
Novel	salts	of	an	anti-platelet	agent	
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2 Chemistry	&	Rationale:		
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2.1 Chemistry	
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3 Results	and	discussions	
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3.1 Comparison	 of	 stability	 of	 the	 non-solvated	 benzene	 sulfonate	 of	

compound	 (1a)	 with	 the	 toluene-solvate	 and	 dioxane-solvate	 of	 the	

benzene	 sulfonate	 salt	 of	 (1a)	 under	 accelerated	 stability	 study	

conditions:	
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3.2 Dissolution	 profile	 and	 stability	 data	 of	 formulated	 (1a).BSA	 non-

solvated	form,	the	toluene	solvate	and	the	dioxane	solvate.	
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5.1 Materials	and	Methods:		
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5.2 Preparation	of	Epoxy	alcohol	(2)	from	o-chloro	cinnamyl	alcohol	

5.3 Preparation	of	3-azido-3-(o-chloro)-propane-1,2-diol	(3)	from	2,3-epoxy	o-
chlorocinnamyl	alcohol	(2)	
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5.4 Preparation	of	azido	acid	(4)	from	3-Azido-3-(o-chloro	phenyl)	propane-1,2-
diol	(3).	

5.5 Preparation	of	azido	ester	(5)	from	corresponding	azido	acid	(4):	
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5.6 Preparation	of	amino	ester	(6)	by	reduction	of	azido	ester	(5)	using	
Palladium	on	charcoal	

5.7 Preparation	of	the	compound	of	formula	(8)	by	coupling	2-thiophene	
ethanol	tosylate	(7)	with	amino	ester	derivative	(6)	
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5.8 Cyclization	of	open	chain	compound	(8)	to	(1)

5.9 Preparation	of	(S)-(+)-Methyl	(2-chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-
c]pyrid-5-yl)acetate	(1a)	
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5.10 Preparation	of	mesylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.11 Preparation	of	mesylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.12 Preparation	of	mesylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.13 Preparation	of	mesylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.14 Preparation	 of	 p-toluene	 sulfonate	 (tosylate)	 salt	 of	 (S)-(+)	 (+)-Methyl	 (2-
chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.15 Preparation	of	p-toluene	sulfonate	(tosylate,	p-TSA)	salt	of	(S)-(+)	(+)-Methyl	
(2-chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.16 Preparation	of	p-toluene	sulfonate	(tosylate)	salt	of	(S)-(+)	(+)-Methyl	(2-
chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.17 Preparation	of	p-toluene	sulfonate	(tosylate)	salt	of	(S)-(+)	(+)-Methyl	(2-
chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.18 Preparation	of	p-toluene	sulfonate	(tosylate)	salt	of	(S)-(+)	(+)-Methyl	(2-
chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.19 Preparation	of	sulfosalicylic	acid	(SSA)	salt	of	(S)-(+)	(+)-Methyl	(2-
chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.20 Preparation	of	sulfosalicylic	acid	(SSA)	salt	of	(S)-(+)	(+)-Methyl	(2-
chlorophenyl)-(6,7-dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.21 Preparation	of	oxalate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.22 Preparation	of	oxalate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.23 Preparation	of	oxalate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	

5.24 Preparation	of	oxalate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)	
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5.25 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)		

5.26 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)		

5.27 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)		
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5.28 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	from	acetone/toluene	(1a)	
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5.29 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	from	dioxane(1a)	

5.30 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)		
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5.31 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)		

5.32 Preparation	of	besylate	salt	of	(S)-(+)	(+)-Methyl	(2-chlorophenyl)-(6,7-
dihydro-4H-thieno[3,2-c]pyrid-5-yl)acetate	(1a)		
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5.33 Biological	studies	

5.33.1Evaluation	of	efficacy	of	the	crystalline	form	of	the	besylate	salt	of	formula	
(1a)	 with	 the	marketed	 bisulfate	 salt	 (Form	 2)	 at	 various	 time	 points	 in	
inhibiting	ADP	induced	(ex	vivo)	platelet	aggregation	in	the	rats.	
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Toluene solvate of the benzenesulfonate salt of compound 
(1a) 
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Dioxane solvate of the benzenesulfonate salt of compound 
(1a) 
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Unsolvated benzenesulfonate salt of compound (1a) 
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