 

R2„ R' 
N 

5 

1 	' - - • 	' % N 
B 	c

.........:::„.......1 	. : , 1  ? . . 
N 	A 8 

I, 

wherein 
R1 is aralkyl, wherein aryl is naphthyl, which may be substituted or unsubstituted; 
R2 is selected from lower alkyl and hydrogen; 
A is selected from hydrogen or lower alkyl; and 
B is selected from halogen, cyano, trifluoromethyl, NHAc, NO2, and 0-lower alkyl, 
in the manufacture of a medicament for inhibiting induced NF-K13 transcriptional activity in a 
mammalian cell, wherein the NF-xB transcriptional activity is not induced via the CKI pathway. 

11. 	The use according to claim 10, wherein napthyl may be monosubstituted or disubstituted 
with one or more of lower alkyl, 0-lower alkyl, NO2, halogen, acetamido and amino. 

12. 	The use according to claim 6, 10 or 11, wherein the NP-KB transcriptional activity 
induced via the canonical pathway. 

is 

13. 	The use according to claim 1, wherein the induced NF-03 transcriptional activity is 
inhibited without inhibiting basal NF-KB transcriptional activity. 

14. 	The use according to claim 6, wherein the induced NF-KB transcriptional activity is 
inhibited without inhibiting basal NF-icB transcriptional activity. 

15. 	The use according to claim 10, wherein the induced NB-KB transcriptional activity is 
inhibited without inhibiting basal NE-xl3 transcriptional activity. 
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