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What is claimed is:

A method for treating a disease or disorder in a mammal which is caused by
induced NF-kB transcriptional activity in cells of the mammal, the method comprising

adminjstering to the mammal a compound that specifically inhibits one or more of CDK8

2. The meéthod according to claim 1, wherein the NF-xB transcriptional activity

has not been induckd via the CKI pathway.

3. The method accogding to claim 2, wherein the NF-kB transcriptional activity

has been induced via the cangnical pathway.

4, The method according to'glaim 3, wherein the NF-xB transcriptional activity

has been induced by TNF-o.

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

selected from the group of structures shown in Kjgure 9.

6. The method according to any of claims 1-5, wherein the discasce is an
inflammatory disease.
7. The method according to claim 6, wherein the inflammaMory disease is selected

from the group consisting of asthma, inflammatory bowel discase dnd rheumatoid

arthritis

g. The method according to claim 7, wherein the inflammatory bowel digease is

Chron’s disease or ulcerative colitis.

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

structure
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wherein

Riis selectsd from lower alkyl, aralkyl, aryl, heteroaryl, phenethyl, and

alkoxyphenyl\any of which may be substituted or unsubstituted;

R2is selected from\lower alkyl and hydrogen;

A is selected from hydyogen or lower alkyl; and

B is selected from halogem, cyano, trifluoromethyl, NHAc, NOz, and O-lower alkyl.

10.  The method according to claity 9, wherein R' is sclected from lower alkyl and

aralkyl, which may be substituted or unsipstituted.

11.  The method according to claim 10, whixein R' is aralkyl which may be
unsubstituted, or monosubstituted or disubstitutedNyith one or more of lower alkyl, O-

lower alkyl, NO-, halogen, acetamido and amino.

12.  The method according to claim 11, wherein R* is arMkyl, wherein aryl is
naphthyl.
13, A method for inhibiting induced NF-xB transcriptional activily 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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wherein

Rlis selected from lower alkyl, aralkyl, aryl, heteroaryl, phenethyl, and

koxyphenyl, any of which may be substituted or unsubstituted;
R?is\selected from lower alkyl and hydrogen;
Ais selested from hydrogen or lower alkyl; and

B is selected\from halogen, cyano, trifluoromethyl, NHAc, NO2, and O-lower alkyl.

14, The method acdording to claim 13, wherein R is selected from lower alkyl and

aralkyl, which may be substituted or unsubstituted.

15.  The method according thglaim 14, wherein R' is aralkyl which may be
unsubstituted, or monosubstituted dx disubstituted with one or more of lower alkyl, O-

lower alkyl, NO,, halogen, acetamido Apd amino.

16.  The method according to claim 15, wherein R' is aralkyl, wherein aryl is

naphthyl,

17.  The method according to any of claims 13-16, wherein the NF-kB transcriptional

activity is induced via the canonical pathway.

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

-the body- of a mammal:-—— - - - o

19.  The method according to claim 1, wherein the induced NF«B transcriptional

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

This Claim Set replaces the previous claims as filed.

A method for treating a disease or disorder in a mammal which is caused by induced NF-
kB transégiptional activity in cells of the mammal, the method comprising administering to the

mammal a cympound that spec-iﬁcallylinhibits one or more of CDK8 and CDK] 9, wherein the

compound has

wherein
R'is aralkyl, wherein ary! is napthyl, Which may be substituted or unsubstituted;.
Ris selected from lower alkyl and hydropen; |

' A is selected from hydrogen or lower alkyl; a

Bis sélected from halogen, cyano, trifluoromethyhNHAc, NO2, and O-Jower alkyl.

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

disubstituted with one or more of lower alkyl, O-lower alkyl, N&», halogen, acetamido and

amino.

3. The method according to claim 1 or 2, whercin the NF-xB transcrigtional activity has not

- ...beeninduced via-the CKl pathway.. - -~ -

4, The method according to claim 3, wherein the NF-xB transcriptional activi

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

induced by TNF-g,

A method for treating a disease or disorder in 2 mammal which is caused by induced NF-

kB3 trahgeriptional activity in cells of the mammal, the method comprising administering to the

7.

8  The method accordipg to claim 7, wherein the inflammatory disease is selected from the

group consisting of asthma, iZNlammatory bowel discase and rheumatoid arthritis

9, The method according to clakn 8, wherein the inflammatory bowel disease is Chron’s

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

wherein the NF-xB transcriptional activity is not Yyduced via the CKI pathway, the method

comprising contacting the cell with a compound havihg the structure

wherein
~Rlis aralkyl, wherein ary! is naphthyl, which may b’e’slubstituted"or’un’subsn uted;
R?is selected from lower alkyl and hydrogen; |
A is selected from hydrogen 6f lower alkyl; and

B is selected from halogen, cyano, trifluoromethyl, NHAc, NO», and O-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, O-lower alkyl, NO,, halogen, acetamido and

ino.

