
A	Novel	p38	MAP	kinase	inhibitor	and	its	
pharmaceutically	acceptable	salts	

1 Introduction	
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2 Structure,	Function	and	mechanism	of	action	of	p38	Kinases	

2.1 The	p38	Family	
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2.2 Mechanism	of	p38	response	
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Figure 1 :

2.3 p38	inhibitors	
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Figure 4 
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Figure 9 
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3 Studies	on	Compound	(1)	[R-(+)-S-(Isopropyl)-S-(phenyl)-N-[4-{2-
ethyl-4-(4-fluorophenyl)-13,-thiazol-5-yl}-pyridin-2-yl]sulfoximine]		

3.1 Chemistry	and	Rationale	

1

(1)

(1)

3.1.1 Molecular	Modeling		

1

1

1
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Figure 10

3.1.2 Synthetic	process	

(1)

132



+

Scheme 1 : 
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Scheme 2: 
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4 Results	and	discussion	

1

(9)
(9) 

Figure 11: 
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Sl. 
No.

Salt prepared Melting point °C Nature

(1c)
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(1c) in vivo
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Figure 12: 
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1c

Table 5: 

Sl. 
No 

Treatment 
group 
(mg/kg, 
p.o.) 

% inhibition paw edema 

1hr 3hr 5hr 

N=6 

Figure 13: 

(1c) in vivo
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Figure 14: 
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5 Conclusion:	

1

1
1c

in vitro in vivo

1c
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6 Experimental Section: 

6.1 Synthesis 

6.1.1 Synthetic	Materials	and	Methods		

d6
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d6

6.1.2 Preparation	of	compound	of	formula	(8)	

Step 1 

Step	2	

8
6 7
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6 7
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6.1.3 Preparation	of	R-	(-)-S-Isopropyl-S-phenyl	sulfoximine	(9)	

Step 1:  

9

13 

9

9

6.1.4 Preparation	of	(-)	sulfoximine	of	formula	(9)	

9
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9

9

6.1.5 Preparation	 of	 R-(+)-S-(Isopropyl)-S-(phenyl)-N-[4-{2-ethyl-4-(4-
fluorophenyl)-13,-thiazol-5-yl}-pyridin-2-yl]sulfoximine	(1)	

1

8
9 N, N’
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N, N’

6.1.6 Preparation	of	crystalline	compound	(1)	

1
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6.1.7 Preparation	of	HCl	salt	(1a):	

1
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6.1.8 Preparation	of	para-toluenesulfonate	salt	(1b):	

1

6.1.9 Preparation	of	the	bisulfate	salt	(1c):	

1 

6.1.10Preparation	of	phosphate	salt	(1d):	

1
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6.1.11Preparation	of	the	citrate	salt	(1e):	

1

6.2 Biological	studies	on	compound	of	formula	(1)	and	its	various	salts.	

6.2.1 Evaluation	 of	 LPS	 induced	 TNF-alpha	 inhibitory	 activity	 of	 compounds	 in	
human	whole	blood	assay	
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6.2.2 Paw	Edema	study:	

6.2.3 SCW	induced	arthritis	in	SD	rats	study:	

6.2.4 Pharmacokinetic	studies:	
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6.2.5 Statistics	

0-
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Characterization Data 
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4-(2-ethyl-4-(4-fluorophenyl)thiazol-5-yl)pyridin-2-amine (6) 
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4-[2-ethyl-4-(4-fluoro-phenyl)-thiazol-5-yl]-2-iodo- pyridine 
(8) 
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Intermediate Sulfoximine 
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Compound (1) 
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HCl salt of Compound (1) 
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PTSA salt of compound (1) 
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Bisulfate salt of compound (1) 
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Phosphate salt of compound (1) 
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Citrate salt of compound (1) 

  

188



 

 

 

 

 

  

189



 

 

 

190


