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-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
298 CHy  2{[(Butylamina) 431
carbonylpmino}N-(4-
0, methoxy-2-naphtha-
lenylt)-4-methyl-5-
HyC. y Y}
! N\ N thiszolecarboxamide
)
[¢)
S
N
(0]
e
299 e, 2[(Butylamino) 392
carbonylhmino}-N-(2-
0, : methyl-1-naphthalenyl)-
4-methyl-5-thiazole-
HiC N > N carboxamide
| '>F—N
N
S
o)
CH,y
300 CHy CHs 2-{[(Butylamino) 314
carbonylamino}-N-{4-
HiC. N (dimethylamino)-

\CH3 2,3,5,6-tetramethyl-
phenyl}-4-methyl-5-
thiazolecarboxamide

N CH,
s CH,
/ Q
—
N N CHs
[¢]
H,C
301 CH;  2|[[(Butylamino) 313
carbonyljamino]-N-(6-
0 methyl-5-quinolinyl)-4-
HqC. methyl-5-
AN ’ K > N thizzolecarboxamide
| |
N N g
(¢}
CHj
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~continved
HPLC

EX. Ret Time

NO. Compound Structure Compound Name (min)

302 CH, 2[[(Butylamino) 350
carbonylamino}- N-{2-

Q (2-hydroxyethyl)-6-
HyC N methylphenyl}-4-methyl-
OH N 5-thiazolecarboxamide
| \>—N
0 S
N
CH,

303 Hi,C 2[[(Butylamino) 375
carbonyllamino}-N-(2,6-
dimethyl-3-

N nitrophenyl)-4-methyl-
S-thiazolecarboxamide
>_ N
(o]
>\% Chy
N
+
== N 1N
HyC o
HyC
304 HiC N-(2-Bromo-3,4,6- 412
trimethylphenyl)-2-
CHs €, / N o [[(butylamino)carbonyl]
| amino}4-methyl-5-
/k )k thiazolecarboxamide
HiC N s N OSNTN Ny,
H,C Br

35 CHy N-(2-Acetyl-6- 375

hydroxyphenyf)-2-
0, [[(butylamino)carbonyl]

%) amino}-4-methyl-5-

< N > —N thiazolccarboxamide

| >F—N
(0]
OH §

N
| CH,

(]
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-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
306 CH;  [H([2{[(Butylamino) 410
HyC catbonylamino} 4
CHj methyl-S-thiazolyl}
carbonyljamino}
O, Lo} 2,3,5,6-tetramethyl-
CH, phenylJearbamic acid
1,1-dimethylethyl ester
HC A N
N CH,
CH
5 (o]
N—<\ |
W—< N CH,
el
H;C
307 CHjy 2{[(Butylamino) 442
N Cl carboryllamino}N-(2,6-
| | dichlorophenyl)-4-
/\/\ N, methyl-5-
HaC N N S thiazolecarboxamide
O
Cl
308 CHj N-(4-Amino-2,3,5,6- 315
0 N HyC tetramethylphenyl)-2-
I I [[(butylamino)carbonyl]
/\/\ N X _CHs amino}-4-methyl-5-
HyC N N S thiazolecarboxamide
0
H;C / NH;
CHy
309 CHs N-[5-(Acetylamino)-2,4- 352
[o] N CH,3 dimethylpheny!]-2-
| | [[(butylamino)carbonyl}
/\/\ N amino}-4-methyl-5-
HyC' N N S thiazolecarboxamide
(o]
CH,
HyC N
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-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
310 CH, N-{4-Bromo-2,6- 493
0 N CH; dimethylphenyl}2-
I l [[(butylamino)carboayl]
AN N. amino}4-methyl-3-
H3C N N S thiazolecarboxamide
o]
H;C Br
in 2([(Butylamino) 451
cl carbonylmino}-N~(2-
chloro-6-methylphenyl)-
4-methyl-5-
thiazolecarboxamide

CH,
(o] N |
VN )L )I\ N
HC N N s: Tr
o
H,C

EXAMPLE 312

Preparation of 4 Methyl-2-[(methylsulfonylamino]-N-
(2,4,6-trimethylphenyl}-5-thiazolecarboxamide

CH,
0 0 N H,C
VAR
HJC/ S\N/kjﬁ‘/bl
0
HyC CH,

A. Ethyl-2-[(methylsulfonyl)amino]4-methyl-thiazole-5-
carboxylate

A stirred solution of ethyl-2-amino-4-methyl-thiazole-5-
carboxylate (558 mg, 3 mmol) in dichloromethane (15 mL)
and pyridice (5 mL) was treated with methanesulfonyl
chloride (687 mg, 6 mmol) at rt overnight. The solution was
diluted with dichloromethane (50 mL) and washed with 2N
aq. HCl solution (15 mL, 3x), dried (MgSO,), filtered and
concentrated. The crude residue was diluted with ether (25
mL) and the solid was filtered, washed with 1:1 ether:hexane
mixture (10 mL, 3x), and dried in vacuo to obtain the title
compound (687 mg, 87%) as an off-white solid.
B. 2-[(Methylsulfonyl)amino]4-methyl-thiazole-5-
carboxylic Acid

A stirred solution of Ethyl-2{(methylsulfonyl)amino}-4-
methyl-thiazole-5-carboxylate (300 mg, 1.14 mmol) in
methanol (9 mL) was treated with a 1N NaOH solution (28.4
mL, 28.4 mmo}). The mixture was stirred at 1t overnight.
The solution was cooled to 0° C. and acidified with 6N aq.
HCI solution to pH 1. The solution was extracted with
dichloromethane-chloroform mixture. The organic extract
was dried (MgS04), filtered and concentrated in vacuo to
obtain the title acid (148 mg, 55%).
C. 4-Methyl-2-[(methylsulfonyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide

Diisopropylethylamine (87 uL., 0.5 mmol) was added to a
solution of 312 B (99 mg, 0.42 mmeol), 2,4,6-
trimethylaniline (68 uL, 0.5 mmol), and [O-(7-
azabenzotriazol-1-y1)-1,1,3,3-tetramethyluronium]
hexafluorophosphate (HATU, 191 mg, 0.5 mmol) in DMF (3
mL). The mixture was stirred at rt overnight, diluted with
EtOAc and washed with 0.5 N aq. HCI solution (15 mL),
10% aq. LiCl solution (25 mL, 3x), water (930 mL, 2x),

30

35

40

50

55

65

brine, dried (MgSO,), filtered and concentrated. The residue
was chromatographed on a silica gel column and eluted with
50% EtOAc in hexanes, followed by 75% EtOAc in hexanes
and 2% MeOH in EtOAc to obtain the title compound (19
mg, 13%) as a white solid.

EXAMPLE 313

Preparation of 4-Methyl-2-[[(phenylamino)thiocarbonyljamina)-
N-(2,4,6-trimethylphenyl)- 5-thiazolecarboxamide

S CH;
N
O\ i /</ | T
N N S N

o]

H,C CH,

A solution of 2 (45 mg, 0.16 mmol) and phenylisothio-
cyanate (43 mg, 0.32 mmol) in pyridine (2 mL}) was heated
to 80° C. for 20 h. The mixture was cooled, diluted with
dichloromethane-THF mixture (80 mL, 3:1) and washed
with 2 N aq. HCI solution (15 mL, 2x). The organic extract
was dried (MgSO0,), filtered and concentrated. The residue
was diluted with EtOAc (20 mL) and the solid was filtered,
washed with ether (10 mL, 3x), and dried in vacuo to obtain
the title compound (35 mg, 52% ) as an off-white solid.

EXAMPLE 314

Preparation of 2-[[(Ethylamino)carbonyljamino}-4-
methyl-N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide

o} CH.
N 3
)L /</ l I
HsC/\N N N
S
0
HC CH,

Compound 314 was prepared by an analogous method as
that of compounds 171-180, using ethylisocyanate to give
the title compound 314 as a white solid (65%).
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EXAMPLE 315

Preparation of N-(2-Chloro-6-methylphenyl)-2-
[(cyclopropytcarbonyl }amino]-5- thiazolecarboxamide

-

A. Ethyl-2-tert-butoxycarbonyloxyamino-4-methyl-
thiazole-5-carboxylate

A suspension of ethyl-2-amino-thiazole-5-carboxylate
(972 mg, 6 mmeol, B. Plouvler, C. Bailly, R. Houssin, j-P.
Henlchart Heterocyles 32(4), 693-701, 1991 and H. J.
Becker, J. de Jonge Rec. Trav. Chim, 61, 463, 1942),
di-t-butyldicarbonate (1.94 g, 9 mmol) and
4-dimethylaminopyridine (73 mg, 0.6 mmol) in dry tetrahy-
drofuran (75 mL) was stirred under nitrogen for 24 h. The
solvent was evaporated in vacuo. The residue was suspended
in ether (50 mL). The solid was washed with ether (10 mL,
3x), and dried in vacuo to obtain the title compound (1.1 g,
70%).
B. 2-tert-Butoxycarbonyloxyamino-thiazole-5-carboxylic
Acid

A stirred solution of ethyl-2-tert-
butoxycarbonyloxyamino-4-methyl-thiazole-5-carboxylate
(1.1 g, 4.2 mmol) in tetrahydrofuran-methanol (80 mL, 1:1)
was treated with a 6N ag. NaOH solution (20 mL, 120
mmol). The mixture was stirred at rt for 24 h. Most of THF
and methanol were removed by distillation under reduced
pressure and the aq. Solution was acidified with 6 N aq. HC1
solution (22 mL). The precipitated solid was filtered, washed
with water and ether, air dried followed by drying in vacuo
to obtain the title acid (940 mg, 96%) as an off-white solid.
C. [5-[[(2-Chloro-6-methylphenyl})amino]carbonyl]-2-
thiazolyl]carbamic Acid,1,1-dimethylethyl Ester

A2 M solution of oxalyl chloride in dichloromethane (1
mL, 2 mmol) was added dropwise to a stirred solution of
2-tert-butoxycarbonyloxyamino-thiazole-5-carboxylic acid
(234 mg, 1 mmol) in THF (10 mL) and N,N-dimethyl
formamide (few drops). The solution was stirred at rt for 4
h. The solvent was evaporated under reduced pressure, and
in vacuo to obtain the crude acid chloride.

2-Chloro-6-methyl aniline (212 mg, 1.5 mmol) was added
dropwise to a stirred solution of crude 2-tert-
butoxycarbonyloxyamino-thiazole-5-carboxylic acid chlo-
ride (1 mmol) in dichloromethane (10 mL) at 0° C. Diiso-
propylethylamine (516 mg, 4 mmol) was added. The
solution was allowed to warm to rt and stirred for 24 h,
diluted with dichloromethane (60 mL) and washed with 2 N
aq. HCI solution (15 mL). The organic extract was dried
(MgS0,), filtered and concentrated. The residue was diluted
with EtOAc-ether (25 mL, 1:4) and the solid was filtered and
washed with ether (5 mL, 4x), and dried in vacuo to obtain
the title compound (175 mg, 48%) as a tan solid.
D. 2-Amino-N-(2-chloro-6-methylpheayl)-5-
thiazolecarboxamide

Compound 315D was prepared by an analogous method
as that of 2, except using compound 315C to give the title
compound 315D as a tan solid.
E. 2-[(Cyclopropylcarbonyl)amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide

A solution of 315D (50.6 mg, 0.19 mmol) and cyclopro-
panecarboxylic acid anhydride (302 mg, 1.96 mmol) in
dioxane (2 mL) was heated to 93° C. overnight. The mixture

5.
10

25
30
35
40

45
55

85

172

was concentrated in vacuo, diluted with EtOAc and washed
with satd. aq. KHCO, solution (2x). The organic extract was
dried (Na,SO,), filtered and concentrated. The residue was
triturated with ether to obfain the title compouad (11 mg,
17%) as a white solid.

EXAMPLE 316

Preparation of 2-[[[(1,1-Dimethylethyl)amino]carbonyljamino)-
N-(2-chloro-6-methylphenyl)-5-thiazolecarboxamide

/ @
. —<_<Sj\'r Nj@
R L e

Sodium hydride (19.2 mg, 0.8 mmol) was added to a
solution of 315D (48.3 mg, 0.18 mmol) and
1-butylisocyanate (41 4L, 0.36 mmol) in THF (5 mL) at 0°
C. After 1 h, the mixture was diluted with EtOAc and
washed with cold satd. ag. ammonium chloride solution. The
aqueous layer was separated and extracted with EtOAc. The
EtOAc extracts were combined, dried (Na,S0,), filtered and
concentrated. The residue was purified by automatic pre-
parative HPLC (conditions: YMC S5 ODS A 20x100 mm
Column, 10 min gradient starting from 10% solvent B (90%
MeOH, 10% H,0, 0.1% TFA) and 90% solvent A (10%
MeOH, 90% H,0, 0.1% TFA) to 100% solvent B, flow rate
20 mL/min, A=220 oM to obtain the title compound (18 mg,
28%) as an off-white solid.

EXAMPLE 317

Preparation of 2-[[(1,1-Dimethylethoxy)carbonyljamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-thiazoleacetamide

HyC CH;
(0]
0 —< N CHy HiC CH,;
/ Q
| |
5 N
CHy

Compound 317 was prepared by an analogous method as
that of 1, except using methyl-2-amino-4-methyl-thiazole-
5-acetate to give the title compound 317 as an off-white
solid.

HyC

EXAMPLE 318

Preparation of 2-Amino-4-methyl-N-
(2,4,6-trimethylphenyl)- 5-thiazoleacetamide

N CHy HyC CH,
O
s N
CH;

Compound 318 was prepared by an analogous method as
that of 2, except using 317 to give the title compound 318
as a light brown solid.
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EXAMPLE 319

Preparation of N-(2-Chloro-6-methylphenyl)-2-
[(4,6-dimethyl-2-pyridinyl)amino}-5-thiazolecarboxamide

/N Cl
—( |
—— S N

HsC N
o
\ 7 "

CHy

A. 2-Bromo-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide

A solution of copper (II) bromide (2.68 g, 12 mmol) in
acetonitrile (50 mL) was purged with nitrogen and cooled to
0° C. t-Butyl nitrite (2 mL, 15 mmol) was added, followed
by a solution of compound 315D (2.68 g, 10 mmol) in
acetonitrile (50 mL), The mixture was stirred at rt overnight
and concentrated in vacuo. The residue was dissolved in
EtOAc, washed with satd. aq. NaHCO, solution and the
precipitate was removed by filtration. The organic extract
was dried (Na,S0,), filtered and concentrated. The residue
was crystallized from EtOAc/ether/hexanes mixture to
obtain the title compound (1.68 g, 51%) as a yellow solid.

B. N-(2-Chloro-6-methylphenyl)-2-[(4,6-dimethyl-2-
pyridinyl)amino]-5-thiazolecarboxamide

95% Sodium hydride (15 mg) was added to a mixture of
319A (25 mg, 0.075 mmol) and 4,6-dimethyl-2-
aminopyridine (37 mg, 0.302 mmol) in THF (1 mL). The
mixture was heated to 60° C. overnight, cooled to rt and
diluted with satd. aq. ammonium chloride solution. The
mixture was extracted with EtOAc (2x). Organic extracts
were combined, washed with water and dried (Na,SO,),
filtered and concentrated. The residue was triturated with
ether to obtain the title compound (17.5 mg, 63%) as a tan
solid.

EXAMPLE 320

Preparation of N-(2-Chloro-6-methylphenyl)-2-
[(4-ethyl-2-pyridinyl)amino]- 5-thiazolecarboxamids

A

N
\ 7 ® e

H,C

20

2

30

W

40

w

wn

5

0

5

Compound 320 was prepared by an analogous method as 65

that of 319B, except using 4-ethyl-2-aminopyridine to give
the title compound 320.

174
EXAMPLE 321

Preparation of N-(2-Chloro-6-methylphenyl)-2-
((2,6-dimethyl]-4-pyrimidinyl}amino)-S-thiazolecarboxamide

— N%:j\’rNICS
HC \N _/<N 0H3C

a

Compound 321 was prepared by an analogous method as
that of 319B, except using 2,6-dimethyl-4-aminopyrimidine
to give the title compound 321.

EXAMPLE 322

Preparation of N-(2-Chloro-6-methylphenyl)-2-
(3-pyridazinylamino)-5-thiazolecarboxamide

N_</N| cl
c—— S N

N
\ N// OH,c

Compound 322 was prepared by an analogous method as
that of 319B, except using 3-aminopyridazine 1o give the
title compound 322.

EXAMPLE 323 to 335 .

General Procedure

Compounds 323 to 335 were prepared following the
procedure described below. Diisopropylethyl amine (60 uL,
0.34 mmol) was added to a mixture of amine 144 (31 mg,
0.11 mmol), appropriate carboxylic acid (0.13 mmol),
1-hydroxy-7-azabenzotriazole (19.5 mg, 0.14 mmol), and
ethyl-3-(3-dimethylamino)-propyl carbodiimide hydrochlo-
ride (26.8 mg, 0.14 mmol) in THF (0.4 mL). The mixture
was heated in a sealed tube under argon at 50° C. for 24 h.
The reaction mixture was diluted with dichloromethane (4
mL) and washed with 1 N aq. HCl solution. The dichlo-
romethane solution was passed through a Varian Mega Bond
Elut SCX cation exchange column (prewashed with metha-
nol and equilibrated with acetonitrile-methanol (4:1). The
column was eluted sequentially with acetonitrile-methanol
(4:1), methanol-2M methanolic ammonia (4:1). Fractions
containing the product were combined and concentrated in
vacuo. “HPLC Ret Time” is the HPLC retention time under
the following conditions: YMC S5 ODS 4.6x50 mm Bal-
lastic Column, 4 min gradient starting from 100% solvent A
(10% MeOH, 90% H,0, 0.2% H3P04) 10 100% solvent B
(90% MeOH, 10% H,0, 0.2% H3P04), flow rate 4 mL/min,
A=nM.
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
323 N-(2-Chloro-6-methylphenyl)-4- 3.70
cl methyl-2-{(2-thienyl-
carbonyl)amino}S-
N thiazolecarboxamide
=
\ s
HiC
324 CH, N-(2-Chloro-6-methylphenyl)-2- 34
o) N a [(cyclopropylcarbonylamino}-4-
| | methyl-5-thiazolecarboxamide
N
N S
(o]
HyC
325 ' CH, N-(2-Chloro-6-methylphenyl)-4- 3.49
Cl methyl-2-[(2-furanyl-
I carbonyl)amino}-5-
N thiazolecarboxamide
S S
\ o (]
HyC
326 N-(2-Chloro-6-methylphenyl)-4- n
o] N: Cl methyl-2-[(3-thienylcar-
| I bonyl)amino}S-thiazole-
N carboxamide
/ | N s
(o]
S HC
327 CH, N-(2-Chloro-6-methylphenyl)-4- 3.57
o N a methyl-2:[(3
l | ’ furanylearbonyl)amino}S-
N thiazolecarboxamide
/ | N S
(o} ° HyC
38 CH, trans-N«(2-Chloro-6- 4.09
o] N C1 methylphenyl)-d-methyl-2-[(2-
| | phenyleyclopropyl)carbonyl]
N amino}-5-thiazolecarboxamide
N S
o)
H;C
329 N-(2-Chloro-6-methylphenyl)-4- 3.65
Cl methyl-2-[[(2-methylcycle-

propyl)arbonylJamino]-5-
thiazolecarboxamide
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~continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name ~ ° (min)
330 CH, N-(2-Chloro-6-methylphenyl)-2- 3.63
o] N Cl [(cyclobutylcarbonyl)amino}4-
| | methyl-S-thiazolecarboxamide
N,
N S
0
HC
CH, N N-(2-Chloro-6-methylphenyl)- 382
131 0 N: cl 2-{(cyclopentylcarbonyl)amino}4-
I | methyl-5-thiazolecarboxamide
N
N S
0
H;C
CHj N-(2-Chloro-6-methylphenyl)-4- 3.50
332 o] N Cl melhyl-2-[(2-|?1clhyl-1-
| | oxopropyl)amino}-5-
N thiazolecarboxamide
N S
(o]
H3C
CH, N-(2-Chloro-6-methylphenyl)-4- 379
o N- Ct methyl-2-[(1-oxopentyl)amino}-5-
333 | | b .
iazolecarboxamide
N.
N B
[o]
HyC
CHj N-(2-Chloro-6-methylphenyl)-4- 390
334 o] N Cl melhyl-2-[(2—z?1:xhyl-l-
I l oxopentyljamino}-5-
N thiazolecarboxamide
N S
(o]
HsC
2-(Benzoylamino)-N-(2-chloro-6- 379

CH
335 9 NI | 3 a
AN
N s
0
HyC

methylphenyl)-4-methyl-5-
thiazol¢carboxamide

EXAMPLES 336 to 362

General Procedure

Compounds 336 to 362 were prepared by an analogous
method as that of 323-335, except using 315D in place of
144. The crude products were purified by automatic pre-
parative HPLC (conditions: YMC S5 ODS A 20x100 mm
Column, 10 min gradient starting from 10% solvent B (90%
MeOH, 10% H,0, 0.1% TFA) and 90% solvent A (10%

MeOH, 90% H20, 0.1% TFA ) to 100% solvent B, flow rate
20 mL/min, A=220 oM to obtain title compounds 336-362.
55

“HPLC Ret Time” is the HPLC retention time under the
following conditions: YMC 85 ODS 4.6x50 mm Ballastic
Column, 4 min gradient starting from 100% solvent A (10%
MeOH, 90% H20, 0.2% H3P04) to 100% solvent B (90%

% MeOH, 10% H,0, 0.2% H3PO4), flow rate 4 mL/min,
h=220 oM.
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HPLC
EX. Ret Time
NO. Compourd Structure Compound Name (min)
336 [o] N [¢] N-(2-Chloro-6-methylphenyl)-2- 353
I | [(1-oxopropylyamino}5-
N thiazolecarboxamide
N S
[0}
HiC
337 0 N cl N-(2-Chloro-6-methylphenyl)-2- 3.61
I | {(1-0xobutyl)amino}-5-
N thiazolecarboxamide
N S
[¢)
HC
338 0 N al N-(2-Chloro-6-methylpheny!)-2- 354
. | l [(2-ethyl-1-oxobutyl}amino}-S-
N. thiazolecarboxamide
N S
[¢)
. H;C
330 0 N a N-(2-Chloro-6-methylphenyl)-2- 386
| | [[(2-phenyleyclo-
N. propyDcarbonyl}amino}-5-
N S thiazolecarboxamide
Ph o
H,C
340 o] N o] N-(2-Chloro-6-methylphenyl)-2- 353
l l [[(1-methylcyclo-
N. propyl)carbonyljamino}-5-
N S thiazolecarboxamide
' Me 0
. HsC
341 0 N: cl N-(2-Chloro-6-methylphenyl)-2- 353
| | [((2,2-dichloro-1-methylcycio-
Cl N propyl)carbonylJamina}-5-
N S thiazolecarboxamide
Cl
Me 0
H,C
342 0 N o] N-(2-Chloro-6-methylphenyl)-2- 353
l I [[{2-methyleyclo-
Me N propyl)carbonyl]amino}-S-
N S thiazolecarboxamide
(o]
HyC
343 0 N a N-(2-Chloro-6-methylphenyl)-2- 358
| | [[(1-hydroxycyclopropy!)-
NGO . carbonylJamino} 5-thiazole-
N S carboxamide
OH 0
HC
M4 N-(2-Chloro-6-methylphenyl)-2- 369

[o] N a
Me , |
N
N S
Me
0]
Me HyC

Me

[[(2,2,3,3-tetramethylcyclo-
propyl)carbonyllamino}-5-
thiszolecarboxamide
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-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
345 0 N a N-(2-Chloro-6-methylpheayl)-2- 353
| ] ([(1-cyanocyclopropyl)-
N carbonyllamino} S-thiazole-
N S carboxamide
CN
HyC
346 0 N cl N-(2-Chloro-6-methylphenyl)-2- 352
| [(cyclobutylcarbonyl)amino}-5-
N thiazolecarboxamide
N S
[¢]
HC
347 N Cl N+(2-Chloro-6-methylphenyl)-2- 359
| [(cyclopentylcarbonyl)amino}5-
N thiazolecarboxamide
N S
o]
H;C
348 N Cl N-(2-Chloro-6-methylphenyl)-2- 3.78
| [(cyclohexylcarbonyl)amino} 5-
N. thiazolecarboxamide
N S
(o]
HyC
349 N-(2-Chloro-6-methylphenyl)-2- 3.62
o} N Ci [(Phenylacetyl)amino}-5-
| | thiazolecarboxamide
N.
N S
[¢]
HyC
350 N-(2-Chloro-6-methylphenyl)-2- 407
[o] N Cl [(cyclohexylacetylyamino}-5-
I thiazolecarboxamide
N
N S
(o]
H,yC
33 N-(2-Chloro-6-methylphenyl)-2- 3.5
N N o] N d [(4-pyridinylacetyl)amino}-5-
l l thiazolecarboxamide
P N
N S
0
HyC
352 o} N cl N-(2-Chloro-6-methylphenyl)-2- 17
l [[(2,5-dimethy!-1H-pyrrol-3-
N yhecarbonyl hmino}S-
/ N thinzolecarboxamide
Me |
: o]
/N Me HC
H
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-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
353 0 N (o] N-(2-Chloro-6-methylphenyl)-2- 307
| | [(2-pyridinylcarbonyl)amino}-5-
N thiazolecarboxamide
7z l N S
N (]
N HC
354 [o] N a N-(2-Chloro-6-methylphenyl)-2- 3.07
| l [(3-pyridinylcarbonyl)amino}-5-
N thiazolecarboxamide
7z ’ N s
X [¢]
N HiC
355 0 N a N-(2-Chloro-6-methytphenyl)-2- 361
)l\ | [(4-pyridinylcarbonyl}amino}-5-
N thiazolecarboxamide
= | N S
N o
X H;C
356 0 N cl N-(2-Chloro-6-methylphenyl)-2- 3.60
| | [(3-thicnylcarbonylamino}-5-
N thiazolecarboxamide
/ | N S
¢}
§ H,C
357 0 N o] N-(2-Chloro-6-methylphenyl)-2- 3.61
| | [(2-thienylcarbonyl)amino}-5-
N thiazolecarboxamide
= N S
\ S o .
HC
358 [0} N cl N-(2-Chloro-6-methylphenyl)-2- 3.61
| ' {(2-furanylearbonyl)amino}-5-
N thiazolecarboxamide
= N S
\_-o 0
H;C
359 o) N Cl N-(2-Chloro-6-methylphenyl)-2- 3.69
| l [(3-furanylcarbonyl)amino}-5-
N thiazolecarboxamide
/ | N S
[¢]
0 : H;C
360 trans-N-(2-Chloro-6- 398
0 N Ct  methylphenyl)-2-{[(2-
I 1 phenylcyclopropylcarbonylJamino}
N. 5-thiszolecarboxamide
N S
(o]
HyC
361 a N-(2-Chloro-6-methylphenyl)-2- 390

[¢] N
)'\ I [(2-methyl-1-oxopentyl)amino}-5-
N thiazolecarboxamide
N S
[¢]
HC
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HPLC

EX. Ret Time
NO. Compound Structure Compound Name (min)
362 0 N Qa 2-(Benzoylamino)-N-(2-chloro-6- 3.61

/“\ | methylpheny)-S-

N thiazolecarboxamide
N S
o .
HyC
15
EXAMPLE 363 EXAMPLE 366

Preparation of 2-[(Cyclopropylcarbonyl)amino}-N-
jide

o e S oo
0]
N
N—</ |
N

S

CH;

[o}
HC'

Compound 363 was prepared by an analogous method as
that of 315, except using 2,6-dimethylaniline to give the title
compound 363.