12.

induced via the canonical pathway.

he method according to claim 6, 10 or 11, wherein the NF-kB transcriptional activity is

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

of a mammal.

14, The method accordipg to claim 1, wherein the induced NF«B transcriptional activity is

_inhibited without inhibiting bagal NFkB transcriptional activity.

15.  The method according to clalm 6, wherein the induced NFxB transcriptional activity is

inhibited without inhibiting basal NFxB\franscriptional activity.

16.  The method according to claim 10, whrein the induced NFxB transcriptional activity is

inhibited without inhibiting basal NFxB transcriponal activity.
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CLAIMS

1. Use of the compound that specifically inhibits one or more of CDK8& and CDKI19,
wherein the compound has the structure:

wherein

R1 is aralkyl, wherein aryl is naphtyl, 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, NO,, and O-lower alkyl,

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

2. The use according to claim 1, wherein napthyl may be monosubstituted or disubstituted
with one or more of lower alkyl, O-lower alkyl, NO,, halogen, acetamido and amino.

3. The use according to claim 1 or 2 , wherein the NF-xB transcriptional activity has not
been induced via the CKI pathway.

4. The use according to claim 3, wherein the NF-kB transcriptional activity has been
induced via the canonical pathway.

5. The use according to claim 4, wherein the NF-xB transcriptional activity has been
induced by TNF-a.

6. Use of a compound that specifically inhibits one or more of CDKS8 and CDK 19, wherein
the compound has a structure selected from the group of structures:

""HN”E’%' L o
R~
\;{\ ~H
8
I
wherein
R® rR*
CN (CH;),Ph
Cl {(CH,),Ph
I (CH;);Ph
CF3 (CHz):Ph

18




F (CH3):Ph

NHAc (CH3):Ph

NO; (CHz),Ph

CN (CH»),CH3

CN CH,Ph

CN CH,CH(CHas):

CN (CH;);Ph

CN CH,-2, 4-(OMe),-CsH4
CN CH;-3-NO,CgHs;

CN CH,-2-naphtyl

CN CH,-3, 5-(CF3),CsHy
CN CH,-4-CF;C¢Hs

CN CH;-2,4-F,CgHy

CN CH;-3,4-F,CeHy

CN CH(CH;)Ph

CN CH,-4-Cl- benzyl

CN CH,-4-F- benzyl

CN CH,-2-F-4-Br- benzy!
CN CHj-4-nitro- benzyl

CN CH;-2-Cl- benzyl

CN CH»-4-Cl- 2-F-benzyl
CN (CHai),-2-naphtalene-2-yl
CN CHj-4-methoxy-benzyl
CN CH;-2,4-dichlorobenzyl
CN CH;-2-F 4-Cl-benzyl
CN (CH;),-2-naphtyl

CN CHj;-4-methoxybenzyl
CN CHj3-2,3 4-trifluorobenzyl
CN CH,-3-acetamidobenzyl
CN CH;-3-aminobenzyl

CN (CH;),-4-hydroxybenzyl
CN (CH3)>-4-aminobenzyl
CN (CHs)»-4-methylbenzyl
CN (CHj3);-4-methoxybenzyl
CN (CH3),-4-F-benzyl

CN CH;z-4-methylbenzyl
CN (CHj3)2-4-Cl-benzyl

CN (CH3)z-4-dimethylaminobenzyl
CN CH;-3-naphtyl

methoxy CH»-benzyl
trifluoromethyl CH,-CH-(CHj),
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morpholino n-propyl

NC(=0)benzyl n-propyl

in the manufacture of a medicament for treating a disease or disorder in a mammal which is
caused by induced NF-xB 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
group consisting of asthma, inflammatory bowel disease and rheumatoid arthritis.

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\N/R1

5
| N ~N
B~ 2
A A2
=

wherein

R1 is aralkyl, wherein aryl is naphthyl, which may be substituted or unsubstituted,

R2 is selected from lower alkyl and hydrogen;

A 1s selected from hydrogen or lower alkyl; and

B is selected from halogen, cyano, trifluoromethyl, NHAc, NO,, and O-lower alkyl,

in the manufacture of a medicament for inhibiting induced NF-kB transcriptional activity in a
mammalian cell, wherein the NF-kB 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, O-lower aikyl, NO,, halogen, acetamido and amino.

12.  The use according to claim 6, 10 or 11, wherein the NF-xB transcriptional activity is

induced via the canonical pathway. S

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

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

15.  The use according to claim 10, wherein the induced NF-xB transcriptional activity is
inhibited without inhibiting basal NF-kB transcriptional activity.
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