EXAMPLE 364

Preparation of 2-[(Cyclopropylcarbonyl)amine]-N-
(2,4,6-trimethylphenyl)- 5-thiazolecarboxamide

4]
> ( / i
N_<Sj\"/Nj©\
0H3C CHy

Compound 364 was prepared by an analogous method as
that of 315, except using 2,4,6-trimethylaniline to give the
title compound 364.

EXAMPLE 365

Preparation of N-(2-Chloro-4,6-dimethylphenyl)-2-
[(cyclopropylcarbonyljamino]-5-thiazolecarboxamide

0
H /N (o]
N_<S L‘/ N:©\
OH,C CH,

Compound 365 was prepared by an analogous method as
that of 315, except using 2-chloro-4,6-dimethylaniline to
give the title compound 365.

20

35

45

50

55

65

Preparation of [4-[2-Ox0-2-[(2,4,6-trimethylpheayl)amino)ethyi]-2-
thiazolyljcarbamic acid 1,1-dimethylethyl ester

CH,
N N
<00
°‘< § OH,C CH,
7< 3

HC CHy

HyC

Compound 366 was prepared by an analogous method as
that of 1 except, using 2-tert-butoxycarbonyloxyamino-
thiazole-4-acetic acid to give the title compound, 366 as a
white solid.

EXAMPLE 367

Preparation of 2-Amino-N-
(2,4,6-trimethylphenyl)-4-thiazoleacetamide

CH,
N N
| HZN_</ ﬂ
)
s HaC CHs

Compound 367 was prepared by an analogous method as
that of 4, except using 365 to give the title compound 367
as a white solid.

EXAMPLE 368

Preparation of 2-Methyl-5-nitro-N-
(2,4,6-trimethylphenyl)benzamide
Hy
Cl)' [o]
N*
04 N

CH;

CH;
CH,

Compound 368 was prepared by an analogous method as
that of 3, except using 2-methyl-5-nitrobenzoic acid to give
the title compound 368 as a white solid.
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EXAMPLE 369

Preparation of 5-Amino-2-methyl-N-
(2,4,6-rimethylphenyl)benzamide

HsC. CHs
o}

CH,
CH,

10% Palladium on charcoal (30 mg) was added to a stirred
solution of 368 (149 mg, 0.5 mmol) in EtOAc (50 mL). The
reaction flask was equipped with a hydrogen filled balloon
via a three-way stopcock. Air inside the flask was evacuated
under reduced pressure and the flask filled with hydrogen
from the balloon. After 4 h, the catalyst was filtered, washed
with EtOAc (5 mL, 5x). The filtrate was concentrated to
obtain the title compound (133 mg, 99%) as a white solid.

EXAMPLE 370

Preparation of 2-Amino-5-chloro-N-
(2,4,6-uimethylphenyl)-4-pyrimidinecarboxamide

4 CH.
o]
HyN, Y N\ N:@
N. V4 - CH;

Compound 370 was prepared by an analogous method as
that of 3, except using 2-amino-5-chloro-pyrimidine-4-
carboxylic acid to give the title compound 370 as a white
solid.

EXAMPLE 371

Prepamuon of [4-Methyl-5-{[(2,4,6-trimethylphenyl)amino]carbonyl]-
2-oxazolyl]carbamic acid 1,1-dimethylethyl ester

Wfﬁf}r

Compound 371 was prepared by an analogous method as
that of 1, except using 2-tert-butoxycarbonyloxyamino-4-
methyl-5-0xazolecarboxylic acid to give the title compound
371 as a light yellow foam.

188
EXAMPLE 372

chparmxon of 2- Ammo-4—(methyl) -N- (2 4 ,6-thimethylphenyl)-5-
oxa ifl

Compound 372 was prepared by an analogous method as
that of 4, except using 369 to give the title compound 372
as a white solid.

10

—
wn

EXAMPLE 373

20 Preparation of 2-Amino-N-(2,4,6-trimethylphenyl)-5-
pyridinecarboxamide

HN N
4

HiC
25 AN :

HT CH,
30

Compound 373 was prepared by an analogous method as
that of 3, except using 6-aminonicotinic acid to give the title
compound 373 as a white solid.

EXAMPLE 374

Preparation 3-Amino-N-(2,4,6-trimethylphenyl)-4-pyridinecarboxamide

HyC
NH; O |
T
N\ | CH;
45

Compound 374 was prepared by an analogous method as
that of 3, except using 3-amino-4-pyridinecarboxylic acid to
give the title compound 374 as a white solid.

w

0
EXAMPLE 375

Preparation 2-Amino-4-methyl-N-(2,4,6-trimethylphenyl)-5-
pyrimidinecarboxamide

H;C CH
Me [¢] |
N? | N
)\ CH,
HN N

Compound 375 was prepared by an analogous method as
65 that of 3, except using 2-amino-4-methyl-§-
pyrimidinecarboxylic acid to give the title compound 375 as

a white solid.
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EXAMPLE 376

Preparation of N-(2-Chloro-6-methylphenyl)-2- [(4-methyl-2-pyridinyl)
amino]-S-thiazolecarboxamide

7 N al

Compound 376 was prepared by an analogous method as
that of 319B, except using 2-amino-4-methyl-pyridine to
give the title compound 376 as an off-white solid.

EXAMPLE 377

—-
o

—
w

Preparation of 2-[(6-Amino-2-pyridinyl}amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide

Compound 377 was prepared by an analogous method as
that of 319B, except using 2,6-diaminopyridine to give the 30
title compound 377 as a light brown solid solid.

EXAMPLE 378

20

Prcparauou of N-(2-Chloro-6-methylphenyl)-2-[(6-propyl-2-pyridiny!)
amino}-5-thiazolecarboxamide

NQDYD 40

Compound 378 was prepared by an analogous method as
that of 319B, except using 2-amino-6-propyl-pyridine to
give the title compound 378 as an off-white solid.

190
EXAMPLE 379

Prepamtion of N-(2-Chloro-6-methylphenyl)-2-{(6-cthyl-4-pyrimidinyl)

s amino]-5-thiazolecarboxamide

%]YD

Compound 379 was prepared by an analogous method as
that of 319B, except using 4-amino-6-¢thyl-pyrimidine to
give the title compound 379 as a white solid.

EXAMPLE 380 to 409

General Procedure

Compounds 380 to 409 were prepared by an analogous
method as that of 319B. For the following examples 380 to
527 “HPLC Ret Time” is the HPLC retention time under the
following conditions: YMC S5 ODS 4.6x50 mm Ballastic
Column, 4 min gradient starting from 100% solvent A (10%
MeOH, 90% H,0, 0.2% H,PO,) to 100% solvent B (90%
MeOH, 10% H.0, 0.2% H,PO,), flow ratc 4 ml/min,
A=220 nM. Where used, “HPLC Ret Time ‘B’” is the HPLC
retention time under the following conditions: YMC S5
ODS 4.6x33 mm Turbo Column, 2 min gradient starting
from 100% solvent A (10% MeOH, 90% H,0, 0.1% TFA)
s to 100% solvent B (90% MeOH, 10% H,0, 0.1% TFA) with
1min at 100% solvent B, flow rate 4 ml/min, A=220 nM.

HPLC

EX. Ret Time
NO. Compound Structure Compound Name (min)
‘N-(2-Chloro-6-methylphenyl)-2-(2-pyridinylamino)-5- 3337

At ggs

thiazolecarboxamide
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~continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
381 ‘N-{2-Chloro-6-methylphenyl)-2-{(6-methyl-2- 3.6
pyridinyl)amino}-5-thiazolecarboxamide
382 Hy ‘N-(2-Chloro-6-methylphenyl)-2-[(5-methyl-2- 3.487
a pyridinyl)amino}-$-thiazolecarboxamide
N
.
N /( \ N
N S
0H3C
383 CH, "N-(2-Chloro-6-methylphenyl)-2-[(4-methyl-2- 3,293
pyridinyl)amino}-5-thiazolecarboxamide
= Cl
N
.
A0
N S
o}
. HyC
384 'N-(2-Chloro-6-methylphenyl)-2-[(3-methyl-2- 3.243
= CH, cl pyridinyl)aminc}-5-thiazolecarboxamide
N
.
N N’J( \ "
S
b3 .
HyC
385 Br, *2-[(5-Bromo-3-methyl-2-pyridinyJamino}-N-(2-chloro-6- 4.17
== CH, al methylphenyl)-5-thiazolecarboxamide
N
g .
A
N B
0 e
386 = a *2{(6-Amino-2-pyridinyl)amino}-N-(2-chloro-6- 2817
methylphenyl)-5-thiazaolecarboxamide
/ N
Y /( L
N S
O u,c
387 B *2-[(5-Bromo-2-pyridinyl)amino} N-(2-chloro-6- 4023
== a ’ methylphenyl)-5-thiazolecarboxamide

z/
Z
)~
f
2,

HyC
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HPLC
EX. . Ret Time
NO. Compound Structure Compound Name (min)
388 *N-(2-Chloro-6-methylphenyl)-2-{[ 3-(pheny!methoxy)-2- 4143
pyridinylJamino} 5-thiazolecarboxamide
= 0 a
N
«
A
N S
‘ 0
H;C
8 'N-(2-Chloro-6-methylphenyl)-2-{(5-chloro-2-pyridinylamino} 3957
== a S5-thiazolecarboxamide
N
«
AN
N N
Oy
390 == a 'N-(2-Chloro-6-methylphenyl)-2-[(6-cthyl-2-pyridinyljamino} 3.867
S-thiazolecarboxamide
x| N:
«
N
A0
S
OH,C
391 = a 'N-(2-Chloro-6-methylphenyl)-2-[(6-propyl-2-pyridinyl)amino} 4.083
/ 5-thiazolecarboxamide
N
ch \
N N/(\ N
S
OH;C
392 HyC, ’2-[(3-;3::mol-5-5m;L.hyl-IZ-p):‘;iodinyl):mino]-N-(2-ch10ro-6- 4077
I/YB’ . al methylphenyl)-5-thiazolecarboxamide
N .
«
AN
N S
[¢]
HyC
03 = a ‘2-[(2-Amino-3-pyridinyl)amino]-N-(2-chloro-6- 2.343
methylphenyl)-5-thiazolecarboxamide
N
Ny
N\ /ll \ N
N S
HaN 5
HyC
394 *2-[(3-Amino-2-pyridinyl)amino}N-{2-chloro-6- 2717
= . .
NH, d methylphenyl)-5-thiazolecarboxamide
N
«
AN
N S
(¢}
HyC
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. HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
5 g=F a ‘N-(2-Chloro-¢-methylphenyl)-2-(4-pyridinylamino)-5- 2493
thiazolecarboxamide
J N
N\ i \ N
N/(S_)\( \X )
o)
H,C
396 = al *N-(2-Chloro-6-methylpheayl)- 2.47
2-(3-pyridinylamino)-5-thiazolecarboxamide
N
N
\ /( \
N S
(¢}
HyC
97 a "N-(2-Chloro-6-methylphenyl)-2-[(6-chloro-3-pyridinyl)amino} 375
== .Cl 5-thiazolecarboxamide
N-
Ny
\ /( (s
N S
0H3C
08 = al "N-(2-Chloro-6-methylphenyl)-2-[(2chloro-3-pyridinyl)amino } 3.443
S-thiazolecarboxamide
N
N
\ /( \ N
N S
a 5
HyC
399 cH, 'N-(2-Chloro-6-methylphenyl)-2-[(6-methoxy-3- 3517
o/ pyridinyl)amino} 5-thiazolecarboxamide
o Ct
N
s
N /( A
N S
o]
HiC
400 H,C, . ‘N—(2-.Chlom-'6-m=lhyl_phcnyl)-2-[(3,5:dimelhy]-2- 3.583
T/T\ o, a pyrazinyl)amino}5-thiazolecarboxamide
N
g |
N N/< \ "
S
0y
401 al ‘N-(2-Chloro-6-methylphenyl)-2-(phenylamina)-5- 3.697
Q thiazolecarboxamide
N
[ N »
N*}\( b
]
HyC
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
402 a ‘N-(2-Chloro-6-methylpheayl)}-2-[(3-ethylphenytlamino}5- 4.107
thiazolecarboxamide
HC, N
Ly
N
S
o]
H;C
403 CHy 'N-(2-Chloro-6-methylphenyl)-2-{(3,5-dimethylphenyljaminc} 398
5-thiazolecarboxamide
Cl
N
N S
o]
HyC
404 N. 'N-(2-Chloro-6-methylphenyl)-2-{(4,6-dimethyl-2- 35
N </ | a pyrimidinyl}amino}-5-thiazolecarboxamide
_< N
N—" S .
H,C \ /N 5
H;C
CHs
405 N. "N-(2-Chloro-6- methylphenyl)-2-[(6-ethyl-4- 2943
. /< l a pyrimidinyDamino} S-thiazotecarboxamide
N
HyC —— S
\_/ °
N- HyC
406 N. 'N-(2-Chloro-6-methylphenyl)-2-[(6-chloro-2-pyrazinyl)amino} 3763
N /< I a S-thiazolecarboxamide
N
— S
N N o
\__/< H3C
- .
407 a *2-[(3-Aminophenyl)amino}-N-(2-chloro-6-methylphenyl)-5- 2.633
thiazolecarboxamide
N
HN /i; \ N
N S
O uc
408 a 'N-(2-Chloro-6-methylphenyl)-2-{(3-hydroxyphenyl)amino}-5- 3337
: thiazolecarboxamide
N
HO /l; \ N
N S
O e
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
*2{(3-Bromophenyl)amino }N-(2-chloro-6-methylphenyl)-5- 412

thiazolecarboxamide

EXAMPLE 410

Preparation of 'N-(2,6-Dimethylphenyl)-2-(pheaylamino)-5-
thiazolecarboxamide

N.
/ CH;
N_<Sjj/ N: i
° HyC

A. [5{[(2,6-Dimethylphenyl)aminoJcarbonyl]-2-thiazolyl]
carbamic Acid, 1,1-Dimethylethyl Ester

15

20

25

Compound 410A was prepared by an analogous method
as that of 315C, except using 2,6-dimethylaniline.
B. 2-Amino-N-(2,6-dimethylphenyl)-5-
thiazolecarboxamide

Compound 410B was prepared by an analogous method
as that of 315D, except using compound 410A.
C. Title Compound

The title compound was prepared by an analogous method
as that of 319B, except using compound 410B and aniline.
HPLC Ret. Time 3.69 min.

EXAMPLES 411 to 427

General Procedure

Compounds 411 to 427 were prepared by an analogous
method as that of 319B.

HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
411 H,C N ‘N-(2,6-Dimethyiphenyl)-2-(methylphenylaming)-5- 3.667
\ / CHs thiazolecarboxamide
—
N
— s
\_/ 0
HyC
412 ‘N-(2,6-Dimethylphenyl)-2-(2-pyridinylamino)-5- 3297
= HG thiazolecarboxsmide
/ N
\N /( \ N
N S
[o]
HyC
413 = e 'N-(?,6-Dimcthylph'cnyl)-2-{(6—methyl-2—pyridinyl)amino]- 3.587
S-thiazolecarboxamide
N
HCTN / N
’ N \{/( \
' S
o]
HiC
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
414 CH, "N-(2,6-Dimethylphenyl)-2-[(4-methyl-2-pyridinyl)amino} 3222
S-thiazolecarboxamide
= HiC
N:
<
A0
N S
o)
H,C
415 Hyc, "N~(2,6-Dimethylphenyl)-2-[ (4-¢thyl-2-pyridinyl)amino} 354
5-thiazolecarboxamide
= H,C
N
]
ALY
N S
&
HyC
416 CH, ‘N«(2,6-Dimethylpheayl)-2-{(4,6-dimethyl-2- 3543
pyndinyl)amino} 5-thiazolecarboxamide
HyC
/ N
BTN /4 s
N S
0]
HiC
417 = e '24 (6- Amino-2-pyridinyl)amino }N-(2,6- 2.807
3 dimethylphenyl)-5-thiazolecarboxamide
/ N
HNTN /( Vo
N S
0
HiC
418 —— e 'N-(2,6-Dimethylpheny!)-2-[ (6-ethyl-2-pyridinyl)amino} 3.847
3 S-thiazolecarboxamide
HiC N / N
N
N N/JL \
S
(]
HyC
419 'N-(2,6-Dimethylpheayl)-2-[(6-propyl-2-pyridinyl)amino} 4.057

H.

ko)
7
—
z
)\

5-thiazolecarboxamide
N
\ o~
S
[¢]

Q20 == HC '2-|(2-Amino-3-pyridinyl)amino}N-(2,6- 2.337

dimethylphenyl)-5-thiazolecarboxamide
e
N\ /ll \ N
N S
H)N

HaC
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' HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
Q= ne 2| (3- Amino-2-pyridinylamino} N-(2,6- 2737
4 dimethylphenyl)-5-thiazolecarboxamide
‘2-[(6- Amino-2-methyl-4-pyrimidinyl}amino }-N-(2,6- 2.1
dimethylphenyl)-5-thiazolecarboxamide
‘N-(2,6-Dimethylphenyl)-2-[[6-(4-morpholinyl)-3- 27
pyridazinyl]amino} 5-thiazolecarboxamide
*2-[(6-Chloro-3-pyridazinyl)amino}-N-(2,6- 3.46
dimethyiphenyl)-5-thiazolecarboxamide
45 'N-(2,6-Dimethylphenyl)-2-(3-pyridazinylamino)-S- 2973
/
HC thinzolecarboxamide
N
‘N
X
N N/< \ "
S
o
HiC
426 HC '2-((3-Aminophenylamino} N-(2,6-dimethylphenyl)-5- 2.63
3 thiazolccarboxamide
N
HN /11 \ N
N S
[¢]
HC
427 HiC *2-[(3-Bromophenyl}amino}-N-(2,6-dimethylphenyl)-5- 4143
3 thinzolecarboxamide
N
B /( A
N S
o]
HiC
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EXAMPLE 428

Preparation of '2-(2-Pyridinylamino)-N-(2,4,6-trimethylpheny!)-5-
thiazolecarboxamide

N
7 fth
<P
N
\ / © H:C CH,

A. [5{[(2,4,6-Trimethylphenyl)amino]carbonyl]-2-
thiazolyl]carbamic Acid, 1,1-Dimethylethyl Ester

206

Compound 428A was prepared by an analogous methed
as that of 315C, except using 2,4,6-trimethylaniline.
B. 2-Amino-N-(2,6-dimethylphenyl)-5-
thiazolecarboxamide
s  Compound 428B was prepared by an analogous method
as that of 315D, except using compound 428A.
C. Title Compound
The title compound was prepared by an analogous method
as that of 319B, except using compound 428B and
10 2-aminopyridine. HPLC Ret. Time 3.66 min.

EXAMPLES 429 10 443

General Procedure

Compounds 429 to 443 were prepared by an analogous
method as that of 319B.

HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
429 == HC *2{(6-Methyl-2-pyridinyl)amino]-N-(2,4,6- 3903
/Q 3 trimethylphenyl)-5-thiazolecarboxamide
N
H,C X / N
’ N N/@\(
s 3 CH;
HyC
430 H,C, '2{(5-Methyl-2-pyridinyl)amino}-N-(2,4,6-trimethyl- 38
e BaC phenyl)-5-thiazolecarboxamide
N
N \
N
N N/(
s .\ CH;
HiC
431 CH; ‘24 (4-Methyl-2-pyridinylyaminol-N-(2,4,6-trimethyl- 3.603
phenyl)-5-thiazolecarboxamide
= H,C
N
]
N N/< \ )
§ > CH;
H;C
432 *2-{(3-Methyl-2-pyridinyl)amino} N-(2,4,6-trimethyl- 356
= CHy G phenyl)-5-thiazolecarboxamide :
N
\ "
N N/( !
s Y CHj
H3C
433 Br. 2 (5-Bromo-2-pyridinylJamino }-N-(2,4,6-trimethyl- 4263
= HC phenyl)-5-thiazolecarboxamide
«
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
434 2-[(5-Chloro-2-pyridinyl)amino } N-(2,4,6-trimethyl- 4.203
@ HiC phenyl}-5-thiazolecarboxamide
N
\ .
N N/ll \
S \ CH,
HyC
435 CH, 2-{(6-Methoxy-3-pyridinyl)amino}:N-(2,,6- 18
/ trimethylphenyl)-5-thiszolecarboxamide
[¢)
= HyC
N
s
N /@\(N
N
s CH,
0 uc
436 HC 2-{ (4-Ethyl-2-pyridinyl)amino}:N-(2,4,6- trimethy}- 286
phenyl}-5-thiazolecarboxamide
— H3C
N
«
N
N N/lL \
S
3 CH,
HyC
437 *2-[(6-Ethyl-2-pyridinyl)amino}-N-(2,4,6-trimethyl- 4127
= B,G phenyl)-5-thiazolecarboxamide
N\ N
N N/JL )
s CH,
0 HiC
438 Cl "2-[(6-Chloro-3-pyridinyl)amino}N-(2,4,6-trimethyl- 4.017
a HC phenyl)-5-thiazolecarboxainide
N
s
\ J@\(N
N .
h
s . 3 CHj
H;C
439 CH, '2-{(2,6-Dimethyl-4-pyrimidinyl)amino} N-(2,4,6- 2.943
trimethylphenyl)- 5-thinzolecarboxamide
N&= H,C
HSC/k\ / /(E\(Nb\
N
S
CH
° 3
HyC
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
440 o . 2-[(4-Methyl-2-pyrimidinyl)amino}N-(2,4,6- 373
trimethylphenyl)-5-thiazolecarboxamide
= HyC
[
4
N\ A
N N /( \ N
S cu,
(¢
HyC
a4 /N *2-(2-Pyrazinylamino)-N-(2,4,6-trimethylphenyl)-5- 365
( H;C thiazolecarboxamide
IN
<
N N/< \ "
S cH,
° H,C
442 /N '2-{ (6-Chloro-2-pyrazinylamino}N-(2,4,6-trimethyl- 405
/( l HiC phenyl)-5-thiazolecarboxamide
N
a N\ /
N N/@\( N
S \ CH,
HsC '
443 H *2-{(3,5-Dimethyl-2-pyrazinyl)amino} N-(2,4,6- 3.877

HyC

Wy,

CH,

trimethylphenyl)-5-thiazolecarboxamide

EXAMPLE 444

Preparation of 'N-(2-Chloro-6-methylphenyl)-2- [[2-methyl-6-[{2-(4-
morpholinylethyl]amino}-4-pyrimidinylJamino]-5-thiazolecarboxamide

O

A s

CH,
N
/ Cl
_ N _<SIH( Nb
Cl N
\N—/< © HyC

CH;

9/15/2006,

/N CH,
R o)
\N—/< ° HyC

To a suspension of NaH (148 mg, 6.17 mmol) in THF (20
mL) was added a solution of compound 315D (551 mg, 2.06
mmol) in THF (10 mL) and stirred at RT for 0.5 h. A solution
of 4,6-dichloro-2-methylpyrimidine (671.6 mg, 4.12 mmol)
in THF (10 mL) and stirred at RT overnight. The reaction
was quenched with acetic acid and the solvent removed in
vacuo. Water and saturated NaHCO, were added to the
residue and extracted with CH,Cl,. The organic layer was
removed in vacuo and the crude material purified by column
chromatography to give 444A (494 mg).

B. Title Compound

To compound 444A (30 mg) was added N-(2-
aminoethyl)-morpholine (300 uL) and the mixture was
heated at 80° C. for 2 h. Water was added to the reaction and
the product was collected by filtration. HPLC Ret. Time
2.357 min.

EXAMPLES 445 to 461

General Procedure

Compounds 445 to 461 were prepared by an analogous
method as that of 444B by substituting the appropriate
amine.
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
445 N ‘N-(2-Chloro-6-methylpheny[}-2{[2-methy}- 2253
/ \ 4 €l 6{[3-(4-morpholinylpropyl Jpmino}-4-
o N‘\_\ N | N pyrimidinyl Jamino}-5-thiazolecarboxamide
c—— S
N \ /N 0
N—< HiC
CH,
446 N ‘N-(2-Chloro-6~methylphenyl)}-2-{[2-methyl- 2493
V4 a 6{methyl[3-(methyl-amino)propylJamino}
/N N | . 4-pyrimidinylamino}-5-thiazole-carboxamide
HyC 4<=< 3
N N
AR 0
HyC N HC
CH,
447 N ‘N-(2-Chloro-6-methylphenyl)-2{[2-methyl- M
(0] 6-{[2-(tetrahydro-2-oxo-1H-imidazo-1-yt)
N a cthyl}amino} 4-pyri-midinyl mino} 5-
N N—</ jL’r thiszole-carboxamide
\_\ N: t
— B
N N
o}
N e
N )
CH,
448 N, ‘N-(2-Chloro-6-niethylphenyl)-2{[2-methyl- 2.303
& 6-{(2-1H-imidazol- 4-ylethylamino}-4-
/ N a pyrimidinyl}amino}-5-thiazolecarboxamide
) " /:]\ﬂ/ : :f:
N
— S
N N
\ —/< © H,C
N 3
CH,
449 N. ‘N-(2-Chloro-6-methylphenyl)-2-[[ 2-methyl- 3337
J €l 6-(4-morpholinyl)-4-pyrimidinylJamino}-5-
N | thiazolecarboxamide .
N \
/—\ — S
0] N
N \ /x o
— N H,C
CH,
450 N. . . 'N-(2-Chloro-6-methylphenyl)-2{[6-[[[(2R) 2.703
4 cl Chiral  1_ethyl-2-pyrrolidinylJmethyljamino}-2-
N l methyl-4-pyrimidinyljamino}-5-
O”""" S N thiazolecarboxamide
\ F—
N N N
\ 7 ©
N: H;C
HyC CH,

9/15/2006, EAST Version: 2.1.0.14



US 6,596,746 Bl

213 214
-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
451 N . N-(2-Chloro-6-methylphenyl)}-2-{[ 6-{[[(2S)- 2717
V4 a Chiral  1.ethy)-2-pyrrolidinyl}methylJamino} 2-
N | methyl-4-pyrimidinylJamino} 5-
Oﬁ s N thiszolecarboxamide
h N \ /N 0
) N—< HC
HyC CH;
42 o N . ‘2-[[6-_[(?8)~2-(Aminocarbonyl):1: ) 28]
NH, / cl Chiral pyrrotidinyl}-2-methyl-4-pyrimidinylJamino}
N-(2-chloro-6-methylpheayl)-5-
thinzolecarboxamide
N
. ‘N-(2-Chloro-6-methylphenyl}-2-{[6-[ (2- 2677
Chiral  hydroxyethyl)amino}-2-methyl-4-
pyrimidinylJamino}-5-thiazolecarboxamide
454 N. 'N-(2-Chloro-6-methylphenyl)-2{[6-{4- 3.05
4 cl (hydroxymethyl)-1-piperidinyl]-2-methyl-4-
N I N pyrimidinylJamino}-5-thiazolecarboxamide
HO 4<=< S
N N
o
LG N e
N 3
CH,
455 N 'N-(2-Chloro-6-methylphenyl)}-2-[[6-[4- 2117
74 a (2-hydroxyethyl)-1-piperazinyl] 2-methyl-4-
N | N pyrimidinylJamino}-5-thiazolecarboxamide
/N /T ;
N N N
/N N\ °
HO N HyC
CHs
456 N ‘1-[6-{[5-[{(2-Chloro-6-methylphenyl) 2.863
/ R amino karbonyl} 2-thiazolyllmino}-2-methyl-
N | 4-pyrimidinyl}-4-piperidinecarboxamide
Q —— S N
N- N
. 0
HyN N H;C
CH,
457 > ‘N-(2-Chloro-6-methylphenyl)-2-[[2- 2823

Vi a Chiral  methyl-6-[(3S)-3-methyl-1-piperazinyl}4-
HiC N: | N pynmidinyl Jamino}-5-thiazolecarboxamide
— 4~
N N’ N
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~continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
458 H,C o] N 2{[6-[3-(Acetylamino)-1-pyrrolidinyl }-2- 2.78
/ a methyl-4-pyrimidinyl Jamino} N-(2-chloro-
I N 6-methylphenyl)-5-thiazolecarboxamide
S
\O \_/ 0
N HyC
H;
459 N ‘ 'N-(2-Chloro-6-methylphenyl)}-2-{[6-{[2-(1- 2383
/ cl methyl-2-pyrrolidinyl)ethyiamino}- 2-methyl-
N | N 4-pyrimidinylamino}-5-thiazolecarboxamide
S
/ 0
Hy HiC
CH;
450 N 'N-(2-Chloro-6-methylphenyl)-24{[2-methyl- 3.027
J a 6-{[(S-methyl-2-pyrazinyl)methylJamino}-4-
N imidiny! amino}-5-thiazolecarboxamide
N pynmdiny|
— S .
N/\/\N \ /N 1 »
/i\¢¢N N-_< e .
HC st
461 ‘N-(2-Chloro-6-methylpheayl)-2{[2-methyl- 2.78

4

N
2
/ / | a
N
_<S
\,\f—/< ° HiC

64{[2-(1H-1,2,3-trinzo}- 1-yl)ethyl ]amino }-4-
pyrimidinyllamino]-5-thiazolecarboxamide

EXAMPLE 462 4

Preperation of 'N-(2-Chloro-6-methylphenyl)-2-[[6-[[2-(4-
morpholinyl)ethyljamino)-4-pyrimidinyl}amino}-5-thiazolecarboxamide

Compound 462A was prepared by an analogous method
as that of 444A, except using 4,6-dichloropyrimidine.

B. Title Compound

The title compound was prepared by an analogous method
as that of 444B, except using compound 462A in place of
compound 444A. HPLC Ret. Time 2.553 min.

EXAMPLES 463 to 472

General Procedure

Compounds 463 to 472 were prepared by an analogous
method as that of 444B by substituting the appropriate
amine. “HPLC Ret Time ‘B’” is the HPCL retention time
under the following conditions: YMC S5 ODS 4.6x33 mm
Turbo Column, 2 min gradient starting from 100% solvent
A (10% MeOH, 90 H,0, 1.1% TFA) to 100% solvent B
(90% MeOH, 10% H,0, 0.1% TFA) with 1 min at 100%
solvent B, flow rate 4 mL/min, A=220 nM.
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HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
463 Hy N. N ‘N-(2-Chloro-6-methylpheayl)-  2.527
e AN =N 2{[6-{[2-{¢imethy}-amino)-
| cthylJamino}-4-pyrimidinyl}
CHj N\/ N S / amino}S-thiazolecarboxamide
N Q
o]
H;C:
464 0 ‘N-(2-Chloro-6-methylphenyl)}  2.797
)k 2-{[6-2(tetrahydro-2-0x0-1H-
N N imidazol-1-yl)ethylJamino}4-
N N A NN pyrimidinylpmino}5-
\ / , / thiazolecarboxamide
N\/ N S
N Cl
o
HC
465 CHj ‘N-(2-Chloro-6-methylphenyl)-  1.137 B
| 2-[{6-[methyl[2-(methylamino)-
H;C N, N ethyl]amino}-4-pyrimidinyl}
N NS YY YN amino}5-thiazolecerboxamide
N\/ N $ /
N a
[¢]
H,C
466 N. N. N ‘N-(2-Chloro-6-methylphenyl)- 1113 B
x = 2{[6-[[2-(1-methyl-2-
| / pyrrolidinyl)ethylamino]-4-
N N N S pyrimidinyljamino}S-
\ A thiazolecarboxamide
CH,
N a
o)
HC
467 1.150 B

amino}-5-thiazolecarboxamide

N N ' "N-(2-Chloro-6-methylphenyl)-
NN\ AN =N 2{[6-{[2-(1-pyrrolidinyl)-
| \§7 ethylJamino}-4-pyrimidinyl }
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~continued
HPLC
EX., Ret Time
NO. Compound Structure Compound Name (min)

2-{[6-[[(1-cthyl-2-pyrrolidinyl-)

468 O\/ 'N-(2-Chloro-6-methylphenyl)} 1237 B
N N . .
N methylamino}-4-pyrimi-
Y\r \f dinyllmino} 5-thiazole-
S

N
) N N / carboxamide
&
e &
N Cl
o]
HiC
469 N-(2-Chloro-6-methylphenyl) 1160 B
N 2H{[6-[(4-piperidinyl-
methyl}amino}-4-pyrimi-
N N. dinylJamino}-5-thiazole-
W =N carboxamide
N\/ N S /
N Cl
o
H;C
470 0 ‘2{[6-[[2-(Acetylamino)- 2457B
ethylJamino}-4-pyrimi-
A N N N dinylamino}-N-(2-chloro-6-
HsC N \ = methylphenyl)-5-thiazole-
I / carboxamide
N\/ N S
N Cl
o]
HyC
47 N N N. . 'N-(2-Chloro-6-methylphenyl)-  2.897
N NN N NN 2[[6-[[2-(1H-1.2, 3-trizzol- 1-
\ / I / yl)ethyllamino}4-
== N N s pyrimidinylJamino}5-
\F thiazolecarboxamide
N Cl
o}
HyC
472 N ‘N-(2-Chloro-6-methylphenyl)- ~ 3.437
4 al 2{[6-(4-morpholinyl)-4-
N | pyrimidinylJamino}5-
S N thiazolecarboxamide

J © HyC
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EXAMPLE 473

Preparation of ‘N-(2-Chloro-6-methylphenyl)-2-[[6-[[2-(¢-
morpholinyl)ethylJamino]-2-pyridinyl}amino}-5-thiazolecarboxamide

Q

N
(o]
Br—</ |
s N

)
HyC

To a suspension of NaH (2.83 g, 118 mmol) in DMF (350
mL) cooled to 0° C. was added compound 319A (31 g, 93.5
mmol). The mixture was stirred for 45 min at 0° C. then
Bu,NI (6.9 g, 18.7 mmol) was added followed by addition
of 4-methoxy benzylchloride (18 g, 115 mmol). The reaction
was allowed to warm to RT. After stirring overnight at RT
the reaction was quenched slowly with acetic acid then the
solvent removed in vacuo. To the residue was added water
and neutralized with saturated aqueous NaHCO,. The mix-
ture was extracted 3 times with EtOAc and the combined
organic layers washed with water then washed with satu-
rated NaCl solution. The EtOAc layer was concentrated in
vacuo and the residue purified by column chromatography to
give 473A (35 ).

N N _</N | . Cl
\_/ 0 e
\ A Br

15

20

30

3

[

40

222

N
/ l Cl
N
el
\_/ %

To compound 473A (0.5 g, 1.1 mmol) dissolved in THF
(50 mL)) was slowly added NaH (0.13 g, 5.5 mmol) followed
by 2-bromo-6-aminopyridine (0.76 g, 4.4 mmol). The reac-
tion was heated to reflux for 2 h then cooled to RT and
quenched with acetic acid. The solvent was removed in
vacuo then water and hexane was added and stirred at RT.
The solid precipitate was collected by filtration and washed
with water and E,O to give 473B (0.48 g)

C
/N Cl
N—< %N:@
N—| S
Br \ / o e

To compound 473B }0.48 g) dissolved in TFA (5 mL) was
added anisole (2 mL) followed by triflic acid (1 mL). The
reaction was stirred at RT for 3 h then was slowly added to
a rapidly stirred mixture of ice, saturated NaHCO,, Et,0 and
CH,Cl,. The mixture was stirred cold for 1 h then the solid
precipitate was collected by filtration and washed with water
followed by Et,0/CH,ClL, mixture to give 473C (0.344 g).
HPLC Ret. Time 3.85 min.
D. Title Compound

The title compound was prepared by an analogous method
as that of 444B, except using compound 473C in place of
compound 444A. HPLC Ret. Time 2.80 min.

EXAMPLES 474 to 480
General Procedure

Compounds 474 to 480 were prepared by an analogous
method as that of 473D by substituting the appropriate
amine.

HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
474 ‘N-(2-Chloro-6-methylphenyl)- 2.867

~

N=—

\_/

9/15/20086,

N
$

24[6-{[3-(3-morpholinyl)-

cl
| propylJamino}-2-pyridinyl}
N emino}S-thiazolecarboxamide
(o]
H,C
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-continued
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)
475 N 'N-(2-Chloro-6-methylphenyl)- 3.067
Vi A 26 methyl[3-(methyl-
N ‘ amino)propyl jpmino}-2-
N S N pyridiny! pminc}-5-thiszole-
) HJC\N /\/\N - carboxamide
/ . (o]
H,C \ / H;C
476 Chiral N-(2-Chloro-6-methylphenyl)- 2.827

2{[6-{(35)-3-methyl-1-

N
Cl ST 2
HC N 7 I piperazinyl}2-pyridinyl}
N amino}-5-thiazolecarboxamide
N== S
S\ :
H3C

477 N. ‘N-(2-Chloso-6-methylpheayl)- 2.83
/ €l 2{[6[(3-1H-imidazol-1-
N | ylpropylaminc}-2-pyridinyl}
Ne— 'S N amino J-5-thiazolecarboxamide
N/\N/\/\N \ / I
\_} H;C
478 N ‘N-(2-Chloro-6-methylphenyl)- 307m
. / a 24[6-((2-hydroxyethyJamino}
N ! 2-pyridinylJamino}-5-
Ne— 'S N thiazolecarboxamide
HO\/\
\/ 0
:¥e
479 N ‘N-(2-Chloro-6-methylphenyl)- 2.903
N 7/ a 24[6-[(2-1H-imidazo}-1-
7 N I ylethyl)amino}-2-pyridinyl}
/ Ne— 'S N, amino}-5-thiazolecarboxamide
N
N
0
\_/ y
480 N 'N-(2-Chloro-6-methylphenyl)- 3727
J a 24(6-(4-morpholinyl)}-2-
N I pyridinylamino}-5-
N 'S N thiazolecarboxamide
—\ =
0] N-
EXAMPLE 481 —continued

Preparation of 'N-(2-Chloro-6-methylphenylphenyl}-2-[[6-[[2-(4-
morpholinylethyljamino}-2-pyrazinyl]amino]-5-thiazolecarboxamide 55

;
TN O

S
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Compound 481A was prepared by an analogous method Compound 406 was prepared by an analogous method as
as that of 473B, except using compound 2-chloro-6-  that of 473C, except using compound 481A in place of
aminopyrazine in place of compound 2-bromo-6-  compound 473B.
aminopyridine. C. Title Compound

5 Thetitle compound was prepared by an analogous method
as that of 444B, except using compound 406 in place of
compound 444A. HPLC Ret. Time 2.69 min.

N
</ [
N | N EXAMPLES 482 to 486
N=— S ’ 10
Cl_<i General Procedure
0
\_/ e

Compounds 482 to 486 were prepared by an analogous
method as that of 481C by substituting the appropriate

B. (Alternate Synthesis for Compound 406)

amine.
HPLC
EX. Ret Time
NO. Compound Structure Compound Name (min)

482 ‘N-(2-Chloro-6-methylphenyl)- 2.783

2{{6-[[3-(4-morpholinyl)-

N
/ \ / Cl
Q N N‘—< | propyl jamino}-2-pyrazinyl }
\__./ Ne—r S N amino}-5-thiazolecarboxamide
N4<\- / o
N H,C'

483 N ‘N-(2-Chloro-6-methylphenyl) 357
/ cl 2[6-(4-morpholinyl)-2-
N | pyrazinyllamino}-5-thiazole-
. N carboxamide
m N=— §
(o] N’
\_/ nw, °
N HyC
484 Chiral 'N-(2-Chloro-6-methylphenyl)- 2743
2-{[6-{(35)-3-methyl-1-
N piperazinyl}2-pyrazinyl}
/ Cl amino}5-thiazolecarboxamide
HiC N—< |
N.
>—\ N=— S
N N \ / 0

— N H;C

485 N 'N-(2-Chloro-6-methylphenyl)- 3327
4 cl 24{[6-(3-hydroxy-1-
N I pyrrolidiny[)-2-pyrzinyl}
HO. Ne— S N amino}-S-thiazolecarboxamide
\DN‘<\; / ©
N HyC

486 ‘N-(2-Chloro-6-methylphenyl)- 268

2{[6-(1H-imidazol-1-y1)-2-

N.
a
N_</ \ pyrezinylJamino}-5-
Ne— s N thiazolecarboxamide
o
N
o
\\/ \ N/ . H3C
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EXAMPLE 487
Preparation of 'N-(2-Chloro- 6-melhylpheuyl)-2 [[6 (3-] hydroxy 1-
pymolidinyl)-3-pyridazinyljamino]-5-th
5
N a
N—< | ‘
__ o N 10
N
(o}
N// : HyC
15

\ A
o 2
N 25
a
]
— s N
N
/ o
\ k4 e 30
a
35

Compound 487A was prepared by an analogous method
as that of 473B, except using compound 3-chloro-5-
aminopyridazine in place of compound 2-bromo-6-

40
aminopyridine.
/N Cl

N < | 4

N

— S
N
0

N// HC

50

Cl

Compound 487B was prepared by an analogous method 53
as that of 473C, except using compound 487A in place of
compound 473B.

C. Title Compound

The title compound was prepared by an analogous method
as that of 444B, except using compound 487B in place of ¢
compound 444A, and 3-hydroxypyrrolidine in place of
N-(2-aminoethyl)-morpholine. HPLC Ret. Time 2.493 min.

9/15/2006,

228
EXAMPLE 488

Pr:pamnon of 'N- (2 Chlom 6 methylphenyl}?. [[8-(1H-imidazol-1-yl)-3-

- =

N

v\

Compound 488 was prepared by an analogous method as
that of 487C, except using imidazole in place of
3-hydroxypyrrolidine. HPLC Ret. Time 2.61 min.

iy

ﬁ

EXAMPLE 489

Preparation of 'N-(2-Chloro-6-methylphenyl)-2-[[3-(methylamino)-2-
pyrazinyl]amino]-5-thiazolecarboxamide

N
—NHN%Sjw‘/N a

Cl

N
Y
NUN

HC

Compound 489A was prepared by an analogous method
as that of 473B, except using compound 2-chloro-3-
aminopyrazine in place of compound 2-bromo-6-
aminopyridize.

s

Compound 489B was prepared by analogous method as
that of 473C, except using compound 489A in place of
compound 473B.
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C. Title Compound EXAMPLES 490 to 494
The title compound was prepared by an analogous method General Procedure
as that of 444B, except using compound 489B in place of Compounds 490 1o 494 were prepared by an analogous
compound 444A, and using methylamine in place of N-(2- 5 method as that of 489C by substituting the appropriate

aminoethyl)-morpholine. HPLC Ret. Time 2.81 min. amine.
HPLC Ret
EX. NO. Compourd Structure Compound Name Time (min}
490 OH 'N-(2-Chloro-6-methylphenyl)- 282
2{f{3-(3-bydroxy-1-
pyrrolidinyl)-2-
pyrazinylpmino}5-
/N a thiazolecarboxamide
N N- |
>=< S N
N N
\ 7 °
HC
491 N, 'N-(2-Chloro-6-methylphenyl)- 2.94
4 a 2-{[3-(cyclopropylamino)-2-
N N | pyrazinyllamino}-5-
>_< 'S N thiazolecarboxamide
N N
\ 7 °
HiC
492 0 'N-(2-Chloro-6-methylphenyl)- 3.643
2-[[3-(4-morpholinyl)-2-
N a pyrazinylpmino}-5-
N N V4 I thiazolecarboxamide
1
N
>=< S
N N
\ 7 °
H;C
493 ‘N-(2-Chloro-6-methylphenyl)- 272
d o\ 232
_\_ N c;  morpholinyhethylmino}2-
\_/ N N / | pyrazinylamino}-5-
N thiazolecarboxamide
>—:_‘< S
N N
\ 7/ °
H;C
494 o 232 2933

(Acetylamino)ethylJamino}-2-
Hy,C pyrazinylpmino} N-(2-chloro-6-
methylphenyl)-5-

N_\— /N a thiazolecarboxamide
N N |

>=< S N

N N
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EXAMPLE 495

Preparation of 'N-(2-Chloro-6-methylphenyl)-2- (cyclohexylamino)-5-
thiazolecarboxamide

N
/ Cl
%]W
fe) i 10

232
Compound 495 was prepared by an analogous method as
that of 444B, except using the compound 319A in place of
compound 444A, and using cyclohexylamine in place of

s N+(2-aminoethyl)-morpholine. HPLC Ret. Time 3.547 min.

EXAMPLES 496 to 500

General Procedure

Compounds 496 to 500 were prepared by an analogous
method as that of 495 by substituting the appropriate amine.

HPLC Ret
EX. NO. Compound Structure Compound Name Time (min)
496 N 'N-(2-Chloro-6-methylphenyl)- 2.357
4 a 2-(methylamino)-5-
/2\ | N thiazolecarboxamide
H,C S
[¢]
HyC
497 N ‘N-(2-Chloro-6-methylphenyl)- 2.887
/ a 2-(cyclopropylamino)-5-
N l N thiazolecarboxamide
<( S
(¢}
H,C
498 N. 'N-(2-Chloro-6-methylphenyl)- 3.500
/ a 2-{(phenylmethylamino }-5-
N [ thinzolecarboxamide
s N
0]
H,C
499 N 242 2483
/ G (Acetylamino)ethylJamino}N-
N | (2-chioro-6-methylphenyl)-5-
o / 'S N thiazolecarboxamide
N Q
HyC HC
500 N Ctiral 'N-(2-Chloro-6-methylphenyl)- 3.407
/ a 2-[[(1R)-1-(hydroxymethyl)-3-
HO, N | methylbutylamino}-5-
N S N thiazolecarboxamide
o
HyC
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EXAMPLE 501

Preparation of 'N-(2-Chloro- 6mct.hylphenyl)-2 [{6-(methoxymethyl)-4-
pyrimidinyl]amino]-5-thi

N P 5
N—</ | s
" ’COW S N
Cl 10
A
OH
HJCO/W
N N
NF 15

To the mixture of methyl 4-methoxyacetoacetate (14.6 g, 20
0.1 moL) and formami-dine hydrogen chloride salt (16.1 g,
0.2 moL) in 70 mL of dry MeOH was added a 25% solution
of sodium methoxide (70 mL, 0.3 moL) in MeOH portion-
wise. A white precipitate was formed immediately. The
reaction mixture was stirred at room temperature for 1.0 hr.
Acetic acid (28.6 mL, 0.5 moL) was added and the reaction
mixture was concentrated in vacuo. Water was added to the
residue and the mixture was supersaturated with NaCl and
extracted with EtOAc (x5). Combined extracts were dried 30
over anhydrous Na,SO, and concentrated in vacuo to give
8.13 g of compound 501A as a yellow solid.

HJCO/\’I/\r a 35

4

o

The mixture of compound 501A (5.3 g, 37.8 mmoL) and
POCL, (40 mL) was heated to reflux for 2.0 hrs. Concen-
tration in vacuo and the residue was poured into a mixture 45
of ice-CH,Cl,. The pH was adjusted to 6.5 to 7 using
concentrated NH,OH. The mixture was extracted with
CH,Cl, (x3) and combined extracts were dried over
Na,SO,. Concentration in vacuo followed by flash chroma-
tography (CH,Cl,-EtOAc: 9:1) on silica gel gave 5.33 g of 50
compound 501B as a pale yellow oil.

C
NH;
AN
N \/ N
60

The mixture of compound 501B (3.2 g, 20 mmoL) and
NH,OH (50 mL) was heated to 85.C in a pressure tube for
3.0 hrs. After cooled to room temperature, the reaction
mixture was concentrated in vacuo and the residue was g5
triturated with ether to give 2.81 g of compound 501C as a
pale yellow solid.

234
D
\
0
/N I CH;
N
HJOO/\W _<s N
NN I

Compound 501D was prepared from compound 501C by
a method analogous to that used for the preparation of
compound 473B.

E Title Compound

The title compound was prepared from compound 501D
by a method analogous to that used for the preparation of
compound 473C. HPLC Retention time=3.25 min.

EXAMPLE 502

Preparation of ‘N-(2-Chloro-6-methylphenyl)-2-[[6- (hydroxymethyt}-4-
pyrimidinyl]amino}-5-thiazolecarboxamide

N
N ”_< | I
HO/W S N
N Y |
a

To a solution of compound 501 (56 mg, 0.144 mmoL) in
dry CH,CL, (3.0 mL) cooled at 0.C was added neat BBr,
(0.054 mL, 0.574 mmoL). The mixture was stirred for 1.0 hr
at ambient temperature. MeOH was added slowly with care
at 0.C and the resulting mixture was concentrated in vacuo.
Water was added to the residue and pH was adjusted to 7
with Sat’d NaHCO,. The white precipitate was collected by
filtration, rinsed with water/ether and dried under high
vacuum to give 52 mg of Compound 502 as an off-white
solid. HPLC Retention time=2.84 min.

EXAMPLE 503

Preparation of 'N-(2-Chloro-6-methylphenyl)-2-[[6-(4- morpholinylmethyl)-
4-pyrimidinyl]amino]-5-thiazolecarboxamide

o“cr”m
s

To a suspension of compound 502 (442 mg, 0.118
mmoL) in 0.5 mL of dry CH,Cl, was added thiony! chloride
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(0.086 mL, 1.18 mmoL). The reaction mixture was stired ~ mg of title compound as an off-white solid. HPLC Retention
for 5.0 brs. Concentration in vacuo and the residue was  time=2.52 min.
azeotropic evaporated with CH,Cl, to give 56 mg of 503 as

an yellow solid. EXAMPLES 504 to 513
B Title Compound 5
The mixture of compound 503A (20 mg), morpholine General Procedure
(0.014 mL) and diisopropylphenyl amine (0.09 mL) in 0.5
mL of dry dioxane was heated to 85.C for 4.0 hrs. Concen- Compounds 504 to 513 were prepared from 503A by a

tration in vacuo followed by flash chromatography  route analogous to that used for the preparation of 503. The
(CH,Cl,—MeOH—NH,0H: 95:5:0.5) onssilica gel gave 15 compounds of these examples have the structure:

HPLC Ret
EX. NO. Compound Structure Compound Name Time (min)
504 CH; ‘N-(2-Chloro-6-methylphenyl)- 2083
' (hmetymincetyimio]
N N dimethylamino)ethyl pmino
me” NNk x =N, methyl}4-pyrimidinyl pmino}5-
l / thiazolecarboxamide
N. N S
\F
N Cl
¢}
HyC
505 'N-(2-Chloro-6-methylphenyl)- 2.593
d/\j 2l '
k/ morphotinyl)ethy! mino methyl}
N. N. 4-pyrimidinylJamino}-5-
\/\ N /W /N thiazolecarboxamide
N\/N S /

4-pyrimidinyl jamino}-5-
\/ thiazolecarboxamide

506 N 'N-(2-Chloro-6-methylpheny! 2.163
. /\/\N N /N 2—[[(6-[[[ ;4-0- methylphenyl)-
\) | / morpholinyl)propyiJaminoJmethyl}

507 0 ‘N-(2-Chloro-6-methylphenyl)- 2.693
2H[6-[{[3-(2-0x0-1-

N/\/\N N N =N, pyrrolidinyl)propyl JaminoJmethyl -
I 4-pyrimidinylJamino}5-

s / thiazolecarboxamide
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~continued
HPLC Ret
EX. NO. Compound Structure Compound Neme Time {min)
508 N ‘N-(2-Ch.lom-6_-mer.hylphcuyl)- 2143
/ 2{[6-{[(2-1H-imidazol4-
l ylethy{}aminoJmethyl} 4-
. N imidinyl}amino}5-
N pyrimidiny]
N N/\jrﬁ\j/ \T’ thiazolecarbaxamide
N\/ N S /
N Cl
(o]
H,C
509 AN N N 'N-(2-Chloro-6-methylphenyl)- 1.103B
/N N/A\“/Q\T/ \145 2[[6-{[(3-1 Hr-imidazal-1-
N yipropylamino]methyl}4-
P N 2N S / pyrimidinytjamino}5-
NF thiazolecarboxamide
N Cl
Hy
510 S ‘N—(Z—Chlom-6-mclhylphc1'1yl)- 1113 B
2{[o{l12-3-
| pyridinyl)ethylJamino}methyl}
X N N 4-pyrimidinylJamino}-5-
N N/W Y thiazolecarboxamide
N. - N S /
&
N Cl
o
HyC
511 P ‘N-(2-Chloro-6-methyl-phenyl)- 1117 B

I 2[&{[[2-(3-

pyridinyljethyljaminojmethyl} °

N. N. 4-pyrimidinyt amino}-5-
X N/\(\r =N, thiazolecarboxamide
| /
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~continued
HPLC Ret
EX. NO. Compound Structure Compound Name Time (min)
512 N *1[64]5-[[(2-Chloro-6- 1207B
N N /N methyiphenylaminolearbonyl}
| ) 2-thiszolyl hmiao 14~
HN N N S pyrimidinylmethyl}-¢-
? A piperidinecarboxamide
N Cl
[¢]
0
HC
513 HiC N N, Hle4l[2- 1.193 B
\/\N N =N (Acetylamino)ethylamino}methyl}-
I / 4-pyrimidinylJamino}N-(2-
o] N N s chloro-6-methylphenyl)-5-
A thiazolecarboxamide
N o}
0
HsC
EXAMPLE 514 EXAMPLE 515
Preparation of ‘N-(2-Chloro-6-methylpheny!)-2-(2- naphthalenylamino)-5- Preparation of 'N-(2-Chloro-6-methylpheayl)-2-(2-quinolinylamiro)-5-
thiazolecarboxamide thiazolecarboxamide
/N cl /N cl
— | |
S N — S N
35
N
6] (o]
8 H,C \ / H,C
A% A
[o) [¢)

Compound 514A was prepared from 473A by an analo- Compound 515A was prepared from 473A by an analo-
gous method as that of 473B, except using % gous method as that of 473B, except using 2-am1uoqumolme
2-aminonapthaline in place of 2-bromo-6-aminopyridine. in place of 2-bromo-6-aminopyridine.

B. Title Compound B. Title Compound

The title compound was prepared by an analogous method 65 The title compound was prepared by an analogous method
as that of 473C, except using compound 514A in place of  as that of 473C, except using compound 515A in place of
compound 473B. HPLC Ret. Time 4.11 min. compound 473B. HPLC Ret. Time 3.94 min.
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EXAMPLE 516

Preparation of 'N-(2-Chloro-6-methylphenyl)-2-(3-isoquinolinylamino)-5-
thiazolecarboxamide

V_{? | c
S * S N:@
\ /" %

10

/N a 20
—{ | .
—— S N

N
\ / OHgC_

Compound 516A was prepared from 473A by an analo-
gous method as that of 473B, except using 30
3-aminoisoquinoline in place of 2-bromo-6-aminopyridine.
B. Title Compound

The title compound was prepared by an analogous method
as that of 473C, except using compound 516A in place of 3
compound 473B. HPLC Ret. Time 3.94 min.

EXAMPLE 517

Preparation of 'N-(2-Chloro-6-methylphenyt)-2-(2-quinoxalinylamino)-5-
thiazolecarboxamide

N
A
A7
\ HC

8

A S0
\0
55
/N Cl
=g
N
/=< S 60
N N
0]
\ 7 e

65

242

Compound 517A was prepared from 473A by an analo-
gous method as that of 473B, except using
2-aminoquinoxaline in place of 2-bromo-6-aminopyridine.
B. Title Compound

The title compound was prepared by an analogous method
as that of 473C, except using compound 517A in place of
compound 473B. HPLC Ret. Time 3.927 min.

EXAMPLE 518

Preparation of 'N-(2-Chloro-6-methylphenyl)-4-methy!-2-([2-methy)-6-(4-
morpholinyl)-4-pyrimidinyl]amiro}-5-thiazolecarboxa mide

/N CH, a
Ve {K(Ij
Q N N

CH,

Hy

i 1

Compound 518A was prepared from 144 by an analogous
method as that of 319A.

N CH; |
cl
Br—</ ,
S N.
o}
HiC
Compoimd 518B was prepared by an analogous method
as that of 473A, except using 518A in place of 319A.

: \
[e]
N CHy S
< _</ | a
—_— 8 N
HsC

Compound 518C was prepared by an analogous method
as that of 473B, except using 518B in place of 473A, and
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4-amino-6-chloro-2-methylpyrimidine in place of 2-amino-
6-bromopyridine.

N CH, a
4
_ N%gjg("ﬁ
a N
\ 0
N- HyC
_<CH3

Compound 518D was prepared by an analogous method
as that of 473C, except using 518C in place of 473B.

E. Title Compound

The title compound was prepared by an analogous method
as that of 444B, except using compound 518D in place of
compound 444A, and morpholine in place of N-(2-
aminoethyl)-morpholine. HPLC Ret. Time 3.397 min.

EXAMPLE 519

Preparation of 'N-(2-Chloro-6-methylphenyl)-4-methyl-2-[[2-methyl-6-[[2-
(4-morpholinyl)ethyl]amino]-4-pyrimidinyl]amino}-§-thiazolecarboxamide

Q 4%15

N N
S
\N4/<CH3

N:

Compound 519 was prepared by an analogous method as
that of 518E, except using N-(2-aminoethyl)-morpholine in
place of morpholine. HPLC Ret. Time 2.493 min.

EXAMPLE 520

Alternative Preparation of Compound 321

— N%::H(NJ{CE
HiC \N _/<N Oﬂgc

CH,

]

25

30

40

45

50

To a solution of compound 520A (480 mg, 4.0 mmoL) in
dry THF (10 mL) cooled at ~78.C was added a 2.5M
solution of n-BuLi (1.68 mL, 4.2 mmoL) in hexane dropwise
via a syringe while kept the internal temperature below
-75.C. Upon completion of addition, a beige suspension was
obtained. The reaction mixture was stirred for 15 mm at
-78.C. A solution of 2-chloro-6-methyl phenyl isocyanate
(0.6 mL, 4.4 mmoL) in 5 mL of dry THF was added and the
reaction mixture was stirred for an additionat 2.0 hrs at
-78.C. Saturated aq. NH,Cl solution (10 mL) was added, the
mixture was partitioned between EtOAc-water and extracted
with EtOAc (x2). The combined extracts were dried over
Na,S0, and concentration in vacuo 1o give, after recrystal-
ization from EtOAc-hexane, 0.99 g of title compound as a
pale yellow crystalline material.

;3

\O
(] Q

Compound 520C was prepared by a method analogous to
that used for the preparation of compound 473A, using 520B

in place of 319A.

0_

N S

a
N—</ |
—_ S N
H;C N o
\N—< " HC

CH,

Compound 520D was prepared from compound 520C by
a method analogous to that used for the preparation of
compound 473B.

Compound 520A was prepared from 2-aminothiazcle 45 E. Title Compound

according to the procedure described in UK Patent Appli-
cation GB 2323595A.

Compound 321 was prepared by a method analogous to
that used for the preparation of compound 473C.
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EXAMPLE 521 EXAMPLE 522
Preparation of '2-[(2,6-Dimethyl-4-pyrimidinyl}amino}-N-phenyl-5- Preparation of ‘2-[(2,6-Dimethy)-4-pyrimidinyl)metbylamino]-N-(2-
thiazolecarboxamide methylphenyl)-5-thiazolecatboxamide

5 HJC

A A
H;C \N_/<N o \O . HyC \N_<N OHJCD

G{J CH;
A A

ﬂi’l{r«O . “@Y‘D

20

Compound 521A was prepared by an analogous method
as that of 520B, except using phenylisocyanate in place of

2-chloro-6-methylphenylisocyanate. ,5  Compound 522A was prepared by an analogous method
as that of 520B, except using 2-methylphenylisocyanate in

o\ B place of 2-chloro-6-methylphenylisocyanate.
B
N 30 N
o—{ |
N.
S N
\© c1—</ |
N
© 35 s
0
: H,C
Compound 521B was prepared by a method analogous to
that used for the preparation of compound 473A, using 521A
in place of 319A.
c Compound 522B was prepared by a methed analogous to

that used for the preparation of compound 473A, using 522A
5 in place of 319A.

o

N
—a
55 __ s N
HyC N
0
\N / HyC

Compound 521C was prepared from compound 521B by
a method analogous to that used for the preparation of 60
compound 473B.

D Title Compound

The title compound was prepared by a method analogous ss  Compound 522C was prepared from compound 522B by
to that used for the preparation of compound 473C. HPLC ~ a method analogous to that used for the preparation of
Ret. Time 1.3 min method B compound 473B.
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D
o_
H,C N
\N _</ |
—_— S N
H;C: N b
\N—/< HyC
CHy

Sodium hydride (60% in oil; 40 mg; 1 mmol) was added
to a solution of compound 522C (280 mg; 0.61 mmol) in 2
ml of DMF at room temp. After stirring 30 minutes,
iodomethane (0.2 m}; 3 mmol) was added and the reaction
was stirred 4 hr. After the reaction mixture was partitioned
between ethyl acetate (50 mi) and water (50 ml), the organic
layer was washed with water (2x50 mi) and brine (50 ml).
Drying (MgS0,) and concentration afforded an oil that was

chromatographed on a 2.5x15 cm silica gel column using

50-75% ethyl acetate/hexane. The pure fractions were con-

centrated and the residue was crystalized from ethyl acetate/

hexane to afford 100 mg of 522D as a light yellow solid.
E Title Compound

The title compound was prepared by a method analogous
to that used for the preparation of compound 473C. HPLC
Ret. Time 1.21 min method B

EXAMPLE 523

Preparation of ‘2-[(2,6-Dimethyl-4-pyrimidinyl)amino)-N-(2-methylphenyl)-
5-thiazolecarboxamide

/N
I
HyC \ /N 0H3 D
"

Compound 523 was prepared by a method analogous to
that used for the preparation of compound 473C, except
using compound 522C in place of 473B. HPLC Ret. Time
1.24 min method B.

EXAMPLE 524

Preparation of 'N-(3,5-Dimethoxypheayl)-2-[(2,6-dimethyl-4-
pyrimidinyl)amino)-5-thiazolecarboxamide

248
-continued
A
N .
o—{ |

s N O

S \CH3

(o]

10 <

15 Compound 524A was prepared by an analogous method
as that of 520B, except wusing 3,5-
dimethoxyphenylisocyanate in place of 2-chloro-6-
methylphenylisocyanate.

20 B
N

N

25 C1—</ |
N o
s e,
o
30
o
ca,

3 Compound 524B was prepared by a method analogous to
that used for the preparation of compound 473A, using 524A
in place of 319A.

c

40

O_
45
N.
N—</ |
N 0.
— S \CH3
50 HyC \ N o
N—<
CH; (o]
e
55

Compound 524C was prepared from compound 524B by
a method analogous to that used for the preparation of
6p compound 473B.

D Title Compound

The title compound was prepared by a method analogous

65 lo that used for the preparation of compound 473C, except

using compound 524C in place of compound 473B HPLC
Ret. Time 1.28 min method B.
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EXAMPLE 525

Preparation of N-[2,6-Bis(1-methylethyDphenyl]-2-
[(2,6-dimethyl-4-pyrimidinyl Jamino]-5-thiazolecarboxamide

N HiC CH, p
<1
N.
e S
H;C \ N 0
WA 0
CHy

CHj

CHy

G_GY 5
H,c
20

Compound 525A was prepared by an analogous method
as that of 520B, except wusing 2,2-
diisopropylphenylisocyanate in place of 2-chloro-6- 23
methylphenylisocyanate.

B
o/ 30
N HiC CH, 35
a—</ |
s N
Y 40

HyC
CH,

Compound 525B was prepared by a methed analogous to
that used for the preparation of compound 473A, using 525A
in place of 319A.

'S
wn

C
50
j\’r i 55
60
H;C
CH; CH;

Compound 525C was prepared from compound 525B by 65
a method analogous to that used for the preparation of
compound 473B.

250

D Title Compound

The title compound was prepared by a method analogous
to that used for the preparation of compound 473C, except
using compound 525C in place of compound 473B. HPLC
Rel. Time 1.6 min method B.

EXAMPLE 526

Prepanation of N-(2- Chloro-é-mclhylph:nyl) -2+ [(2 6-dimethyl-4-

pynimidiny!)methylamino}-5-thiazolecarb
H;C N

\ a
— |
— S N
HyC \ N 5
N / H)C

CH,

A mixture of compound 321 (110 mg; 0.29 mmol),
potassium carbonate (138 mg; 1 mmol) and iodomethane
(0.06 ml; 1 mmol) in DMF was stirred 2 hr at room
temperature. After the reaction mixture was partitioned
between ethyl acetate (25 ml) and water (25 ml), the organic
layer was washed with water (2x25 mI) and brine (25 ml).
Drying (MgSO,) and concentration afforded an oil that was
chromatographed on a 2.5x15 cm silica gel column using
1-4% MeOH/CH,Cl, and the fractions containing com-
pound 526 were collected to give 20 mg of product. HPLC
Ret. Time 1.3 min method B.

EXAMPLE 527

Preparation of N-(2-Chloro-6-methylphenyl)-2-((2,6-dimethyl-4-
pyrimidinyl)amino}-N-methyl-5-thiazolecarboxamide

H, */jmj

CH:

Compound 527 was prepared by a method analogous to
that used for the preparation of compound 526, except the
fractions containing compound 527 were collected to give
60 mg of product. HPLC Ret. Time 1.23 min method B.

EXAMPLE 528

Preparation of 2-Bromo-N-, N-(2-chloro-6-methylphenyl)-
(4-methoxybenzyl)-5-thiazolecarboxamide
McO.

Cl

To a cooled (0° C.) THF solution of 2-chloro-6-methyl
aniline (2.86 mL, 23.3 mmol, 1.10 equiv) was added drop-
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wise a 1.0 M solution of lithium bis(trimethylsilyl)amide
(422 mL, 42.2 mmol, 2.00 equiv) via syringe. The homo-
geneous solution was allowed to stir for S minutes, and then
a THF solution of ethyl 2-bromo-5-thiazolecarboxylate
(5.00 g, 21.1 mmol, 1.00 equiv, prepared in a manner
analogous to compound 319A) was added via cannula. The
solution was allowed to stir for 15 minutes until TLC
analysis showed no remaining starting material. To the
reaction was then added 4-methoxybenzyl chloride (7.15
mL, 52.7 mmol, 2.5 equiv), followed by a catalytic amount
of tetrabutylammonium iodide (1.56 g, 4.22 mmol, 0.20
equiv). The homogeneous mixture was allowed to stir over-
night at ambient temperature and then concentrated in
vacuo. The residue was partitioned between ethyl acetate
and water, and the organic extracts were washed with brine
and dried over Na,SO,. After filtration and removal of
solvent, the product was purified by flash chromatography
(10-20% ethyl acetate in hexanes) to afford the title com-
pound as a tan solid (47%).

EXAMPLE 529

Preparation of N-, N-(2-Chloro-6-methylphenyl)-(4-methoxybenzyl)-
2-[(6-bromo-2-pyridinyDamino]-5-thiazolecarboxamide
MeO.

Compound 529 was prepared in an analogous manner {0
319B, except using 528 and 6-bromo-2-aminopyridine as
the reactants.

15

20

25

30

35

252
EXAMPLE 530

Prepanation of N-(2-Chloro-6-methylpbenyl)-2-{(6-bromo-
2-pyridinyl)amino]-5-thiazolecarboxamide

JIeVs
" ﬁ/(}ﬁ‘/g
o

Compound 529 (0.500 g, 0.919 mmol, 1.00 equiv) was
dissolved in 5 mL trifluoroacetic acid and charged at ambi-
ent temperature with 2 mL anisole followed by 1 mL
triflnoromethanesulfonic acid. The dark red homogeneous
solution was allowed to stir overnight, and then quenched by
carefully pouring the solution info an ice/sodium bicarbon-
ate mixture. A white solid was filtered off and washed
sequentially with water, 1:1 hexane/ether, and ether to afford
the title compound (41%).

EXAMPLES 531-538

General Procedure

Compounds 531 to 538 were prepared to the general
procedure described below. A 1-dram vial was charged with
530 and excess amine and heated to 90° C. overnight. The
residue was then purified by reverse phase HPLC to afford
the pure compound. For the following examples 531 to 555
“HPLC Ret Time” is the HPLC retention time under the
following conditions: YMC ODS-A C18 87 3.0x50 mm, 2
min gradient starting from 100% solvent A (10% MeOH,
90% H,0, 0.1% TFA) to 100% solvent B (90% MeOH, 10%
H,0, 0.1% TFA), flow rate 5 mL/min, A=220 nM.

Compound Structure

HFLC
Ret

Compound Name (min)

532

‘N-(2-Chloro-6-
methylphenyl)-2-([6-[4-
(2-furanylcarbonyt)-1-
piperazinyl]-2-
pynidinylJamino}5-
thiazolecarboxamide

156
CH,

*2-[[6-[[3-(1H-
Benzimidazol-1-
yl)propyl hmino}-2-
pyridiny!Jamino}N-(2-
, chloro-6-
methylpheayl)-5-
thiazolecarboxamide
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-continued

EX. NO.

Compound Structure

HPLC
Ret
time

Compound Name (min)

533

534

535

536

537

538

N,

U

AN NP

N-(2-Chloro-6-
methylphenyl)-2{[6-
([4-(1 H-imidazol-1-
yhbutylamino}2-
pyridinylJamino}-5-
thiazolecarboxamide

1.24

‘N-(2-Chloro-6-
methylphenyi)-2-[[6-
[[5-(1H-imidazol-1-
yl)pentyljamino}2-
pyridinyljamino}-5-
thiazolecarboxamide

CH,

N-(2-Chloro-6- 1.14
methylphenyl)-2-[[ 6-
{[3-(4-methyl-1-
piperazinyl)propylk-

mino}-2-

pyridinyllamino}-5-
thiazolecarboxamide

‘N-(2-Chloro-6-
methylphenyl)-2-{[6-
[[4-(1H-imidazol-1-
yl)phenylamino}-2-
pyridinylamino}-5-
thiazolecarboxamide

1.29

‘N-(2-Chloro-6- 1.27
methylphenyl)-2-[[6-
{[6-(1H-imidazol-1-
yDhexylJamino}-2-
pyridinyllamino}-5-
thiazolecarboxamide

™N-(2-Chloro-6- 124
methylphenyl)-2-{[6-
[(3-1H-imidazol-1-
yipropylamino]-2-
pyridinyllamino}-5-
thiazolecarboxamide

EXAMPLE 539

Preparation of Ethyl-2-[(6-bromo-2-pyridinyl)amino-5-

thinzolecarboxylate

7 N
BQ/(_XW‘/OE‘

Compound 539 was prepared in an analogous manner to 65
319B, except using ethyl 2-bromo-5-thiazolecarboxylate
and 6-bromo-2-aminopyridine as the reactants.

55

EXAMPLES 540-550

General Procedure

Compounds 540 to 550 were prepared according to the
general procedure described below. Compound 539 was
condensed with the appropriate aniline according to the
procedure for example 528 to afford the afford the corre-
sponding N-(4-methoxybenzyl)amide. The intermediate
bromopyridine was then reacted with N-(3-aminopropyl)-
imidazole according to the procedure for examples 531 to
538 to afford the corresponding diaminopyridine. Removal
of the 4-methoxybenzyl group according to the procedure
described for example 530 followed by purification by
reverse phase preparative HPLC afforded compounds 540 to
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550.

HPLC

Ret

EX. time
NO. Compound Structure Compound Name (min)

540 2-|[64[3-(1H- 112

[0}
Z N \ Imidazol-1-
| )l\ yl)gn.)pyl]}:m.ino{}
N pyridinylamino}N-
NN NN NS N Q (4 methoxyphenyl)-
\CH S-thiazole-
3 carboxamide

N

\—/

2-{[64[3-(1H- 148

7 N \ i [midazol-1-
| )l\ y])p.rcfpyl]am.ino]-Z-
/\N/\/\N Ny . § NOO pyridinylJamino}-N-

541

N (4-phenoxyphenyl)-

\ / §-thiazole-
— carboxamide

542 N4 131

7 N \ 7 Chlorophenyl)-
P He e
imidazol-1-
N/\ N/\/\ N \N N s N_Q_Cl yl)propylrmino}2-

pyridinyljamino} 5-
— thiazolecarboxamide

N [1-(phenyimethyl)-

\— / 1H-indazol-5-yl}5-

thiazolecarboxamide

Z,

z—

543 . 2-{[6([3-(1H- 1.34
2 Y e
I )L yDpropylemino}-2-
/\N/\/\N \N N I N / pyridinylJamino}-N-
P

544 CH, N-(2-Ethylphenyl)}-  1.18
H[6H[3-(H-

o] S
7~ 4 imidazo!-1-
0
pyndiny: amno -
/\ /\/\N \N N S N thiazolecarboxamide

N\=/N

545 CH; N-(2,6 11
Dimethoxyphenyl)-
2H[6H[3-(H-

yDpropyljamino}-2-
N NN )\s N pyridinyHfarino}5-
X y N N N thiazolecarboxamide
0

\

CHy

546 N2, 1.06
Dimethoxyphenyt)-

2{[&[[3-(11-

CH.
0 o/ )
. yl)propyl mino}-2-
AN AN X )\S N 0 pyrlz;in)):lla:il:o}-s-
N N N N \
CHy

N

\—/

thiazolecarboxamide
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258

NO.

Compound Structure

Compound Name

HPLC
Ret
time
(min)

547

548

549

550

>
<

N

A

g DJ(@

263
(1H-Imidazol-1-
yDpropyl lamino}-2-
pyridinylJamino} N-
pheayl-5-
thiazolecarboxamide

2-[[H[3>
(1H-Imidazol-1-
yDpropyljamino}-2-
pyridinylJamino}-N-
(2-methylphenyl)-5-
thiazolecarboxamide

N-(2-
Chlorophenyl)-2-
[[e{[3-(1H-
imidazol-1-
yDpropylJamino}-2-
pyridinylJamino}-5-
thiazolecarboxamide

N-(2,6-
Dicthylphenyl)-
2H[6-{[3-(10-
imidazol-1-
yDpropyllamino}-2-
pyridinylJamino}-5-
thiazolecarboxamide

1.06

111

116

129

EXAMPLE 551

Preparation of Ethyl-2-[(6-bromo-2-pyridinyl}amino}-4-

Compound 551 was prepared in an analogous manner to
319B, cxcept using ethyl 2-bromo-4-methyl-5-
40 thiazolecarboxylate and 6-bromo-2-aminopyridine as the

methyl-5-thiszolecarboxylate reactants.
Me
7 N
| I\ EXAMPLES 552 and 553
™ OFt 45
Br NT TN S
o Compounds 552 and 553 were prepared using a similar
procedure described for the preparation of compounds 540
to 550, except using compound 551 as the starting material.
HPLC
Ret time
EX. NO. Compouad Structure Compound Name (min)
552 N CH, ‘N-(2-Chloro-6- 119
a methylphenyl)-2-{[6-
N—</ | ((3-(1H-imidazol-1-
N X N ylpropyljamino}-2-
— pyridinyljamino}-4-
PN AN methyl:5-
N N N \ / 0 thiazalecarboxamide
\—/ HyC
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-continued
HPLC
Ret time
EX. NO. Compound Structure Compound Name (min)
553 N CH, 2[[6-{[3-{1H-Imidazol- 1.35
/ 1-yl)propyllamino}-2-
N—< | pyridinylamino}4-
N methyl-N-[1-
N N= N (pkeaylmethyl)-1H-
indazol-5-yl}-5-
N/ N/\/\N \ / 0 /N thiazolecarboxamide
\_, N
20 -
EXAMPLE 554 (0.605 g, 438 mmol, 1.20 equiv) followed by ethyl-2-

Preparation of ‘N-(2-Chloro-6-methylpheny!)-2-{[3-[[3-(1H-
imidazol-1-yl)propyl]jaminoJphenylJamino}-3-thiazolecarboxamide

N=

A solution of 528 (0.127 g, 0.281 mmol, 1.00 equiv) and
3-[N-,N-(tert-butoxycarbony!)-(3-aminopropyl)-
imidazoyl]-1,3-phenylenediamine (0.178 g, 0.563 mmol,
2.00 equiv) in 0.200 mL DMSO was heated at 120° C. in a
sealed vial overnight. Purification by reverse phase prepara-
tive HPLC followed by deprotection according to the pro-
cedure for compound 530 afforded the title compound.

EXAMPLE 555

Preparation of 'N-(2-Chloro-6-methylphenyl)-2-[[5-[[3-(1H-
imidazol-1-yl)propyljamino]-2-nitrophenyljamino)-5-
thinzolecarboxamide

<o ey
AN
(0]

A solution of 2,4-difluoronitrobenzene (0.400 mL, 3.65
mmol, 1.00 equiv) in acetonitrile was charged with K2CO,

45

50

55

amino-5-thiazolecarboxylate (0.628 g, 3.65 mmol, 1.00
equiv) as a solid. The heterogeneous mixture was sealed and
heated to 120° C. overnight. The solution was filtered and
then concentrated in vacuo. Purification by flash chroma-
tography afforded ethyl-2-{(3-fluoro-G-nitro-1-phenyl)
amino]-5-thiazolecarboxylate as a yellow solid (9%). This
intermediate was coupled with 2-chloro-6-methyl aniline
according 1o the procedure for compound 528 to afford
N-(2-Chloro-6-methylphenyl)-2-[3-(fluoro-6-nitro-1-
phenyl)amino]-5-thiazolecarboxamide (21%). The title
compound was synthesized by reacting this intermediate
with excess N-(3-aminopropyl)-imidazole at 80° C. fol-
lowed by purification by reverse phase preparative HPLC.

EXAMPLES 556-566

General Procedure

Compounds 556 to 566 were prepared according to the
general procedure described below. A mixture of 2-bromo-
N{2-chloro-6-methylphenyl]-5-thiazolecarboxamide 3194,
an aniline (1 eq), 1.0 N aqueous HC1 (0.5 eq) in n-BuOH was
heated overnight at 120° C. in a sealed vial. This was diluted
with methano! and the product was isolated by preparative
HPLC (YMC 85 ODS 30x100 mm column eluted with a

+ gradient comprised of two solvent mixtures (mixture A: 10%

MeOH, 90% water, and 0.1% TFA; mixture B: 90% MeQOH,
10% water, and 0.1% TFA). For anilines substituted with a
carboxylic acid group, the reaction mixture was treated with
1 N aqueous NaOH (5 eq) ovemnight before final purification
of the product by HPLC. “HPLC Ret Time” is the HPLC
tetention time under the following conditions: YMC S5
OSD 4.6x30 mm (for 556 to 560) or YMC S7 ODS 3x50
mm column (for 561 to 566), 2 min gradient starting from
100% solvent A (10% MeOH, 90% H,0, 0.1% TFA) to
100% solvent B (90% MeOH, 10% H,0, 0.1% TFA), flow
rate 5 mL/min, A=220 oM.
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EX. NO.

Compound Structure

Compound Name

HPLC
Ret time
(min)

556

MeO.

MeO

557 MeO.

Vs

MeO

e

oWy

560

MeQ'

561

Q,

Re

MeO

©

<} [=}
zm ] 2T
Q
Q Q Q

=

- Z5
@'Q ' @Q

Q

a

o
: d=-1

N-(2-Chloro-6-
methylpheny()-2-
{(3,4,5-trimethoxy-
phenyl)amino}-5-
thiszolecarboxamide

N-(2-Chloro-6-methyl-
phenyl)-2-{(4-methoxy-
phenyl)amino}-5-
thiazolecarboxamide

N-(2-Chloro-6-methyl-
phenyl)-2-{(3-methoxy-
phenyl)amino}-5-
thiazolecarboxamide

N-(2-Chloro-6-methyl-
phenyl)-2-[(2-methoxy-
phenyl)aminc]-5-
thiazolecarboxamide

N-(2-Chloro-6-methyl-
phenyl)-2-[(3,5-
dimethoxyphenyl)-
amino}-5-
thiazolecarboxamide

N-(2-Chloro-6-methyl-
phenyl)-2-[[4
(dimethylamino)-
phenyl]amino}-5-
thinzolecarboxamide

N-(2-Chloro-6-
methylphenyl)-2-{[4-
(4-morpholinyl)phenyl]
amino}-5-
thiazolecarbexamide

163

1.63

1.7

1.65

1.55

125

1.24
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-continued

264

EX. NO. Compound Structure

HPLC
Ret time

Compound Name (min)

563

564 HOLC

Z
>§
——
zm

565
HOC N

=z
>§
/
ZT

566 " H
N

— N/(”\,

zz

Cl

Cl

N-(2-Chloro-6- 1.36
methylphenyl)-2-{[3-
(carboxymethyl)-

phenyljamino}-5-
thiazolecarboxamide

N-(2-Chloro-6- 1.48
methylphenyl)}-2{[3-(3-
carboxypropyl)-

phenylJamino} 5-
thiazolecarboxamide

N-(2-Chloro-6- 135
methylpheny)-2-{[4-

(carboxy-

methyl)phenylJamina]
-5-thiazolecarboxamide

N-(2-Chloro-6- 1.27
methylphenyl}-2-[(2-

methyl-1H-

benzimidazol-5-

yl)amino}5-

thiazolecarboxamide

EXAMPLE 567

N-(2-Chloro- 6-methytphenyl)-2-[[1-[3-(1H-imidazol-1-yl)propyl J-
1H-benzimidazol-4-yl]amino]-5-thiazolecarboxamide

B I
H

o he /J\WIE

NJ \_—sN 0

A mixture of 1-bromo-3-chloropropane (10 mL, 0.10
mmole), imidazole (6.81 gm, 0.10 mmole) in ethanolic
NaOQEt (41.3 mL, 21 w1%, 1.1 mmole) was heated at reflux
for 1 hr. After cooling to RT, this was filtered and the filter
cake was washed with EtOH. The solvent was removed from
the filtrate to afford crude 3-chloro-1-(imidazo-1-yl)-
propane as an oil. A portion of the crude chloride (1.07 gm,
7.40 mmole) was added to a mixture of 4-nilro-
benzimidazole (1.09 gm, 6.66 mmole) and NaH (293 mg,
60% in oil, 8.14 mmole) in DMF (15 mL). After being
heated at 60° C. overnight and then 75° C. for 3 hr, the
solvent was removed. The residue was partitioned between
water and a mixture of 10% MeOH in DCM. The organic
phase was separated, dried (Na,SO,) and the solvents
removed. Radial chromatography (4 mm silica gel plate that
was eluted with a step gradient of DCM containing 2, 3,

. 10% MeOH) afforded the major product, 1{3-
imidazo-1-ylpropyl]-4-nitro-benzimidazole as a solid (513
mg, 28%). A mixture of this material (250 mg) and 10%
palladium on charcoal (200 mg) in EIOH (10 mL) under a
hydrogen atmosphere (balloon) was vigorously stirred for 1
hr.

35

45

50

Removal of the catalyst by filtration and the solvent under
reduced pressure left the crude 4-amino-1-[3-imidazo-1-
ylpropyl]-benzimidazole as a solid. A portion of this mate-
rial (46 mg, 0.191 mmole) was added to a mixture of 319A
(63 mg, 1.0 eq), an aqueous solution of HCI (0.24 mL, 1.0
M, 1.25 ¢q) and n-BuOH (1 mL). This was heated in a sealed
vial at 120° C. for 44 hr. After cooling to RT, 567 (HPLC
retention time (YMC ODS S5 4.6x30 mm): 1.20 min) was
isolated by preparative HPLC.

EXAMPLE 568

N-(2-Chloro-6-methylphenyl)-2-[[1-[2-(1 H-imidiazol-1-yDethyl}-
1H-indazol-6-yl}jamino}- 5-thiazolecarboxamide

O ﬂoﬁrﬁ

A mixture of 1-bromo-2-chloroethane (4.6 mL, 0.055
mole), imidazole (3.40 gm, 0.050 mole) in ethanolic NaOEt
(19 mL, 21 wt%, 1 eq) was heated at reflux for 2 hr. After
cooling 1o RT, the reaction was filtered and the filter cake
was washed with EtOH. The solvent was removed from the
filtrate to afford crude 2-chloro-1-(imidazo-1-yl)-ethane. A
portion of the crude chloride (2.24 gm, 17.2 mmole) was
added to a mixture of 6-nitro-indazole (1.63 gm, 10.0
mmole), K,CO, (1.50 mg, 1.1 eq), and KI (1.70 gm, 1.1 eq)
in DMF (15 mL). Aflter being heated at 70° C. overnight and
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then 90° C. for 4 hr, the solvent was removed. The residue.

was partitioned between water and a mixture of 5% MeOH
in DCM. The organic phase was separated, dried (Na,SO,)
and the solvents removed. Radial chromatography (4 mm
silica gel plate that was eluted with a step gradient of DCM
containing 0, 1, 2% MeOH) afforded 659 mg of 1-2-
imidazo-1-ylethyl]-6-nitro-indazole and 450 mg of the iso-
meric 2{2-imidazo-1-ylethyl}-6-nitro-indazole. A mixture
of 1{2-imidazo-1-ylethyl}-6-nitro-indazole (650 mg) and
10% palladium on charcoal (600 mg) in EIOH (10 mL)
under a hydrogen atmosphere (balloon) was vigorously
stirred overnight. Removal of the catalyst by filtration and
the solvent under reduced pressure left the crude 6-amino-
1{2-imidazo-1-ylethyl}-indazole as a solid. A portion of this
material (68.1 mg, 1.5 eq) was added to 2 mixture of 556
(99.3 mg, 0.300 mmole), an aqueous solution of HCl (0.45
mL, 1.0 M, 1.5 eq) and 0-BuOH (1.5 mL). This was heated
in a sealed vial at 120° C. for 44 hr. After cooling to RT, 568
(HPLC retention time (YMC ODS S7 3x50 mm): 1.31 min)
was isolated by preparative HPLC.

EXAMPLE 569

N-(2-Chloro-6-methylphenyl)-2-{[2- [2-(1H-imidazol-1-yDethyl)-2H-
indazol-6-yllamino]-5-thiazolecarboxamide

|/\N == Cl
N/ _\_N\/N:Q\ /z—x(kb

Beginning with the isomeric 2-[2-imidazo-1-ylethyl}-6-
nitro-indazole, 569 (HPLC retention time (YMC ODS $7
3x50 mm): 1.28 min) was prepared in the same manner as
568.

EXAMPLE 570

N-(2-Chloro-6-methylphenyt)-2-[{1-methyl-1H-
benzimidazol-6-yl)amino}-5-thiazolecarboxamide

/ B B

EXAMPLE 571

and

N-(2-Chloro-6-methylphenyl)-2-[(1- methyl-1H-
benzimidazol-5-yl)amino]-5-thiazolecarboxamide

<\ZJ<1N/®W55’>

Beginning with 5-nitrobenzimidazole and methyl iodide,
570 (HPLC retention time (YMC ODS S7 3x50 mm): 1.23
min) and 571 (HPLC retention time (YMC ODS §7 3x50
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mm): 1.23 min) were prepared in the same manner as
compounds 557 and 558.

EXAMPLE 572

N-(2-Chloro-6-methylphenyl)-2-[{2- [3-(1H-imidazo)-1-yi)
propyljamino}-1H-benzimidazol-S-yljamino)-5-thiazolecarboxamide

“"*\ﬂ QW;@

A mixture of 2-chloro-5-nitro-benzimidazole (985 mg,
5.0 mmole) and 1-(3-aminopropyl)-imidazole (1.8 mL, 3 eq)
in toluene (15 mL) was heated at reflux for 5 hr. The reaction
was partitioned between EtOAc and brine to give a precipi-
tate that was collected by filtration. Flash chromatography of
this material (silica gel; stepwise gradient elution with
mixtures of DCM containing 1, 2, 3, . . . 10% MeOH)
afforded 2-[3-[imidazo-1-yl]}-propylamino]-5-nitro-
benzimidazole (550 mg) as a solid. This material was
combined with 10% Pd on charcoal (500 mg), suspended in
EtOH, and stirred under a hydrogen atmosphere (balloon)
overnight. Removal of the catalyst by filtration and the
solvent under reduced pressure left the crude 5-amino-2-[3-
imidazo-1-ylpropylaminoJbenzimidazole as a solid. A por-
tion of this material (77 mg, 0.30 mmole) was added to a
mixture of 319A (99 mg, 1.0 eq), an aqueous solution of HCI
(0.60 mL, 1.0 M, 2 eq) and n-BuOH (1.5 mL). This was
heated in a sealed vial at 120° C. for 20 hr. After cooling to
RT, 572 (HPLC retention time (YMC ODS $7 3x50 mm):
1.20 min) was isolated by preparative HPLC.

EXAMPLE 573

N-(2-Chloro-6-methylphenyl)-2-[[2-(4-morpholinylmethyt)-1H-
benzimidazol-5-ylJamio}-S-thiazolecarboxamide

=L Dk

A mixture of 3,4-diamino-nitrobenzene (15.3 g, 0.10
mole) and chloroacetic acid (14.18 gm, 1.5 eq) in SO N
aqueous HCl (80 mL) was heated at reflux for 1 hr. After
cooling to RT, the reaction was filtered through celite and the
filtrate was stored at 0° C. for 2 days. The crystals that
formed, were collected and recrystallized from a mixture of
EtOH and water to give 7.2 gm of the hydrogen chloride salt
of 2-chloromethyl-5-nitro-benzimidazole. A portion of this
salt (528 mg, 2.13 mmolc) and morpholine (1.31 mL, 7 eq)
in toluene (15 mL) were heated at reflux for 4 hr. After
cooling to RT, the reaction was filtered and the filter cake
was washed with toluene. The solvent was removed from the
filtrate to leave the crude 2{N-morpholinylmethyl]-5-nitro-
benzimidazole as an oil. A portion of this material (657 mg)
and 10% palladium on charcoal (650 mg) in EtOH (10 mL)
was stirred overnight under a hydrogen almosphere
(balloon). Removal of the catalyst by filtration and the
solvent left the crude 5-amino-2{N-morpholinylmethyl]-
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benzimidazole as an oil. A portion of this material was
coupled with 556 as described for 570 to afford 573 (HPLC
retention time (YMC ODS $7 3x50 mm): 0.92 min).

EXAMPLE 574

N-(2-Chloro-6- mclhylphen)l)-?. [[2 (lH unldazal 1 ylmelhyl)-
1H- benzimidazol-5-yl] )-5

0,
%Ilﬂné

Beginning with imidazole and 2-chloromethyl-5-nitro-
benzimidazole compound 574 (HPLC retention time (YMC
ODS S7 3x50 mm): 1.17 min) was prepared in the same
manner as compounds 570.

EXAMPLE 575

N-(2-Chloro-6-methylphenyl)-2-[[3-{[S-(1H-imidazoi-1-yI)-2-
pyridinyl]amino]phenyl]amino]-5-thiazolecarboxamide

A mixture of 3-nitroaniline (2.91 gm, 21.1 mmole) and
2,5-dibromopyridine (5.0 gm, 1 eq) was heated at 185° C.
for 1 hr. After cooling to RT, the solid was broken up and
treated with a mixture of saturated ag. NaHCO, and 10%
MeOH in DCM. The suspended solid was collected by
filtration and washed with a little 10% MeOH in DCM and
then water to leave, after drying, 3.72 gm of crude N{5-
bromo-pyridin-2-yi}-5-nitroaniline. A portion of this mate-
rial (500 mg, 1.70 mmole) was combined with imidazole
(116 mg, 1 eq), Cul (81 mg, 0.25 eq), and K,CO, (235 mg,
1 eq) in DMF (2 mL) and the mixture was heated at 130° C.
for 2 days. After cooling to RT, the solvent was removed and
the residue was partitioned between water and a mixture of
20% MeOH in DCM. The organic phase was removed, dried
{Na,S0,), and the solvents removed to leave the crude
N-{5-imidazo-1-y1J-pyridin-2-y1]-5-nitroaniline as a solid.
This was taken and treated with 10% palladium on charcoal
(650 mg) in EtOH under a hydrogen atmosphere for 1.5 hr.
Removal of the catalyst and then the solvent left the crude
N[5-imidazo-1-yl]-pyridin-2-yl]-5-aminoaniline. It was
purified by radial chromatography (4 mum silica gel plate that
was eluted with a step gradient of DCM containing 1, 2,
3,...6% MeOH). The aniline was then coupled with 319A
as described for 570 to afford 575 (HPLC retention time
(YMC ODS 85 4.6x30 mm): 1.42 min).
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EXAMPLE 576

N-(2-Chloro-6-methylphenyl)-2-{[3-[3-(1 H-imidazol-1-
yl)propoxylphenyljamino)-5-thiazolecarboxamide

Qo
/ -
N/\N/\/\O H/ks
\—/ S
and
EXAMPLE 577
N-{2-Chloro-6-methylphenyl)-2-[[4-[3- (lH umdazol 1
yhpropoxylphenyl]amino]-5-thiazok
N_\
N\/\/O
\©\ AX( I
A suspension of 3-nitrophenol (837 mg, 6.02 mmole),

1-chloro-3{imidazo-1-yl]-propane (871 mg, 1 eq), K,CO,
(3.3 gm, 4 eq) and Nal (1.0 gm, 1.1 eq) in DMF was heated
at 120° C. for 6 hr. After cooling to RT, the reaction was
filtered and the filter cake was washed with DMF. The
solvent was removed from the filtrate and the residue was
chromatographed (radial chromatography; 4 mm silica gel
plate that was eluted with a step gradient of DCM containing
0,1,2.5, 5, 7.5% MeOH) to afford 400 mg of 3{3-imidazo-
1-ylpropyloxy]]-nitrobenzene. This was treated with 10%
palladium on charcoal (400 mg) in EtOH under a hydrogen
atmosphere for 4 hr. Removal of the catalyst and the solvent
left 3-[3-imidazo-1-ylpropyloxy]]}-aniline was then coupled
with 319A as described for 570 to afford 576 (HPLC
retention time (YMC ODS S5 4.6x30 mm): 1.33 min).
Beginning with 4-nitrophenol and 1-chloro-3-{imidazo-1-
yl]-propane 577 (HPLC retention time (YMC ODS S5
4.6x30 mm): 1.42 min) was prepared in a similar manner as
576.

EXAMPLE 578

N-(2-Chloro-6-methylphenyl)-2-([4-[2-(1H-imidazol-1-yl)ethoxy]-
}mcthoxyphenyl amino}-$-thiazolecarboxamide

00 Ay Ij

Beginning with 2-methoxy-4-nitropheno! and 1-chloro-3-
(imidazo-1-yl]-ethane, 578 (HPLC retention time (YMC
ODS §5 4.6x30 mm): 1.35 min) was prepared in a similar
mannper as 576.
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EXAMPLE 579

N-(2-Chloro-6-methylphenyl)-2-{{3-[[[3-(1H-imidazol-1-
yl)propyljemino]sulfonyljphenyljamino}-S-thiazolecarb

N - s
= N Q
Qo 00
N Ng N s
A H
O 0 o)
and 10
EXAMPLE 580
15

N-(2-Chloro-6-methlyphenyl)-2-[[4-[[[3-(1H-imidazol-1-
yhproplyjamino}sulfonyl]phenytJamino}- 5-thiazolecarboxamide

0 0
AU “S//
/N N7 N a
N\) H /(xrg 20
N S
H l
0

3-Imidazo-1-yl-propylamine (2.04 mL, 2.5 eq) was added
to a solution of 3-nitro-benzenesulfonyl chloride (1.5 gm,
6.77 mmole) in THF (20 mL) at RT. After 1 hr, the solvent
was removed and the residue was partitioned between water
and a mixture of 10% MeOH in DCM. The organic phase 30
was separated, washed with water and dried (Na2S0O4). The
crude N-[3-[imidazo-1-yl]-propyl]-3-nitro-
benzenesulfonamide was treated with 10% palladium on
charcoal (2 gm) in THF (60 mL) under a hydrogen atmo-
sphere overnight. Removal of the catalyst and then the 35
solvent left crude 3-amino-N-[3-{imidazo-1-yl]-propyl]-
benzenesulfonamide which was then coupled with 319A as
described for 570 to afford 579 (HPLC retention time (YMC
ODS S7 3x50 mm): 1.22 min). Beginning with 4-nitro-
benzenesulfonyl chloride and 3-[imidazo-1-yl]- 40
propylamine, 580 (HPLC retention time (YMC ODS S7
3%50 mm): 1.21 min) was prepared in a similar manner as
579.

What is claimed is:

1. A compound of formula I or a salt thereof 45
[
Xy
Ry R Akx:
\ YA
N N—R, 50
/ —
Rs Rs/
wherfa . s
Q is thiazole;

Z is a single bond;
X, and X, together form =0,
R, is
(1) hydrogen or Ry,
where Ry is alkyl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl,
aryl, aralkyl, heterocyclo, or heterocycloalkyl,
each of which is unsubstituted or substituted with
Z,, Z, and one or more groups Z,;
(2) —OH or —OR;
(3) —SH or —SR;;

@
S

o
Loy

270
(4)—C(0).H, -~C(0) R;, or —0—C(0) R, where q
islor2;
(5) —SO,H or —S(0) Rg;
(6) halo;
(7) cyano;
(8) nitro;

(9) —Z,—NR,Rg;

(10) —Z,—N(Rg)—Z;—NR,R,,;

(11) —Z,—NRy,)—Zs—Rs;

(12) —P(O)(OR,),;

R, is hydrogen, Rq, —Z,—Rg, or —Z,;—NR,Rg;

R, is —Z,—R, wherein Z, is a single bond and wherein
Ry is aryl substituted with at least one group Z,
where Z, is —Z,—NZ,Z; where Z, is a bond Z, is

hydrogen or alkyl and Z; is heterocyclo-substituted
alkyl;

R, and R, are each independently
(1) hydrogen or Rg;

(2) —Z,—N(R}—Z,—NRyR,;;

(3) —N(Rg)Z,R¢; or

(4) together with the nitrogen atom to which they are
attached complete a 3- to 8-membered saturated or
unsaturated heterocyclic ring which is unsubstituted
or substituted with Z,, Z, and Z,, which heterocyclic
ring may optionally have fused to it a benzene ring
itself unsubstituted or substituted with Z,, Z, and Z,;

Ry, Rg, Rg, Ry, Ryy and Ry,

(1) are each independently hydrogen or Rg;

(2) R, and R, may together be alkylene, alkenylene or
heteroalkyl, completing a 3- to 8-membered satu-
rated or unsaturated ring with the nitrogen atom to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z; or

(3) any two of Ry, Ryy and R,, may together be
alkylene or alkenylene completing & 3- to
8-membered saturated or unsaturated ring together
with the nitrogen atoms to which they are attached,
which ring is unsubstituted or substituted with Z,, Z,

and Z;

Ry is
(1) cyano;
(2) nitro;
(3) —NH,;
(4) —NHOalkyl;
(5) —OH;
(6) —NHOaryl,

(7) —NHCOOualkyl;
(8) —NHCOOary};
(9) —NHSO,alkyl;
(10) —NHSO.aryl;
(11) aryl;

(12) heteroaryl;
(13) —Oalkyl; or

(2) —COOalkyl; or
(3) —COOaryl;
Rys is
(1) hydrogen;
(2) alkyl;
(3) aryl;
(4) arylalkyl; or
(5) cycloalkyl;
Z,, Z, and Z, are each independently
(1) hydrogen or Zg, where Zg is (i) alkyl, alkenyl,
alkynyl, cycloalkyl, cycloalkylalkyl, cycloalkenyl,
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cycloalkenylalkyl, aryl, aralkyl, alkylaryl,
cycloalkylaryl, heterocyclo, or heterocycloalkyl; (if)
a group (i) which is itself substituted by one or more
of the same or different groups (i); or (iii) a group (i)
or (ii) which is substituted by one or more of the
following groups (2) to (16) of the definition of Zl,
Z,and Z;

(2) —OH or —OZG,

(3) —SH or —SZ,

) —C(O%TH Ze: or —0—C(0) Zg;

(5 SO, —SOVZr o SONTZS

(6) halo;

(7) cyano;

(8) nitro;

(9) ~Z,—NZ,Zg;

(10) —Z,—N(Z)—Z~NZ,Z;

(11) —Z—N(Z10}—ZsZs;

(12) —=Z,—N(Z,o)—Z;—H;

(13) oxo;

(14) —0—C(0)—Zg;

(15) any two of Z,, Z,, and Z, may together be alkylene
or alkenylene completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached; or

(16) any two of Z,, Z,, and Z, may together be
—0—(CH,),—0—, where ris 1 to 5, completing a
4- to 8-membered ring together wnh the atoms to
which they are attached;

Z, and Z; are each independently

(1) a single bond;

(2) _Zl]_S(O)q_ZJZ_

(3) —Z,,—C(0)~Z,,—;

4) —2,—C(Sy—Zy;—;

() _Zn_o_zlz—;

(6) —Z“—S—Zu

OEA ,—O—C(O)—le—, or
(8) —ZU—C(O)—O— —

2,2y 2, and 7y,

(1) are each independently hydrogen or Z;

(2) Z, and Z, or Z, and Z,,, may together be alkylene
or alkenylene, completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z,; or

(3) Z, or Zg, together with Z;, may be alkylene or
alkenylene completing a 3- to 8-membered saturated
or unsaturated ring together with the nitrogen atoms
1o which they are attached, which ring is unsubsti-
tuted or substituted with Z,, Z, and Z,; ’

Z,, and Z,, are each independently

(1) a single bond;
(2) akkylene;

(3) alkenylene; or
(4) alkynylene; and

Zyyis

(1) a single bond;

()] —Zn—S(O) —Zi2—;

3 —Zn—C(O)—Zn

(4) _Zl 1_C(s)_z'12

() —2,,—0—-Z,,—;

(6) —Z,,—S—Z,;—;

(N —Z,,—0—C(0)~Z,;—;
(& —Z,—C(0)—0~Z,,—
(9) —C(NR,3)—;

(10) —C(CHRy )—; or

(11) —C(C(Ry))—.

2. A compound of claim 1 wherein R, is hydrogen or
alkyl, R, and R, are independently hydrogen or alkyl, and
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R; is aryl which is unsubstituted or substituted with Z,, Z,
and one or more groups Z,.
3. A compound of formula I or a salt thereof

where
Q is thiazole;
Z is a single bond,
X, and X, together form =0;
R, is

(1) hydrogen or Ry,

where Ry is alkyl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl,
aryl, aralkyl, heterocyclo, or heterocycloalkyl,
each of which is unsubstituted or substituted with
Z,, Z, and one or more groups Z,;

(2) —OH or —OR;

(3) —SH or —SR;

(4) —C(0),H, —C(0) R4, or —0—C(0) R, where q
1s1or2;

(5) —SO,H or —S(O)qRG;

(6) halo;

(7) cyano;

(8) nitro;

(9) —Z,—NRRg,

(10) "Z N(RQ)—ZS- NRmR_u’

(1D —Z,—NR LR

(12) —P(O)(OR),;

R, is hydrogen, Rg, —~Z,—Rg, or —Z;;—NR;Rg;
R, is —Z,—R4 wherein Z, is a single bond and wherein

Ry is heteroaryl substituted with at least one group Z,

“where Z; is —Z,—NZ,Zg where Z, is a bond Z, is
hydrogen or alkyl and Z, is heterocyclo-substituted
alkyl;

R, and R; are each independently

(1) hydrogen or Rg;

(2) —Z;—N(Ro}—Zs—NR R,

(3) —N(R5)Z,Rg; or

(4) together with the nitrogen atom to which they are
attached complete a 3- to 8-membered saturated or
unsaturated heterocyclic ring which is unsubstituted
or substituted with Z,, Z, and Z,, which heterocyclic
ring may optionally bave fused to it a benzene ring
itself unsubstituted or substituted with Z,, Z, and Z,;

R7, Rg, Ry, Ryy Ry; and Ry,

(1) are each independently hydrogen or Rg;

(2) R, and Rg may together be alkylene, alkenylene or
heteroalkyl, completing 2 3- to 8-membered satu-
rated or unsaturated ring with the nitrogen atom to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z;; or

(3) any two of Ry, R,y and R,;, may together be
alkylene or alkenylenme completing a 3- to
8-membered saturated or unsaturated ring together
with the nitrogen atoms to which they are attached,
which ring is unsubstituted or substituted with Z , Z,
and Z;;

Ry, is
(1) cyano;
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(2) nitro;

(6) —NHOaryl;

(7) —NHCOOalkyl;
(8) —NHCOOaryl;
(9) —NHSO,alkyl;
(10) —NHSO,aryl;
(1) aryl;

(12) heteroaryl;
(13) —Oalkyl; or
(14) —Oaryl,

Ryqis

(1) —NOy;
(2) —COQalkyl; or
(3) —COOaryl;

Ry, is

(1) hydrogen,
(2) alky};

(3) aryl;

(4) arylalkyl; or
(5) cycloalkyl;

2, Z, and Z, are each independently

(1) bydrogen or Z,, where Z, is (i) alkyl, alkenyl,
alkynyl, cycloalkyl, cycloalkylalkyl, cycloalkenyl,
cycloalkenylalkyl, aryl, aralkyl, alkylaryl,
cycloalkylaryl, heterocyclo, or heterocycloalkyl; (ii)
a group (i) which is itself substituted by one or more
of the same or different groups (i); or (iii) a group (i)
or (ii) which is substituted by one or more of the
following groups (2) to (16) of the definition of Z,,
Z, and Z;;

(2) —OH or —OZ;

(3) —SH or —SZ;

(4) —C(0) H, —C(0),Z;, or —0—C(0) Z;

(5) —SO;H, —5(0) Z¢; or SO)NZ)Zs;

(6) halo;

(7) cyano;

(8) nitro;

©) —Z,—NZ,Z

(10) —Z,—N(Zo)—Zs—NZ,Zy;

(11) —Z,—N(Z,}~Z~Z;

(12) ~Z,—N@Z,)—Z—H;

(13) oxo;

(14 —0—C(0)—Z

(15) any two of Z,, Z,, and Z, may together be alkylene
or alkenylene completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached; or

(16) any two of Z,, Z,, and Z, may together be
—O0—(CH)),—0—, where ris 1 to 5, completing a
4- to 8-membered ring together with the atoms to
which they are attached;

Z, and Z are each independently

(1) a single bond;

2 —Zu—S(O)q-—-Zu—;

(3) _ZJ l_C(O)""Z]z‘—;

@ —2,~CS)y—Z,,—

(5) —Z,;—0—Zy;—;

6) —Z,—5—Z7,,—

) —Z;,—0—(0)—Z,,—; or
(8) _Zn_C(O)—O"ZJz_;

L, Za, Zo and Zyg

(1) are each independently hydrogen or Zg;
(2) Z, and Z, or Z; and Z,,, may together be alkylene
or alkenylene, completing a 3- to 8-membered satu-
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rated or unsaturated ring together with the atoms to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z;; or

(3) Z; or Zg, together with Zg, may be alkylene or
alkenylene completing a 3- to 8-membered saturated
or unsaturated ring together with the nitrogen atoms
to which they are attached, which ring is unsubsti-
tuted or substituted with Z,, Z, and Z;;

Z,, and Z,, are each independently

(1) a single bond;
(2) alkylene;,

(3) alkenylege; or
(4) alkynylene; and

Z,is

(1) a single bond,

(2) —Z] 1_3(0).;_‘212—:
(3) —Z,J—C(O)—le-—;

#® —Z,,—CS)—Z,,—

(5) —Z,;—0—Zy;—;

(6) —Z,;—S—Z——;

(7) —Zn—O—C(O)—Zu—;
(8) —Z,,—C(0y~0—Z,,—;
(9) —C(NR,3)}—;

(10) —C(CHR,}—; or

(11) —C(C(Ry4))—

4. A compound of formula I or a salt thereof

where
Q is thiazole;
Z is a single bond;
X; and X, together form =0;
R, is

(1) hydrogen or R,
where Ry is alkyl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl,
aryl, aralkyl, heterocyclo, or heterocycloalkyl,
each of which is unsubstituted or substituted with
Z,, Z, and one or more groups Z,;
(2) —OH or —OR;
(3) —SH or —SR;
(4) —C(0),H, —C(0) R4, or —O—C(0) R, where q
islor2;
(5) —SO;H or —S(0) R¢;
(6) halo;
(7) cyano,
(8) nitro;
(9) —Z,—NR,Rg;
(10) —Z,—NRo)—Z—NR (R, ;
(11) =Z,—N(R,}—Zs—R;
(12) —P(0)(OR),;

R, is hydrogen, R;, —Z,—R, or —Z,,—NR,Ry;
R, is —Z,—R, wherein Z, is a single bond and wherein

R, is heteroaryl substituted with at least one group Z,
where Z, is alkyl;

R, and R are each independently

(1) hydrogen or Rg;
(2) —Z,—N(Ry}—Z—NR R,,;
(3) —NRGZRg; or
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(4) together with the nitrogen atom to which they are
attached complete a 3- to 8-membered saturated or
unsaturated heterocyclic ring which is unsubstituted
or substituted with Z,, Z, and Z,, which heterocyclic
ring may optionally have fused to it a benzene ring 5
itself unsubstituted or substituted with Z,, Z, and Z;

R;, Rg, Rg, Ryg, Ry; and Ry,

(1) are each independently hydrogen or Rg;

(2) R, and R, may together be alkylene, alkenylene or
heteroatkyl, completing 2 3- to 8-membered satu- 10
rated or unsaturated ring with the nitrogen atom 1o
which they are attached, which ring is unsubstituted
or substituted with Z;, Z, and Z,; or

(3) any two of Ry, Ry and R,; may together be
alkylene or alkenylene completing a 3- 10 15
8-membered saturated or unsaturated ring together
with the nitrogen atoms to which they are attached,
which ring is unsubstituted or substituted with Z,, Z,
and Z,;

Ry, is

(1) cyano;

(2) nitro;

(3) —NH;

(4) —NHOalkyl;

(5) —OH; B

(6) —NHOary};

(7) —NHCOOalkyl;

(8) —NHCOOaryl,

(9) —NHSO0,alkyl;

(10) —NHSO,aryl; 0

(11) aryl;

(12) heteroaryl;

(13) —Oalkyl; or

(14) —Oaryl;

R, is

(1) —NO,;

(2) —COQalkyl; or

(3) —COOQaryl;

Rys is 4

(1) hydrogen;

"(2) alkyl;

(3) aryl

(4) arylalkyl; or

(5) cycloalkyl; 4

Z,, Z, and Zj are each independently

(1) hydrogen or Zg, where Z; is (i) akyl, alkenyl,
alkynyl, cycloalkyl, cycloalkylalkyl, cycloalkenyl,
cycloalkenylalkyl, aryl, aralkyl, alkylaryl,
cycloalkylaryl, heterocyclo, or heterocycloalkyl; (i) so
a group (i) which is itself substituted by one or more
of the same or different groups (i); or (iii) a group (i)
or (ii) which is substituted by one or more of the
following groups (2) to (16) of the definition of Z,,

Z, and Z,; S5

(2) —OH or —0Z,;

(3) —SH or —SZ;

(4) —C(0),H, —C(0),Zs, or —0—C(0)Zs;

(5) —SO:H, —5(0),Zg; or SO)N(Zs)Z,

(6) halo; 60

(7) cyano;

(8) nitro;

(9) —Z,—NZ,Zg

(10) —Z,—N(Zo)—Z,—NZ,Zy;

(11) —Z—N(Z;0}—Zs—Zs; 65

(12) —2,—N(Z,—Z—H;

(13) oxo;
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(14) —0—C(0)—Z;

(15) any two of Z,, Z,, and Z, may together be alkylene
or alkenylene completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached; or

(16) any two of Z,, Z,, and Z, may together be
—O0—(CH,),—0—, where ris 1 to 5, completing a
4- 1o 8-membered ring together with the atoms to
which they are attached;

Z, and Z, are each independently

(1) a single bond;

() —Z,,—8(0);~Z);—;

(3 —2,,—C(0)y—Z,,—;

(@) —Z,,—C(S)}~Z,,—;

() —2,—0—Z,,—;

(6) —Z,,—S—Z,,—;

(N —2,,—0—C(0)—Z,,—; or

(8) —Z,—C(0)—0—Z,,—;

Z,, 24, Z md Z,

(1) are each independently hydrogen or Z;

(2) Z; and Zg, or Z, and Z,,, may together be alkylene
or alkenylene, completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z;; or

(3) Z, or Zg, together with Z,, may be alkylene or
alkenylene completing a 3- to 8-membered saturated
or unsaturated ring together with the nitrogen atoms
to which they are attached, which ripg is unsubsti-
tuted or substituted with Z,, Z, and Z,;

Z,, and Z,, are each independently

(1) a single bond,;

(2) alkylene,

(3) alkenylene; or

(4) alkynylene; and

Zis

(1) a single bond;

(2) —Zn_‘S(O)q_sz—r

(3) =Z,,—C(O)}—Z,,—;

(4) —Z,,—C(Sy—Z,—;

() —2,y—0—Z,,—;

(6) —Z,—8—Z,,—;

(") —Z,,—0—C(0)—Z,—;

(8) —Z,,—C(0y—0—Z,~;

(9) —C(NR,3)}—;

(10) —C(CHR, )—; ot

(11) —C(C(R14)z)—-

5. A compound of claim 4 wherein R, is hydrogen or
alkyl, R, and R, ar¢ independently hydrogen or alkyl, and
R; is aryl which is unsubstituted or substituted with Z,, Z,
and one or more groups Z,.

6. A compound or salt thereof selected from the group
consisting of:

[5-((2,4,6-Trimethylphenyl)amino Jcarbonyl J-4-methyl-

2-thiazolyljcarbamic acid, 1,1-dimethylethyl ester;

[5-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-4-

trifiuoromethyl-2-thiazolyl]carbamic acid, 1,1-

dimethylethy! ester;

2-Amino-N-(2,4,6-trimethylphenyl)-4-trifivoromethyl-5-

thiazolecarboxamide, trifluoroacetate (1:1);

[5-[[(2,4,6-Trimethylphenyl)amino Jcarbonyl]-4-phenyl-

2-thiazolylcarbamic acid, 1,1-dimethylethyl ester;

2-Amino-N-(2,4,6-trimethylphenyl)-4-phenyl-5-

thiazolecarboxamide, triflucroacetate (1:1);

[5-[[phenylamino]carbonyl]-4-methyl-2-thiazolyl]

carbamic acid, 1,1-dimethylethyl ester;

9/15/2006, EAST Version: 2.1.0.14



US 6,596,746 B1

277
[5-{[(2,4-Dichlorophenyl)amino]carbonyl]-4-methyl-2-
thiazolylJcarbamic acid, 1,1-dimethylethyl ester;
5-[[(2,4,6-Trimethylphenyl)amino Jearbonyl]-2-thiazolyl}
carbamic acid, 1,1-dimethylethyl ester;
2-Amino-N-(2,4,6-trimethylphenyl)-4-phenyl-5-
thiazolecarboxamide, trifluoroacetate (1:1);
[5-[[(2-Methoxy-6-methylphenyl)aminoJcarbonyl}-4-
methyl-2-thiazolyl]lcarbamic acid 1,1-dimethylethyl
ester;
[4-Methyl-5-{[[3-methyl-4-(1-methylethyl)phenyl]
aminoJcarbonyl]-2-thiazolyl]carbamic acid 1,1-
dimethylethyl ester;
[5-[[(4-Bromo-2,6-dimethylphenyl)amino]carbonyl]-4-
methyl-2-thiazolyl]carbamic acid 1,1-dimethylethyl
ester;
[4-Methyl-5-[[[2-methyl-6-(1-methylethyl)phenyl]
amino Jcarbonyl]-2-thiazolyl]carbamic acid 1,1-
dimethylethy! ester;
[5-{[(2,4-Dimethylphenyl)amino]carbonyl)-4-methyl-2-
thiazolylJcarbamic acid 1,1-dimethylethyl ester;
[4-Methyl-5-[{(2-methylphenyl)amino]carbonyl]-2-
thiazolyl]carbamic acid 1,1-dimethylethyl ester;
[5-[[(2-Chloro-6-methylphenyl)amino]carbonyl]-4-
methyl-2-thiazolylJcarbamic acid 1,1-dimethylethyl
ester;
[5-[[[2-(1,1-Dimethylethyl)-4-methylphenylJamino}
carbonyl]-4-methyi-2-thiazolyt]carbamic acid 1,1-
dimethylethyl ester;
[5-[[(2-Furanylmethyl)amino]carbonyl]-4-methyl-2-
thiazolylJcarbamic acid 1,1-dimethylethyl ester;
[5-[[[3-Methoxy-5-(trifluoromethyl)phenyl]amino]
carbonyl]-4-methyl-2-thiazolylJcarbamic acid 1,1-
dimethylethyl ester;
[5-[[(4-Cyclohexylphenyl)amino]carbonyl]-4-methyl-2-
thiazolylJcarbamic acid 1,1-dimethylethy! ester;
[5-{[(Cyclohexylmethyl)aminoJcarbonyl]-4-methyl-2-
thiazolylJcarbamic acid 1,1-dimethylethyl ester;
[5-{[(2,3-Dihydro-1H-indenyl)amino]carbonyl]-4-
methyl-2-thiazolyl]Jcarbamic acid 1,1-dimethylethyl
esler; _
[5-[(2,5-Dihydro-1H-pyrrol-1-yl)carbonyl]-4-methyl-2-
thiazolyl Jcarbamic acid 1,1-dimethylethy] ester;
[5{(2,5-Dihydro-2,5-dimethyl-1H-pyrrol-1-yl)carbonyl]-
4-methyl-2-thiazolyl}carbamic acid 1,1-dimethylethyl
esler;
1-[[2-{[(1,1-Dimethylethoxy)carbonylJamino]-4-methyl-
S-thiazolyl]carbonyl]-L-prolinamide;
[5-[(4-Formyl-1-piperazinyl)carbonyl]-4-methyl-2-
thiazolyl Jearbamic acid 1,1-dimethylethyl ester;
[5-(1,4-Dioxa-8-azaspiro[4,5]decan-8-ylcarbonyl)-4-
methyl-2-thiazolyl]carbamic acid 1,1-dimethylethyl
ester;
[5-[[3-[(Diethylamino)carbonyl]-1-piperidinyl]
carbonyl]-4-methyl-2-thiazolyl]carbamic acid 1,1-
dimethylethyl ester;
[4-Methyl-5-{(octahydro-1-quinolinyl)carbonyl]-2-
thiazolyl]Jcarbamic acid 1,1-dimethylethyl ester;
2{{(1,1-Dimethylethoxy)carbonyl]amino]-4-methyl-5-
thiazolecarboxylic acid 2-[(1,1-dimethylethoxy)
carbonylJhydrazide; :
[5-[[(4-Methoxyphenyl)aminc]carbonyl]-4-methyl-2-
thiazolyl]carbamic acid 1,1-dimethylethyl ester;
[4-Methyl-5-[[(4-methylphenyl)amino]carbonyl}-2-
thiazolyl]carbamic acid 1,1-dimethylethyl ester;
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[5{[(1,2-Dimethylpropyl)amino]carbonyl}-4-methyl-2-
thiazolyl Jearbamic acid 1,1-dimethylethyl ester;
[5-{[(2,2-Dimethylpropyl)amino]carbonyl]-4-methyl-2-
thiazolylJearbamic acid 1,1-dimethylethy! ester;
[4-Methyl-5-[(2-propynylamino)carbonyl]-2-thiazolyl)
carbamic acid 1,1-dimethylethyl ester;
[4-Methyl-5-(2-propenylamino)carbonyl]-2-thiazolyl}
carbamic acid 1,1-dimethylethyl ester;
[4-Methyl-5-[(methylphenylamino)carbonyl]-2-
thiazolylJcarbamic acid 1,1-dimethylethyl ester;
[4-Methyl-5-{[(3,4,5-trimethoxyphenyl)amino]carbonyl}-
2-thiazolylJcarbamic acid 1,1-dimethylethyl ester;
[5-{[[2,6-Bis(1-methylethyl)phenylJamino]carbony!]-4-
methyl-2-thiazolylcarbamic acid 1,1-dimethylethyl
ester;
[5-{[[3-(1H-Imidazol-1-yl)propyl]JaminoJcarbonyl]-4-
methyl-2-thiazolyl]Jcarbamic acid 1,1-dimethylethyl
ester;
[5-[[(3,4-Difluorophenyl)methyl]amino]carbonyl]-4-
methyl-2-thiazolyl]carbamic acid 1,1-dimethylethyl
ester;
N-[[2{[(1,1-Dimethylcthoxy)carbonylJamino]-4-methyl-
5-thiazolyl]carbonyl]}-L-leucine methyl ester;
5-[[[2-[[(1,1-Dimethylethoxy)carbony!]amino]-4-
methyl-5-thiazolyl]carbonylJamino]-4-oxopentanoic
acid methy] ester;
[5{[[2-(Ethylthio)ethyl]amino]Jcarbonyl]-4-methyl-2-
thiazolyl}carbamic acid 1,1-dimethylethyl ester;
[5-[[Bis(3-methylbutyl)amino]carbonyl]-4-methyl-2-
thiazolyl]carbamic acid 1,1-dimethylethyl ester;
[5{[EthyI(1-methylethyl)aminoJcarbonyl]-4-methyl-2-
thiazolyl]Jcarbamic acid 1,1-dimethylethyl ester;
2[(1,1-Dimethylethoxy)carbonylJamino]-4-methyl-5-
thiazolecarboxylic acid 2-[[(3,5-dichlorophenyl)
amino Jthioxomethyl]hydrazide;
[5-[[Bis(2-ethoxyethyl)amino]carbonyl]-4-methyl-2-
thiazolylJcarbamic acid 1,1-dimethylethy! ester;
[4-Methyl-5-[[3{(triflvoroacetyl)amino]-1-pyrrolidiny]]
carbonyl}-2-thiazolylJcarbamic acid 1,1-dimethylethyl
ester; : .
[5-[[(2,6-Dimethylphenyl)amino]carbonyl}-4-methyl-2-
thiazolylJcarbamic acid 1,1-dimethylethyl ester;
2-[[(2,2-Dichloro-1-methylcyclopropyl)carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[(Cyclohexylacetyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2{(2,5-Difluorobenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-{(5-Bromo-2-chlorobenzoyl)amino]-4-methyl-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
2-[(3-Cyanobenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-{[4-(Acetylamino)benzoyljamino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[[3-(trifluoromethyl)benzoylJamino]-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[2-(2-phenylethyl)benzoyl Jamino}-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(3,5-Dimethylbenzoyl)amino}-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(4-Ethenylbenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
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2-[(4-Butylbenzoyl)amino]-4-methyl-N-(2,4,6-
trimethyltphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(4-pentylbenzoyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(1-ox0-3-phenoxypropyl)amino}-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(1-0x0-3-phenylpropyl)amino)-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[3+2-Methoxyphenyl)-1-oxopropylJamino}-4-methyl-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(2-naphthalenylacetyl)amino}-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(Diphenylacetyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[(2-Chloro-6-fluorophenyl)acetyl]amino]-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[[(2-methylphenyl)acetylJamino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[(3-Methoxyphenyl)acetyl]amino ]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-{[(3.4-Dimethoxyphenyl)acetyl Jamino ]-4-methyl-N-(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[(4-Chlorophenyl)acetylJamino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2{([1,1-Biphenyl]-4-ylacetyl)amino]-4-methyl-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{(1-0x0-4-phenylbutyl)amino}-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2{(2-Hydroxy-2-phenyl-1-0xopropyl)amino]-4-methyl-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[(2-Hydroxy-1-oxohexyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-{[1-0x0-4-(2-thienyl)butylJamino}-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(3-thienylcarbonyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-{(2-Benzofuranylcarbonyl)amino-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
N-[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl)-4-pyridinecarboxamide,
N-oxide;
6-Chloro-N-[4-methyl-5[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazalyl]-3-pyridinecarboxamide;
N-[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyt]-3-pyridinecarboxamide;
N-[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl}-3-quinolinecarboxamide;
4-Methyl-2-[[(4-nitrophenyl)acetyl]Jamino}-N-(2,4,6-
trimethylpheny!l)-5-thiazolecarboxamide;
4-Methyl-2-[(2,4,6-trichlorobenzoyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methy!-2-[[2-[[3-(trifluoromethy])phenyl]amino]
benzoyl]amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[4-(4-nitrophenyl)-1-oxobutyl]Jamino J-N-(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-{[4-(methylsulfonyl)benzoyl Jamino}-N-(2,4,
6-timethylphenyl)-5-thiazolecarboxamide;
2-[(4-Heptylbenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2{[(2,4-Difluorophenyl)acetyl Jamino]-4-methyl-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
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(S)-2-[[2-(Dipropylamino)-1-oxopropylJamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2{(2-Biphenylenecarbonyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[343-Methoxyphenyl)-1-oxopropylJamino}-4-methyl-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-N-(2,4,6-trimethylphenyl)-2-{[(2,4,6-
trimethylphenyl)acetyl]amino]-5-
thiazolecarboxamide;
4-Methyl-2-[(1-0x0-6-heptenyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[(1,3-Benzodioxol-5-yl)acetylJamino}-4-methyl-N+2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[[[2-(phenylmethoxy)phenyl]acetylJamino]-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[[(3-phenoxyphenyl)acetylJamino]-N«2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-{(3,5-Dimethoxyphenyl)acetyl]amino}-4-methyl-N-(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
2{f4-[4{Bis(2-chloroethyl}amino Jphenyl]-1-oxobutyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
-{hiazolecarboxamide;
4{[4{[[4-methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl]amino]carbonyllphenyl Jamino}-
4-oxobutanoic acid methyl ester;
4-Methyl-2-{[(phenysulfonyl)acetylJamino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[2{Acetylamino)-1-0xohexylJamino]-4-methyl-N-(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
2{[4-[(Dipropylamino)sulfonylJbenzoyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[(4-Cyclohexylbenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylpheny!)-5-thiazolecarboxamide;
2-((4-Bromo-3-methylbenzoyl)amino]-4-methyl-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
2[(2,3-Difluorophenyl)acetylJamino]-4-methyl-N~2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[[4-(1-methylethyl)phenylJacetylJamino]-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2{[[4-(1,1-Dimethylethyl)cyclohexyl]carbonyl]amino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
N,N-Dimethyl-N'-[4-methyl-5-[[(2,4,6-trimethylphenyl)
amino]carbonyl]-2-thiazolyl Jputanediamide;
2-[(1,6-Dioxohexyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(Benzo[b]thiophen-2-ylcarbonyl)amino]-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[(1-Adamantylcarbonyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Mcthyl-2-{[(4-methylcyclohexyl)carbonyljamino]-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[(1,7-Dioxooctyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[2-(Acetylamino)-4-(ethylthio)-1-0xobutylJamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
1,5-Dimethyl-N-[4-methy]-5-[[(2,4,6-trimethylphenyl)
amino]carbonyl]-2-thiazolyl]-1H-pyrazole-3-
carboxamide;
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2-{[[4-methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl }-2-thiazolyl JaminoJcarbonyl]benzoic acid;
N-[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl}-6-benzothiazolecarboxamide;
1-Ethyl-4-methyl-N-[4-methyl-5-[[(2,4,6-

triméthylphenyl)amino]carbonyl]-2-thiazolyl]- 1H-
pyrazole-3carboxamide;
4-Methyl-2-{[3-[(3H-1,2,3-triazolo[4,5-b]pyridin-3-
yloxy)methyl}benzoyl]amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(2-Furanylcarbonyl)amino}-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(4-Chlorobenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;

[4-Methyl-5[[(2-nitrophenyl)amino]carbonyl]-2-
thiazolylJcarbamic acid, 1,1-dimethylethyl ester;

[4-Methyl-5[[(2,4,6-trimethylphenyl)amino]carbonyt}-2-
thiazolylJcarbamic acid, phenyl methyl ester;

Methyl [4-methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl Jearbamic acid, 1,1-dimethylethyl
ester;

[4-Methyl-5{[methyl(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolylJcarbamic acid, 1,1-dimethylethyl
ester;

[4-Methyl-5{[(2,4,6-trimethylphenyl)amino]carbonyl}-2-
thiazolylJcarbamic acid, methyl ester;

[4-Ethy1-5[[(2,4,6-trimethylphenyl)amino Jcarbonyt]-2-
thiazolyl]carbamic acid, 1,1-dimethylethyl ester;

[5-[[(2,6-Dichlorophenyl)amino Jcarbonyl}-4- methyl-2-
thiazolylJcarbamic acid, 1,1-dimethylethyl ester;

2-Amino-N-(2-methyl-6-isopropylphenyl)-4-methy!-5-
thiazolecarboxamide, trifluoroacetate (1:1);

2-(Benzoylamino)-4-methyl-N-(2,4,6-trimethylphenyl)-
5-thiazolecarboxamide;
4-Methyl-2-[(phenylcetyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[(Acetylamino)acetyl}amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-6-thiazolecarboxamide;
2-Amino-4-methyl-N-(2,4,6-trimethylphenyl)-S-
thiazolecarbothioamide;
2-[(4-Bromobenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(4-nitrobenzoyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(4-Cyanobenzoyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[(5-nitro-2-furanyl)carbonyl]Jamino}-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[(2-thienylcarbonyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-[[[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolylJamino]carbonyl]benzoic acid
methy! ester;
2-[(5-Isoxazolylcarbonyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[(3-Furanylcarbonyl)amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[(2,4-Dimethyl-5-thiazolyl)carbonyl]Jamino}-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide,
2{[(4-Methoxy-3-thienyl)carbonylJamino]-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
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4-Methyl-2-[[(5-nitro-3-thienyl)carbonyl]Jamino}-N-(2,4,
6-trimethylpheny!)-5-thiazolecarboxamide;
2-{[[44{(4-Chlorophenyl)thio]-3-thienyl]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2{[(5-Chloro-4-methoxy-3-thienyl)carbonylJamino)-4-
methy!-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2{[[2-(4,5-Dihydro-4,4-dimethyl-2-oxazolyl)-3-thienyl)
carbonyl]amino}-4-methyl-N-(2,4,6-trimethylphenyl)-
5-thiazolecarboxamide;
2-[[(2-Acetyl-3-thienyl)carbonylJamino]-4-methyl-N+(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[(methylamino)carbonyl]amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[(phenylamino)carbonyl]amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-{[[(4-methylphenyl)aminoJcarbonylJamino]-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-{[[(phenylmethyl)amino]carbony!]Jamino}-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2{[(Butylamino)carbonylJamino]-4-methy!-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[(propylamino)carbony!]amino}-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2{[(Cyclohexylamino)carbonyllamino]-4-methyl-N-(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-{[[(2-Chlorophenyl)amino]carbonyl Jamino -4-methyl-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-{[[(3-Fluorophenyl)amino]carbonyl Jamino}-4-methyl-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[(2,6-Dimethylphenyl)amino]carbonyl Jamino]-4-
methyl-N-(2,4,6-trimethyl phenyl)-5-
thiazolecarboxamide;
[5-[[(2,4,6-Trimethylphenyl)amino]carbony!]-4-methyl-
2-thiazolyljcarbamic acid, pheny] ester;
4-Methyl-2{[[(2-phenylethyl)amino JearbonylJamino]-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide
2-{[(Hexylamino)carbonyljamino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2{[[(1,1-Dimethylethyl)amino]carbonyl}amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-{[[(3-Fluoro-4-methylphenyl)aminoJcarbony!Jamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide,
2-[[[(4-Methoxyphenyl)amino]carbonyl]amino}-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2{[(Diethylamino)carbonyl]amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
2-[[[Bis(1-methylethyl)amino]carbonyl]aminc]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[methyl(phenylmethyl)amino]carbonyl)
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[(methylphenylamino)carbonylJamino}-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-{[(Cyclobexylmethylamino)carbony!]amino}-4-methyl-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[[(1-phenylethyl)amino]carbonylJamino)-N-
(2,4,6-rimethylphenyl)-5-thiazolecarboxamide;
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2-[[[(Cyclopropylmethyl)propylamino Jcarbonyl]amino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-({[(2-methylcyclohexyl)amino]carbonyi]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[(4-methylcyclohexyl)amino]carbonyl]
amino}-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[(Cyclohexylmethyl)amino]carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[{[(2,3-Dihydro-1H-inden-1-yl)amino]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methy!-2-{[{(1-naphthalenylmethyl)aminoJcarbonyl]}
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide
2-[[[Bis(phenylmethyl)amino]carbonyli]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2,6-Dimethyl-N-{4-methyl-5-[[(2,4,6-trimethylphenyl)
amino]carbonyl]-2-thiazolyl]-4-
morpholinecarboxamide;
2-Ethyl-N-{4-methy!-5-{[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl)-1-piperidinecarboxamide;
1-[[[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl]Jamino]carbonyl]-3-
piperidinecarboxylic acid ethyl ester;
3,3-Dimethyl-N{4-methyl-5-[[(2,4,6-trimethylphenyl)
amino]carbonyl]-2-thiazolyl]-1-
piperidinecarboxamide
1-[[[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolyl]amino]carbonyl]-4-
piperidinecarboxylic acid ethyl ester;
4-Methyl-2{[[(3-methyl-2-pyridinyl)amino]carbonyl]
amino]}-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide
4-Methyl-2-[[[1-(phenylmethyl)-4-piperidinyl]Jamino]
carbonyl]amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
Octahydro-N-[4-methyl-5-[[(2,4,6-trimethylphenyl)
amino]carbonyl]-2-thiazolyl]-1(2H)-
quinolinecarboxamide;
3,4-Dihydro-N-[4-methyl-3-[[(2,4,6-trimethylphenyl)
amino]carbonyl]-2-thiazolyl]-2(1H)-
isoquinolinecarboxamide; :
2-[[[(1,5-Dimethylhexyl)amino]carbonyl]aminc]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-{[[(1-methylheptyl)amino]carbonyl]amino]-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2I[[(2-Fluorophenyhmethyl Jamino]carbonyl Jamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-{[[[(2-MethoxyphenylmethylJamino]carbonyl Jamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[[(2-Ethoxyphenyl)methylJamino]carbonyl Jamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2{I[[(3-Methoxyphenyl)methylJamino]carbonyl Jamino}-
4.methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
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2-[[[{(4-Chlorophenyl)methylJamino JcarbonylJamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[[(4-Methoxyphenyl)methylJamino JearbonylJamiro]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[{[(2,2-Diphenylethyl)amino]carbonyl]Jamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide
2-[[[(2-Aminoethyl)phenylamino]carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-{{[[2-(3-Methoxyphenyl)ethyl]Jamino]carbonyl]Jamino }-
4-methyl-N-(2,4;6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[2-(3,4-Dimethoxyphenyl)ethyl]amino]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[{[2-(4-Methoxyphenyl)ethyl]Jamino]carbonylJamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[(3-phenylpropyl)amino]carbonylJamino]-
N-(2,4,6-tcimethylphenyl)-5-thiazolecarboxamide;
2-{[[[2-(Cyclobex-1-en-1-yl)ethylJamino]carbonyl)
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-{[[[4-(1,1-Dimethylethyl)cyclohexyljamino]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2[[(3-Butoxypropyl)aminoJcarbonylJamino]-4-methyl-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[[[2-(2-Methoxyphenyl)ethylJamino]carbonylJamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[[(2-Chloro-4-fluorophenyl)methyljamino]carbonyl)
amino}-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[(Hexylmethylamino)carbonyl]Jamino]-4-methyl-N-(2,
4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-([[[1-(4-Chlorophenyl)ethyl]amino]carbonylJamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[[2-(3-Chlorophenyl)ethyl]amino]carbonyt Jamino]-4-
methyl-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[[2-(2-thienyl)ethyl]aminoJcarbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-{[[{2-(2-Fluorophenyl)ethylJamino]carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2{[[[2-(2-pyridinyloxy)ethyl]amino]carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[[(2-Bromo-4,5-dimethoxyphenyl)methyl]
methylamino]carbonyl)amino}-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
(E)-2-{{[(3,7-Dimethyl-2,6-octadienyl)amino Jcarbony!]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[{(2,3-Dihydro-1,4-benzodioxin-2-y)methylJamino]
carbonyl]amino]-4-methyl-N-(2,4,6-trimethylphenyl)-
5-thiazolecarboxamide;
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2-[[[[3-Methoxy-5-(irifluoromethyl)phenyl]amino]
carbonyl]amino]-4-methyl-N-(2,4,6-trimethylphenyl)-
5-thiazolecarboxamide;
2{[[(4-Cyclohexylphenyl)amino]carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-24[[(5,6,7,8-tetrahydro-1-naphthalenyl)amino]
carbonyl]amino]-N-(2,4,6-trimethylphenyl)-S-
thiazolecarboxamide;
2-[[(1-Anthracenylamino)carbonyl Jamino}-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[[(4-Chloro-1-naphthalenyl)amino]carbonyl Jamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2{[(2-naphthalenylamino)carbonylJamino]-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[(1H-Indol-5-ylamino)carbonyl Jamino ]-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-([(1,3-Benzodioxol-5-ylamino)carbonyl Jamino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide )
4-Methyl-2-[[(2-pyrazinylamino)carbonyl]amino]-N-(2,
4.6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[[(5-Chloro-2-pyridinyl)amino Jcarbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[(6-methyl-2-pyridinyl)amino]carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[(2-methyl-4-quinolinyl)amino]carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[(2,3-Dihydro-1,4-benzodioxin-6-yl)amino]carbonyl]
amino}-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[([1,1'-Biphenyl]-2-ylamino)carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[(4-Methoxy-2-methylphenyl)amino]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide
4-Methyl-N-(2,4,6-trimethylphenyl)-2-[[{(2,4,6-
trimethylphenyl)amino]jcarbonyl]amino]-5-
thiazolecarboxamide;
2{[[[2-(2-Hydroxyethyl)phenyl Jamino]Jcarbonyl Jamino}-
4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[(3-Methoxyphenyl)amino]carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5--
thiazolecarboxamide;
2-[[[(4-Methoxy[1,1'-biphenyl]-3-yl)amino]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
" thiazolecarboxamide;
24[[(3-Acetylphenyl)amino]carbonylJamino ]-4-methyl-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-{[{(4-Cyanophenyl)aminoJcarbonyl}aminc]-4-methyl-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[[[4-Fluoro-2-(trifluoromethyl)phenyl]amino]
carbonyl Jamino }-4-methyl-N-(2,4,6-trimethylphenyl)-
5-thiazolecarboxamide
2-[[[(4-Hexyloxyphenyl)amino]carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-S-
thiazolecarboxamide;

10

15

20

25

30

35

45

50

286
4-[{[[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolylJamino]carbonyl]Jamino]benzoic
acid ethyl ester;
2[(4-Decylphenyl)amino]carbonyljamino]-4-methyl-
N+2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[[[(4-propylphenyl)amino]carbonyl]amino]-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide
4-Methyl-2-{[[ (3,4,5-trimethoxypheayl)amino carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methy!-2-[[[[4-[[(5-methy]-3-isoxazolyl)amino]
sulfonyl]phenylJamino)carbonyljamino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-[[[[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]
carbonyl]-2-thiazolylJamino]carbonyl]amino Jbenzoic
acid butyl ester;
2-[[(1-Isoquinolinytamino)carbonyl]amino}-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-[[[[2-[(phenylmethyl)thiolphenyl]amino]
carbonyl]amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-{[[[4-[(5-phenoxypentyl)oxy]phenylJamino)
carbonyl]amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2{[f[5-(1,1-Dimethylpropyl)-2-methoxyphenyl Jamino]
carbonyl]amino}-4-methyl-N-(2,4,6-trimethylphenyl)-
S-thiazolecarboxamide; ‘
2{[[(1,2-Dihydro-5-acenaphthylenyl)aminoJcarbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[(3-phenoxyphenyl)amino]carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide
4-Methyl-2-[{{[2-(4-morpholinyl)phenyl]amino]
carbonyl]amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-{{[[2«(1-piperidiny])phenyl]amino]carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[(1-Acetyl-2,3-dihydro-1H-indol-6-y})amino]
carbonyl]amino]-4-methyl-N~(2,4,6-trimethylphenyl)-
5-thiazolecarboxamide;
2-[[[(2-Bromo-5-methoxyphenyl)amino]carbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-[[[(2,3-Dimethyl-1H-indol-5-yl)amino]Jcarbonyl]
amino]-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[[2-[[(1-methylethyl)amino]carbonyl]
phenyl]amino]carbonyl]amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
24{[[(3-Bromo-2-methylphenyl)amino]carbonylJamino]-
4-methyl-N-(2,4,6-trimethylphenyl)-S-
thiazolecarboxamide;
2{[[(4-Methoxybutyl)amino]carbonylJamino }-4-methyl-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide
2-[[[(3,3-Dimethylbutyl)amino}carbonyl]amino]-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4-Methyl-2-[[[(2-methylbutyl)amino]carbonylJamino]-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2-{[[(3-methylbutyl)amino)carbonylJamino]-
N-(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
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2{[[(2-Methoxyethyl)amino]carbonyl}amino}-4-methyi-
N+(2,4,6-trimethylphenyl)-5-thiazolecarboxamide;
2{[[[2«(Dimethylamino)ethyl Jamino Jcarbonyl Jamino }-4-
methyl-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
4.Methyl-2-[[[[2-(methylthio)ethyl]amino]carbonyl]
amino]-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
2-{[(Butylamino)carboryl]amino}-N-(2,3-dihydro-1H-
inden-5-yl)-4-methyl-5-thiazolecarboxamide;
2-{[(Butylamino)carbonyt]amino]-N-2-naphthalenyl-4-
methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl)amino]-N-(3-hydroxy-2-
naphthalenyl)-4-methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl]amino]-N-(2-fluoro-5-
methylphenyl)-4-methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl]lamino]-N-(2,6-
dimethylphenyl)-4-methyl-5-thiazolecarboxamide;
N-(3-Bromo-2,4,6-trimethylphenyl)-2-{[(butylamino)
carbonylJamino}-4-methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl]amino]-N-[2,6-dimethyl-31-
methylethyl)phenyl]-4-methyl-5-thiazolecarboxamide
N-(2-Bromo-4,6-dimethylphenyl)-2-[[(butylamino)
carbonylJamino }-4-methyl-5-thiazolecarboxamide;
3-[[[2-[[(Butylamino)carbonyl]amino]-4-methyl-5-
thiazolyl]carbonyl]amino]}-4-methyl-2-
thiophenecarboxylic acid methyl ester;
2-[[(Butylamino)carbonyl]amino]-4-methyl-N-(2-
methyl-6-quinolinyl)-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl}jamino]-N-(2,6-
dimethoxyphenyl)-4-methyl-5-thiazolecarboxamide;
2-{[(Butylamino)carbonyl Jamino]-N-(4-methoxy-2-
naphthalenyl)-4-methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl]amino]-N-(2-methy!-1-
naphthalenyl)-4-methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl]amino]-N-[4-
(dimethylamino)-2,3,5,6-tetramethylphenyl]-4-
methyl-5-thiazolecarboxamide;
2-{[(Butylamino)carbonyl]amino]-N-(6-methyl-5-
quinolinyl)-4-methyl-5-thiazolecarboxamide;
2-[[(Butylamino)carbonyl]amino]-N-[2-(2-
hydroxyethyl)-6-methylphenyl]-4-methyl-5-
thiazolecarboxamide;
2-[[(Butylamino)carbonyl]amino}-N-(2,6-dimethyl-3-
nitrophenyl)-4-methyl-5-thiazolecarboxamide;
N-(2-Bromo-3,4,6-trimethylphenyl)-2-[[(butylamino)
carbonyl Jamino]-4-methyl-5-thiazolecarboxamide;
N-(2-Acetyl-6-bydroxyphenyl)-2-[[(butylamino)
carbonyl Jamino}-4-methyl-S-thiazolecarboxamide;
[4-{[[2-[[(Butylamino)carbonyl]aminc]-4-methyl-5-
thiazolyl]carbonylJamino]-2,3,5,6-tetramethylphenyl}
carbamic acid 1,1-dimethylethyl ester;
2-[[(Butylamino)carbonyl]amino]-N-(2,6-
dichlorophenyl)-4-methyl-5-thiazolecarboxamide;
N-(4-Amino-2,3,5,6-tetramethylphenyl)-2-
[[(butylamino)carbonyl]amino]-4-methyl-5-
thiazolecarboxamide;
N-[5-(Acetylamino)-2,4-dimethylphenyl]-2-
[[(butylamino)carbonyl]amino]-4-methyl-5-
thiazolecarboxamide;
N-(4-Bromo-2,6-dimethylphenyl)-2-[[(butylamino)
carbonyl Jamino]-4-methyl-5-thiazolecarboxamide
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2-[[(Butylamino)carbonyl]amino]-N-(2-chloro-6-
methylphenyl)-4-methyl-5-thiazolecarboxamide;
4-Methyl-2-[(methylsulfonyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
4-Methyl-2{[(pbenylamino)thiocarbonyl Jamino]-N-(2,4,
6-trimethylphenyl)-5-thiazolecarboxamide;
2-[[(Ethylamino)carbonyl]amino]-4-methyl-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
N-(2-Chloro-6-methyiphenyl)-2-{(cyclopropylcarbonyl)
amino]-5-thiazolecarboxamide;
24{[[(1,1-Dimethylethyl)amino)carbonyl]amino]-N-(2-
chloro-6-methylphenyl)-3-thiazolecarboxamide;
2-{[(1,1-Dimethylethoxy)carbonyl Jamino}-4-methyl-N-
(2,4,6-trimethylphenyl)-5-thiazoleacetamide,
2-Amino-4-methyl-N-(2,4,6-trimethylphenyl)-5-
thiazoleacetamide;
N-(2-Chloro-6-methylphenyl)-2-[(4,6-dimethyl-2-
pyridinyl)amino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(4-ethyl-2-pyridinyl)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(2,6-dimethyl-4-
pyrimdinyl)amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-(3-pyridazinylamino)-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-4-methyl-2-[(2-
thienylcarbonyl)amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-{(cyclopropylcarbonyl)
amino]-4-methyl-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-4-methyl-2-[(2-
furanylcarbonyl)amino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-4-methyl-2-[(3-
thienylcarbonyl)amino)-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-4-methyl-2-[(3-
furanylcarbonyl)amino}-5-thiazolecarboxamide;
trans-N(-Chloro-6-methylphenyl)-4-methyl-2-[[(2-
phenylcyclopropyl)carbonyl]amino]-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-4-methyl-2-[[(2-
methylcyclopropyl)carbonyl]amino]-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2{(cyclobutylcarbonyl)
amino]-4-methyl-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(cyclopentylcarbonyt)
amino]-4-methyl-5-thiazolecarboxamide;
2-(Benzoylamino)-N-(2-chloro-6-methylphenyl)-4-
methyl-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(1-oxopropyl)amine]-
5-thiazolecarboxamide;
N+(2-Chloro-6-methylphenyl)-2{(1-oxobutyl)amino)-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(2-ethyl-1-oxobutyl)
amino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-{[(1-phenylcyclopropyl)
carbony}]amino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2{[(1-methylcyclopropyl)
carbony!Jamino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[(2,2-dichloro-1-
methylcyclopropyl)carbonyl]amino]-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylpheny!l)-2{[(2-methylcyclopropyl)
carbonyl Jamino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[(1-
hydroxycyclopropyl)carbonyl]amino]-5-
thiazolecarboxamide;
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N-(2-Chloro-6-methyiphenyl)-2-[{(2,2,3,3-
tetramethylcyclopropyl)carbonyl]amino]-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2{[ (1-cyanocyclopropyl)
carbonyljJamino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(cyclobutylcarbonyl)
amino]-5-thiazolecarboxamide;
N-(2-Chioro-6-methylphenyl)-2-[(cyclopentylcarbonyl)
amino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(cyclohexylcarbonyl)
amino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2{(phenylacetyl)amino}-
5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(cyclohexylacetyl)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(4-pyridinylacetyl)
amino)-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[(2,5-dimethyl-1H-
pyrrol-3-yljcarbonylJamino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(2-pyridinylcarbonyl)
amino)-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-{(3-pyridinylcarbonyl)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(4-pyridinylcarbonyl)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(3-thienylcarbonyl)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(2-thienylcarbonyl)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(2-furanylcarbonyl)
amino)-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(3-furanylcarbonyl)
amino)-5-thiazolecarboxamide;
trans-N-(2-Chloro-6-methylphenyl)-2-[[(2-
phenylcyclopropyl)carbonyllamino]-5-
thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-{(2-methyl-1-oxopentyl)
amino]-5-thiazolecarboxamide;
2-(Benzoylamino)-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide;
2-[(Cyclopropylcarbonyl)amino]-N-(2,6-
dimethylphenyl)-5-thiazolecarboxamide;
2-[(Cycloprapylcarbonyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
N-(2-Chloro-4,6-dimethylphenyl)-2-
[(cyclopropylcarbonyl)amino}-5-thiazolecarboxamide;
[4-[2-Ox0-2{(2,4,6-trimethylphenyl)amino]ethyl]-2-
thiazolyl)carbamic acid 1,1-dimethylethyl ester;
2-Amino-N-(2,4,6-trimethylphenyl)-4-
thiazoleacetamide;
5-Amino-2-methyl-N+(2,4,6-trimethylphenyl)benzamide;
2-Amino-5-chloro-N-(2,4,6-trimethylphenyl)-4-
pyrimidinecarboxamide;
[4-Methyl-5-[[(2,4,6-trimethylphenyl)amino]carbonyl]-
2-oxazolyllcarbamic acid 1,1-dimethylethyl ester;
2-Amino-4-(methyl)-N-(2,4,6-trimethylphenyl)-5-
oxazolecarboxamide, trifluoroacetate (1:1);
2-Amino-N-(2,4,6-trimethylphenyl)-5-
pyridinecarboxamide;
3-Amino-N-(2,4,6-trimethylphenyl)-4-
pyridinecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(4-methyl-2-pyridinyl)
amino)-5-thiazolecarboxamide;
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2-[(6-Amino-2-pyridinyl)amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyt)-2-[(6-propyl-2-pyridiny)
amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2{(6-¢thyl-4-pyrimidinyl)
amino]-S-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(2-pyridinylamino)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-{(6-methyl-2-pyridinyl)
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2{(5-methyl-2-pyridinyl)
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2{(4-methyl-2-pyridinyl)
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-{ (3-methyl-2-pyridinyl)
amino)-S-thiazolecarboxamide;
"2-{(5-Bromo-3-methyl-2-pyridinyl)amino]-N-(2-chloro-
6-methylphenyl)-5-thiazolecarboxamide;
"2-[(6-Amino-2-pyridinyl)amino}-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
'2-[(5-Bromo-2-pyridinyl)amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
"N-(2-Chloro-6-methylphenyl)-2-{] 3-(phenylmethoxy)-2-
pyridinyl}amino]-5-thiazolecarboxamide;
'N«(2-Chloro-6-methylphenyl)-2-[(5-chloro-2-pyridinyl)
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(6-ethyl-2-pyridinyl)
amino}-5-thiazolecarboxamide;
'N{(2-Chloro-6-methylphenyl)-2-{(6-propyl-2-pyridinyl)
amino}-5-thiazolecarboxamide;
'2-[(3-Bromo-5-methyl-2-pyridinyl)amino]-N-(2-chloro-
6-methylphenyl)-5-thiazolecarboxamide;
'2-[(2-Amino-3-pyridinyl)amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
'2-[(3-Amino-2-pyridinyl)amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
‘N-(2-Chbloro-6-methylphenyl)-2-(4-pyridinylamino)-5-
thiazolecarboxamide;
‘N-(2-Chloro-6-methylphenyl)-2-(3-pyridinylamino)-5-
thiazolecarboxamide;
‘N~+(2-Chloro-6-methylphenyl)-2-[(6-chloro-3-pyridinyl)
amino)-5-thiazolecarboxamide;
‘N-(2-Chloro-6-methylphenyl)-2-[(2-chloro-3-pyridinyl)
amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(6-methoxy-3-
pyridinyl)amino}-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(3,5-dimethyl-2-
pyrazinyl)amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(phenylamino)-3-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(3-ethylphenyl)
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(3,5-dimethylphenyl)
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(4,6-dimethyl-2-
pyrimidinyl)amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methyiphenyl)-2-[(6-ethyl-4-
pyrimidinyl)amino]-5-thiazolecarboxamide;
'N~(2-Chloro-6-methylphenyl)-2-[(6-chloro-2-pyrazinyl)
amino}-3-thiazolecarboxamide;
'2-[(3-Aminophenyl)amino]-N-(2-chloro-6-
methylphenyl)-S-ihiazolecarboxamide;
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"N-(2-Chloro-6-methylphenyl)-2-[(3-hydroxyphenyl)
amino]-5-thiazolecarboxamide;
'2-[(3-Bromophenyl)amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-(phenylamino)-5-
thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-(methylphenylamino)-5-
thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-(2-pyridinylamino)-5-
thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-[(6-methyl-2-pyridinyl)
amino}-5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-[(4-methyl-2-pyridinyl)
amino]-5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-{(4-ethyl-2-pyridinyl)amino}-
5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-[(4,6-dimethyl-2-pyridinyl)
amino]-5-thiazolecarboxamide;
'2-[(6-Amino-2-pyridinyl)amino]-N-(2,6-
dimethylphenyl)-5-thiazolecarboxamide;
'N-(2,6-Dimethylpheny!)-2-{(6-ethyl-2-pyridinyl)amino]-
5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-[(6-propyl-2-pyridinyl)
amino}-5-thiazolecarboxamide;
'2-[(2-Amino-3-pyridinyl)amino]}-N-(2,6-
dimethylphenyl)-5-thiazolecarboxamide;
'2-[(3-Amino-2-pyridinyl)amino]-N-(2,6-
dimethylphenyl)-5-thiazolecarboxamide;
"2-[(6-Amino-2-methyl-4-pyrimidinyl)amino]-N-(2,6-
dimethylphenyl)-5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-[[6-(4-morpholinyl)-3-
pyridazinylJamino]-5-thiazolecarboxamide;
'2-[(6-Chloro-3-pyridazinyl)amino]-N-(2,6-
dimethylphenyl)-5-thiazolecarboxamide;
'N-(2,6-Dimethylphenyl)-2-(3-pyridazinylamino)-5-
thiazolecarboxamide;
'24{(3-Aminophenyl)amino]-N-(2,6-dimethylphenyl)-5-
thiazolecarboxamide;
'2-[(3-Bromophenyl)amino]-N-(2,6-dimethylphenyl)-5-
thiazolecarboxamide;
'2-(2-Pyridinylamino)-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide;
'2-[(6-Methyl-2-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
'2-[(5-Methyl-2-pyridinyl)amino}-N-(2,4,6-
trimethylphenyl)-5-thialzolecarboxamide;
'2-[(4-Methyl-2-pyridinyl)amino]-N-(2,4,6-
irimethylphenyl)-5-thiazolecarboxamide;
'2-[(3-Methyl-2-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide,
'2-[(5-Bromo-2-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
'2-[(5-Chloro-2-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
'2-[(6-Methoxy-3-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
'2-[(4-Ethyl-2-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-3-thiazolecarboxamide;
'2-[(6-Ethyl-2-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;
'2-[(6-Chloro-3-pyridinyl)amino]-N-(2,4,6-
trimethylphenyl)-53-thiazolecarboxamide;
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'2-[(2,6-Dimethyl-4-pyrimidinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;

'2-[(4-Methyl-2-pyrimidinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide,

'2-(2-Pyrazinylamino)-N-(2,4,6-trimethylphenyl)-5-
thiazolecarboxamide

'2-[(6-Chloro-2-pyrazinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;

'2-[(3,5-Dimethyl-2-pyrazinyl)amino]-N-(2,4,6-
trimethylphenyl)-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[2-methyl-6-[[2-(4-
morpholinyl)ethyl]amino]-4-pyrimidinyl Jamino]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[2-methyl-6-[[3-(4- ~
morpholinyl)propylJamino]-4-pyrimidinylJamino]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methyl phenyl)-2-{[2-methyl-6-[methyl
[3-(methylamino)propyl]amino]-4-pyrimidinyl]
amino]-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[2-methyl-6-[[2-
(tetrahydro-2-oxo-1H-imidazol-1-yl)ethylJamino]-4-
pyrimidiny]Jamino}-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[2-methyl-6-{(2-1H-
imidazol-4-ylethyl)amino]-4-pyrimidinylJamine]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[2-methyl-6-(4-
morpholinyl)-4-pyrimidinyl]amino]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2{[6-[[(2R)-1-ethyl-2-
pyrrolidinylJmethyl]amino]-2-methyl-4-pyrimidinyl]
amino)-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[6-[[[(2S)-1-ethyl-2-
pyrrolidinyl}methyl]amino]-2-methyl-4-pyrimidinyl]
amino]-5-thiazolecarboxamide;

2-[[6-[(28)-2-(Aminocarbonyl)-1-pyrrolidinyl]-2-
methyl-4-pyrimidinyl]amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-{[6-[(2-hydroxyethyl)
amino]-2-methyl-4-pyrimidinyl]amino]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[{6-[4-
(hydroxymethyl)-1-piperidinyl]-2-methyl-4-
pyrimidiny!Jamino}-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[6-[4-(2-
hydroxyethyl)-1-piperazinyl]-2-methyl-4-pyrimidiny1]
amino]-5-thiazolecarboxamide;

"1-{6-[[5-{[(2-Chloro-6-methylphenyl)amino Jcarbonyl]-
2-thiazolyl]Jamino]-2-methyl-4-pyrimidinyl]-4-
piperidinecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-{[2-methyl-6-[(35)-3-
methyl-1-piperazinyl]-4-pyrimidinyl]Jamino]-5-
thiazolecarboxamide;

'2-[[6-[3-(Acetylamino)-1-pyrrolidinyl]-2-methyl-4-
pyrimidinyl]amino]-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-{[6-{[2-(1-methyl-2-
pyrrotidinyl)ethyl]amino]-2-methyl-4-pyrimidinyl)
amino]-5-thiazolecarboxamide;

'"N-(2-Chloro-6-methylphenyl)-2-[[2-methyl-6-[[ (5-
methyl-2-pyrazinyl)methyl]amino]-4-pyrimidinyl]
amino]-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2{[2-methyl-6-[[2(1H-1,
23-triazol-1-yl)ethyl Jamino}-4-pyrimidinylJamino}-5-
thiazolecarboxamide;
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‘N{(2-Chloro-6-methylphenyl)-2-[[ 6-{[2-(4-morpholinyl)
ethyllamino]-4-pyrimidinyl]amino]-5-
thiazolecarboxamide,
'N-(2-Chloro-6-methylphenyl)-2-[[6-[[2-
(dimethylamino)ethyllamino}-4-pyrimidinyl]amino}-
5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-7-{[ 6-[[ 2-(tetrahydro-2-
oxo-1H-imidazol-1-yl)ethylJamino}-4-pyrimidinyl]
amino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[methyl[2-
(methylamino)ethyl]amino ]-4-pyrimidinylJamino]-3-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-{[2-(1-methyl-2-
pyrrolidinyl)ethylJamino]-4-pyrimidinyl]amino]-3-
thiazolecarboxamide;
"N-(2-Chloro-6-methylphenyl)-2-{{6{[2-(1-pyrrolidinyl)
ethyllamino]-4-pyrimidinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[[(1-ethyl-2-
pyrrolidinyl)methylJamino]-4-pyrimidinyl]Jamino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[(4-
piperidinylmethyi)amino]-4-pyrimidinyl}amico]-3-
thiazolecarboxamide;
'2-[[6-[[2-(Acetylamino)ethyl]amino]-4-pyrimidinyl]
amino]-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide; )
‘N-(2-Chloro-6-methylphenyl)-2-[[6-[[2-(1H-1,2,3-
triazol-1-yl)ethyl]amino]-4-pyrimidinyl]Jamino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-(4-morpholinyl)-4-
pyrimidinyl}amino}-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-{[2-(4-morpholinyl)
ethyllamino]-2-pyridinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-{[3-(4-morpholinyl)
propyllamino]-2-pyridinyl]amino]-5-
thiazolecarboxamide;
‘N-(2-Chloro-6-methylphenyl)-2-[[6-[methy]l [3-
(methylamino)propyl}amino]-2-pyridinyt]Jamino}-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[(3S)-3-methyl-1-
piperazinyl]-2-pyridinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[(3-1H-imidazol-1-
ylpropyl)amino]-2-pyridinyl}amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-[(2-hydroxyethyl)
amino]-2-pyridinyl Jamino}-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[(2-1H-imidazol-1-
ylethyl)amino]-2-pyridinyl]Jamino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-(4-morpholinyl)-2-
pyridinylJamino}-5-thiazolecarboxamide;
"N-(2-Chloro-6-methylphenyl)-2-{ 6-{{2-(4-morpholinyl)
ethyl]amino]-2-pyrazinyl]amioo]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-{[ 6-{[3-(4-morpholinyl)
propyilamino]}-2-pyrazinyl]amino]}-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-{[6-(4-morpholinyl)-2-
pyrazinyl]Jamino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[(3S)-3-methyl-1-
piperazinyl]-2-pyrazinyl]amino]-5-
thiazolecarboxamide;
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'N-(2-Chloro-6-methylphenyl)-2-[[6-(3-hydroxy-1-
pyrrolidinyl)-2-pyrazinyl]amino]-5-
thiazolecarboxamide;
"N-(2-Chloro-6-methylphenyl)-2{[6-(1H-imidazol-1-yl)-
2-pyrazinyl]Jamino)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-{{6-(3-bydroxy-1-
pyyrolidinyl)-3-pryidazinyl]amino]-5-
thiazolecarboxamide;
'N~(2-Chloro-6-methylphenyl)-2-{[6-(1H-imidazol-1-y1)-
3-pyridazinylJamino}-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[3-(methylamino)-2-
pyrazinyl]amino}-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[3-(3-hydroxy-1-
pyrrotidinyl)-2-pyrazinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[3-
(cyclopropylamino)-2-pyrazinyl]amino}-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[3-(4-morpholiny})-2-
pyrazinylJamino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2{[3{[2-(4-morpholinyl)
ethyl]amino}-2-pyrazinyl]amino]-5-
thiazolecarboxamide;
'2-[[3-{[2-(Acetylamino)ethyl]Jamino}-2-pyrazinyl]
amino]-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(cyclohexylamino)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(methylamino)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(cyclopropylamino)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(phenylmethyl)
amino]-5-thiazolecarboxamide;
*2-[[2-(Acetylamino)ethyl]amino]-N-(2-chloro-6-
methylphenyl)-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[(1R)-1-
(hydroxymethyl)-3-methylbutylJamino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-(methoxymethyl)-4-
pyrimidinylJamino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-hydroxymethyl)-4-
pyrimidinylJamino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-(4-
morpholinylmethyl)-4-pyrimidinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[[[2-
(dimethylamino)-ethyl Jamino Jmethyl]-4-pyrimidinyl]
amino}-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylpheny!)-2-[[6-[[[2-(4-
morpholinyl)ethyl]lamino]methyl]-4-pyrimidinyl]
amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[[[3-(4-
morpholinyl)propyl]-amino)methyl]-4-pyrimidinyl]
amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[[[3-(2-0x0-1-
pyrrolidinyl)propylJamino]methyl]-4-pyrimidiny!]
amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-{{(2-1H-imidazol-4-
ylethyl)amino]methyl]-4-pyrimidinylJamino]-5-
thiazolecarboxamide;
‘N-(2-Chloro-6-methylphenyl)-2-[[ 6 {[(3-1H-imidazol-1-
ylpropyl)amino]methyl]-4-pyrimidinylJamino)-5-
thiazolecarboxamide;
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‘N-(2-Chloro-6-methylphenyl)-2-[[6-[[[2-(2-pyridiny])
ethyllamino]methyl}-4-pyrimidinyl}amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2{[ 6-{[[2-(3-pyridiny])
ethyl]amino]methyl}-4-pyrimidinyl])amino]-5-
thiazolecarboxamide;
"1-[[6{[5-[[(2-Chloro-6-methylphenyl)amino]carbonyl]-
2-thiazolyl]amino]-4-pyrimidinyl]methyl]-4-
piperidinecarboxamide;
‘2-[[6-[[[2-(Acetylamino)ethyl]amino]methyl]-4-
pyrimidinylJamino]-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide;
‘N-(2-Chloro-6-methylphenyl)-2-(2-naphthalenylamine)-
3-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(2-quinolinylamino)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-(3-isoquinolinylamino)-
5-thiazolecarboxamide;
'N-(2-Chloro-6-methylpheayl)-2-(2-quinoxalinylamino)-
5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-4-methyl-2-[[2-methyl-6-
(4-morpholinyl)-4-pyrimidinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-4-methyl-2-[[2-methyl-6-
[(2-(4-morpholinyl)ethyl]Jamino]-4-pyrimidinyl]
amino}-5-thiazolecarboxamide;
"2-((2,6-Dimethy!-4-pyrimidinyl)amino]-N-phenyl-5-
thiazolecarboxamide;
2-[(2,6-Dimethyl-4-pyrimidinyl)methylamino)-N-(2-
methylphenyl)-5-thiazolecarboxamide;
'2-[(2,6-Dimethyl-4-pyrimidinyl)amino]-N-(2-
methylphenyl)-5-thiazolecarboxamide;
'N-(3,5-Dimethoxyphenyl)-2-[(2,6-dimethyl-4-
pyrimidinyl)amino}-5-thiazolecarboxamide;
'N-{2,6-Bis(1-methylethyl)phenyl]-2-[(2,6-dimethyl-4-
pyrimidinyl)amino]-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[2,6-dimethyl-4-
pyrimidinyl)methylamino]-S-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[(2,6-dimethyl-4-
pyrimidinyl)amino}-N-methyl-5-thiazolecarboxamide;
N-,N-(2-Chloro-6-methylphenyl)-(4-methoxybenzyl)-2-
[(6-bromo-2-pyridinyl)amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2{(6-bromo-2-pyridinyl)
amino-5-thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[4-(2-
furanylcarbonyl)-1-piperazinyl]-2-pyridinyl Jamino]-5-
thiazolecarboxamide;
"2-[[6-[3-(1H-Benzimidazol-1-yl)propyl]amino]-2-
pyridinyl]Jamino]-N-(2-chloro-6-methylphenyl)-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6{[4-(1H-imidazol-1-
yl)butyl]amino}-2-pyridinyl]amino]-5-
thiazolecarboxamide;
"N-(2-Chloro-6-methylphenyl)-2-[[6{[5-(1H-imidazol-1-
yl)pentylJamino]-2-pyridinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[ 6-[[3-(4-methyl-1-
piperazinyl)propyl]amino]-2-pyridinyl]Jamino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6-[[4-(1H-imidazot-1-
yDphenyl]amino]-2-pyridinyl]amino]-5-
thiazolecarboxamide;
'N-(2-Chloro-6-methylphenyl)-2-[[6{[6-(1H-imidazol-1-
yl)hexyiJamino]-2-pyridinyl]amino]-5-
thiazolecarboxamide;
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‘N-(2-Chloro-6-methylphenyl)-2-[[6-{(3-1H-imidazol-1-
ylpropyl)amino]-2-pyridinyl]amine]-5-
thiazolecarboxamide;

2-{{6{[3-(1H-Imidazol-1-yDpropyl]amino]-2-pyridinyl}
amino}-N-(4-methoxyphenyl)-5-thiazolecarboxamide;

"2-[[6-[3-(1H-Imidazol-1-yD)propyl]amino]-2-pyridinyl]
amino)-N-(4-phenoxyphenyl)-5-thiazolecarboxamide;

‘N-(4-Chlorophenyl)-2{[6{[3-(1H-imidazol-1-yl)propyl]
amino]-2-pyridinylJamino]-5-thiazolecarboxamide;

2-{[6{[3-(1H-Imidazol-1-yl)propyl]amino]-2-pyridinyl]
amino)-N-[1-(phenylmethyl)-1H-indazol-5-y1]-5-
thiazolecarboxamide;

"N-(2-Ethylphenyl)-2-[[6-[[3-(1H-imidazol-1-yl)propyl]
amino]-2-pyridinyl]amino]-5-thiazolecarboxamide;

'N-(2,6-Dimethoxyphenyl)-2{[ 6-[[3-(1H-imidazol-1-yI)
propyllamino]-2-pyridinyl]amino}-5-
thiazolecarboxamide;

'N~(2,4-Dimethoxyphenyl)-2-{{ 6-[[3-(1H-imidazol-1-yl)
propyl]amino]-2-pyridinyl]amino}-5-
thiazolecarboxamide;

*2{[6-{[3-(1H-Imidazo}-1-yl)propylJamino]-2-pyridinyl]
amino]-N-phenyl-5-thiazolecarboxamide;

2-{[6-[[3-(1H-Imidazo}-1-yl)propylJamino]-2-pyridinyl}
amino]-N-(2-methylphenyl)-5-thiazolecarboxamide;

'N-(2-Chlorophenyl)-2{[6{[3«(1H-imidazol-1-yl)propy!]
amino}-2-pyridinyl]amino]-5-thiazolecarboxamide;

'N-(2,6-Diethylphenyl)-2-[[6-[[3-(1H-imidazol-1-yl)
propyllamino]-2-pyridinyl]Jamiro]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[6{[3-(1H-imidazol-1-
yDpropyl]amino]-2-pyridinylJamino]4-methyl-5-
thiazolecarboxamide;

"2{[64[3-(1H-Imidazol-1-y)propylJamino]-2-pyridinyl]
amino]-4-methyl-N-[1-(phenylmethyl)-1H-indazol-5-
yl]-5-thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[3{[3-(1H-imidazol-1-
yl)propyl]lamino]phenyl]amino]-5-
thiazolecarboxamide;

'N-(2-Chloro-6-methylphenyl)-2-[[S{[3-(1H-imidazol-1-
yl)propyljamino]-2-nitrophenyl]amino]-5-
thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[(3,4,5-trimethoxy-
phenyl)amino}-5-thiazolecarboxamide;

N-(2-Chloro-6-methyl-phenyl)-2-[(4-methoxy-phenyl) .
amino]-5-thiazolecarboxamide;

N-(2-Chloro-6-methyl-phenyl)-2-[(3-methoxy-phenyl)
amino]-5-thiazolecarboxamide;

N-(2-Chloro-6-methyl-phenyl)-2-[(2-methoxy-phenyl)
amino}-5-thiazolecarboxamide;

N-(2-Chloro-6-methyl-phenyl)-2-[(3,5-

dimethoxyphenyl)amino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methyl-phenyl)-2-[[4-(dimethylamino)-
pheaylJamino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[4-(4-morpholinyl)
pheny!]Jamino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[3-(carboxymethyl)-
phenylJamino}-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[3-(3-carboxypropyl)-
phenyl]Jamino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[[4-(carboxymethyl)
phenyl]Jamino]-5-thiazolecarboxamide;
N-(2-Chloro-6-methylphenyl)-2-[(2-methyl-1H-
benzimidazol-5-yl)amino]-5-thiazolecarboxamide;
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N-(2-Chloro-6-methylpheny1)-2-[1{3-(1H-imidazol-1-

yl)propyl]-1H-benzimidazol-4-yl]amino]-5-
thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-{[1{2-(1H-imidazol-1-

yl)ethyl]-1H-indazol-6-yl}Jamino]-5-
thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[[2{2-(1H-imidazol-1-

yl)ethyl]-2H-indazol-6-yl]amino]-5-
thiazolecarboxamide;

N-(2-Cbloro-6-methylpheny!)-2-[(1-methyl-1H-

benzimidazol-6-yl)amino]-5-thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[(1-methyl-1H-

benzimidazol-5-yl)amino]-5-thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[[2{3-(1H-imidazol-1-

yl)propylJamino]}-1H-benzimidazol-5-yl]Jamino]-5-
thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[[2-(4-

morpholinylmethyl)-1H-benzimidazol-5-yl]amino]-5-
thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[[2-(1H-imidazol-1-

- ylmethyl)-1H-benzimidazol-5-yl]amino]-5-
thiazolecarboxamide;

N+(2-Chloro-6-methylphenyl)-2-{[3-[[5-(1H-imidazol-1-

yl)-2-pyridinyl]amino]phenyl]amino]-5-
thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[[3{3-(1H-imidazol-1-

yl)propoxy]phenylJamino]-5-thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[{4{3-(1H-imidazol-1-

yljpropoxy]phenylJamino}-5-thiazolecarboxamide;

N-(2-Chloro-6-methylphenyl)-2-[[3-[[[3-(1H-imidazol-

1-ypropyl]Jamino]sulfonyl]phenyl}amino]-5-
thiazolecarboxamide; and

N-(2-Chloro-6-methylphenyl)-2-[[4-{[[3-(1H-imidazol-

1-yl)propyl}amino]sulfonyl]phenyl]amino]-5-
thiazolecarboxamide.

7. A method for the treatment of a protein tyrosine
kinase-associated disorder, comprising the step of adminis-
tering to a subject in need thereof an amount effective
therefor of at least one compound of formula III or a salt

thereof:
X
R;»\ 2 \/ 3
/N N-——R
4
/

Rs

where
Q is thiazole optionally substituted with R;
Z is a single bond
X, is oxygen;
R, is
(1) hydrogen or R,
where R, is alkyl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl,
aryl, aralkyl, heterocyclo, or heterocycloalkyl,
each of which is unsubstituted or substituted with
Z,, Z, and one or more groups Z,;
(2) —OH or —ORg;
(3) —SH or —SR;
(4) —C(0).;H, —C(O) R, or —0—C(0) Ry, where q
is1or2;
(5) —SO;H or §(0) Rs;
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(6) halo;

(7) cyano;

(8) nitro;

(9) —Z,—NR;Rg;

(10) —Z,—N(Rg}—Zs—NR 4R ;;

(11) —Z~NR,)}—Z—Rg;

(12) —P(OXORy),;

R; and R, are cach independently

(1) hydrogen or R;

(2) —Z,—Rg; or

(3) —Z;5—NRRg;

R, and R,

(1) are each mdependently hydrogen or Rg;

(2) —Z,—NR}—Z—NR Ry;

(3) —N(Rg)ZR¢; or

(4) together with the nitrogen atom to which they are
attached complete a 3- to 8-membered saturated or
unsaturated heterocyclic ring which is unsubstituted
or substituted with Z,, Z, and Z,, which heterocyclic
ring may optionally have fused to it a benzene ring
itself unsubstituted or substituted with Z,, Z, and Z,;

Ry, Rg Ro, Ryy Ry and Ry,

(1) are each independently hydrégen or Rg;

(2) R, and Ry may together be alkylene, alkenylene or
heteroalkyl, completing a 3- to 8-membered satu-
rated or unsaturated ring with the nitrogen atom to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z; or

(3) any two of Ry, Ry, and R;; may together be
alkylene or alkenylene completing a 3- to
8-membered saturated or unsaturated ring together
with the nitrogen atoms to which they are attached,
which ring is unsubstituted or substituted with Z,, Z,

and Z;;

Ry, is
(1) cyano;
(2) nitro;
(3) —NH,;
(4) —NHOalkyl;
(5) —OH;
(6) —NHOaryl,

(7) —NHCOOalkyl,
(8) —NHCOOaryl;
(9) —NHSOalkyl;
(10) —NHSO,aryl;
(11) aryl;

(12) heteroaryl;
(13) —Oalkyl; or

(2) —COOalkyl; or
(3) —COOary};
R, is
(1) hydrogen;
(2) alkyl;
(3) aryl;
(4) arylalkyl; or
(5) cycloalkyl;
Z,, Z, and Z, are cach independently
(1) hydrogen or Z,, where Z, is (i) alkyl, alkenyl,
alkynyl, cycloalkyl, cycloalkylalkyl, cycloalkenyl,
cycloalkenylalkyl, aryl, aralkyl, alkylaryl,
cycloalkylaryl, heterocyclo, or heterocycloalkyl; (ii)
a group (i) which is itself substituted by one or more
of the same or different groups (i); or (iii) a group (i)
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or (ii) which is substituted by one or more of the
following groups (2) to (16) of the definition of Z,,
Z,and Z;

(2) —OH or —0Z;

(3) —SH or —SZ;

(4) C(0) H, —C(0),Z, or —0—C(0),Z;
(5) —SO3H, —S(0)Zg; or SO)N(Zs)Zs;
(6) halo;

(7) cyano;

(8) nitro;

(9) —Z—NZ,Zg;

(10) —Z,—N(Zo)—ZNZ,Z;;

(1) —2,—N(Z,0)—Z—Zg

(12) =Z,—N(Z,—Zs—H;

(13) oxo;

(14) —0—C(0)—Z;

(15) any two of Z,, Z,, and Z, may together be alkylene

or alkenylene completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached; or

(16) any two of Z,, Z,, and Z; may together be
—O0—(CH,),—0—, where ris 1 to 5, completing a
4- to 8-membered ring together with the atoms to
which they are attached;

Z, and Z; are each independently

(1) a single bond;

(2) —Zu—S(O)q—Zn—;

(3) —Z,;—C(0)—Z;,—;

(4) _'Zu—C(S)_Zu_

() —Z,,—0—-Z,,—

6) ~Zy—Zyp—;

() —2,,—0—C(0)—Z,,—; o

8 —2,,—C(0)—0—-2,,—;

s Lgy Ly and Z,,

(1) are each independently hydrogen or Zg;

(2) Z, and Zg, or Z, and Z,,, may together be alkylene
or alkenylene, completing a 3- to 8-membered satu-
rated or unsaturated ring together with the atoms to
which they are attached, which ring is unsubstituted
or substituted with Z,, Z, and Z,; or

(3) Z, or Zg, together with Z;, may be alkylene or
alkenylene completing a 3- to 8-membered saturated
or unsaturated ring together with the nitrogen atoms
to which they are attached, which ring is unsubsti-
tuted or substituted with Z,, Z, and Z;;

Z,, and Z,, are each independently

(1) a single bond;
(2) alkylene;

(3) alkenylene; or
(4) alkynylene; and

Ly is

(1) a single bond;

() —2,,—8(0);—Z,;—;

) —Z,,—(0)—Z,,—;

(4) —Zu—C(S)— 212_

(5) —2,,—0—Z,,—

6)—1Z, —S—Z,—;

() —2,,—C0)—Z,,—;

(8) —Z,,—C(0)y—0—Z,,—;

(9) —C(NRy3)}—;

(10) —C(CHR, ,}—; or

(11) —C(CR ),)—providing that said compound is
other than

9/15/20086,
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(a) a compound of formula (i)

N Rn
Rb— _</ |
I o
Ra

N
R Ra

where

R,, is alkyl or —C(O)NHNH,;

R,, and R,, are independently hydrogen, alkyl,
—C(0)~(alk); and

R, is hydrogen and R, is aryl, alkyl-substituted
aryl, halo-substituted aryl, aralkyl, cycloalkyl
or amino;

Or R,, is alkyl and Ry, is alkyl or aryl,

Or R, and R, together with the nitrogen atom to
which they are bonded together from mor-
pholino; or

(b) a compound of formula (vi)

(vi)
_</
/ COORy
where
R,, and R, are independently hydrogen, alkyl,
alkenyl, or phenyl;

R,; is hydrogen or alkyl.

8. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is transplant rejection.

9. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is rheumatoid arthritis.

10. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is multiple sclerosis.

11. The method of claim 7, wherein said protein tyrosine
kinase-associatéd disorder is inflammatory bowel disease.

12. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is lupus.

13. The method of claim 7 wherein said protein tyrosine
kinase-associated disorder is graft vs. host disease.

14. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder i is a T-cell mediated hypersensi-
tivity disease.

15. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is psoriasis.,

16. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is Hashimoto’s thyroiditis.

17. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is Guillain-Barre syndrome.

18. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is a cancer.

19. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is contact dermatitis.*

20. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is an allergic disease.

21. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is asthma.

22. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is ischemic or reperfusion injury.
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23. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is atopic dermatitis.

24. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is allergic rhinitis.

25. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is chronic obstructive pulmonary
disease.

26. The method of claim 7, wherein said protein tyrosine
kinase-associated disorder is diabetic retinopathy.

27. The method of claim 7, wherein said protein tyrosine
kinase is Lck.

28. The method of claim 7, wherein said protein tyrosine
kinase is Fyn.

29. The method of claim 7, wherein said protein tyrosine
kinase is Lyn.

30. The method of claim 7, wherein said protein tyrosine
kinase is Hek.

31. The method of claim 7, wherein said protein tyrosine
kinase is Fgr.

32. The method of claim 7, wherein said protein tyrosine
kinase is Src.

33. The method of claim 7, wherein said protein tyrosine
kinase is Yes.

34. The method of claim 7, wherein said protein tyrosine
kinase is BIk.

35. The method of claim 7, wherein said protein tyrosine
kinase is HER1.

36. The method of claim 7, wherein said protein tyrosine

kinase is HER2.

37. The method of claim 7, wherein R, is other than
heteroaryl and R, is aryl which is unsubstituted or substi-
tuted with Z,, Z, and one or more groups Z,.

38. The method of claim 7, wherein said compound of the
formula III or salt thereof is administered, simultancously or
sequentially, with an antiinflammatory, antiproliferative,
chemotherapeutic agent, immunosuppressant, anti-cancer,
cytotoxic agent or PTK inhibitor other than a compound of
the formula HI or salt thereof.

39. The method of claim 38, wherein said compound of
the formula IIT or salt thereof is administered with one or
more of: another PTK inhibitor; cyclosporin A; CTLA4-Ig;
antibodies selected from anti-ICAM-3, anti-IL-2 receptor
(Anti-Tac), anti-CD45RB, anti-CD2, anti-CD3 (OKT-3),
anti-CD4, anti-CD80, anti-CD86, and monoclonal antibody
OKTS3; agents blocking the interaction between CD40 and
gp39; fusion proteins constructed from CD40 and gp39;
inhibitors of NF-kappa B function; non-steroidal antiinflam-
matory drugs (NSAIDs); steroids; gold compounds; anti-
proliferative agents; FK506 (tacrolimus, Prograf); mycophe-
nolate mofetil; cytotoxic drugs; TNF-o inhibitors; anti-TNF
antibodies or soluble TNF receptor; rapamycin (sirolimus or
Rapamune); leflunimide; cyclooxygenase-2 inhibitors;
paclitaxel, cisplatin, carboplatin, doxorubicin,
carminomycin, daunorubicin, aminopterin, methotrexate,
methopterin, mitomycin C, ecteinascidin 743, porfiromycin,
5-fluorouracil, 6-mercaptopurine, gemcitabine, cytosine
arabinoside, podophyllotoxin, etoposide, etoposide
phosphate, teniposide, melphalan, vinblastine, vincristine,
leurosidine, epothilone, vindesine, leurosine, or derivatives
thereof.

40. A method for the trcatment of a T cell mediated
disorder, comprising the step of administering to a subject in
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need thereof an amount effective therefor of at least one
compound of claim 7.

41, The method of claim 40, wherein T cell activation is
inhibited.

42. A pharmaceutical composition for the treatment of a
protein tyrosine kinase-associated disorder, comprising a
pharmaceutically acceptable vehicle or diluent and at least
one compound of claim 6.

43. The compound

ot

including salts thereof.

44. A methad for the treatment of cancer, comprising the
step of administering to a subject in need thereof an amount
effective therefor of the compound of claim 43.

45. A method of claim 44 where the claimed compound is
used to treat solid tumors.

46. A pharmaceutical composition comprising the com-
pound of claim 43 and a pharmaceutically acceptable
vehicle or carrier thereof.

47. A method for the treatment of a protein tyrosine
kinase-associated disorder, comprising the step of adminis-
tering to a subject in need thereof an effective amount of the
compound of claim 43.

48. A method of claim 47 wherein the compound of claim
43 administered with at least one additional therapeutic
agent selected from cyclosporin A; CTLA4-Ig; antibodies
selected from anti-ICAM-3, anti-IL-2 receptor (Anti-Tac),
anti-CD45RB, anti-CD2, anti-CD3 (OKT-3), anti-CD4,
anti-CD80, anti-CD86, and monoclonal antibody OKT3;
agents blocking the interaction between CD40 and gp39;
fusion proteins constructed from CD40 and gp39; inhibitors
of NF-kappa B function; non-steroidal antiinflammatory
drugs; steroids; gold compounds; antiproliferative agents;
FK506;, mycophenolate mofetil; cytotoxic drugs; TNF-O
inhibitors; anti-TNF antibodies or soluble TNF receptor;
rapamycin; leflunimide; cyclooxygenase-2 inhibitors;
paclitaxel, cisplatin, carboplatin, doxorubicin,
carminomycin, daunorubicin, aminopterin, methotrexate,
methopterin, mitomycin C, ecteinascidin 743, porfiromycin,
5-fluorouracil, 6-mercaptopurine, gemcitabine, cytosine
arabinoside, podophyllotoxin, etoposide, etoposide
phosphate, teniposide, melphalan, vinblastine, vincristine,
leurosidine, epothilone, vindesine, or leurosine.

49. A method of claim 47 wherein the portein tyrosine
kinase-associated disorder is transplant rejection, rheuma-
toid arthritis, multiple sclerosis, inflammatory bowel
disease, lupus, graft vs. host disease, T-cell mediated hyper-
sensitivity disease, psoriasis, Hashimoto’s thyroiditis,
Guillian-Barre syndrome, contact dermatitis, allergic
discase, asthma, ischemic or reperfusion injury, atopic
dermatitis, allergic rhinitis, chronic obstructive pulmonary
disease, or diabetic retinopathy.
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