So, the world was looking for a safer
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benzodiazepines...

e Leo Sternbach

¢ The chemist who invented
BZDs

¢ Almost threw away some
compounds during lab clean
up, but submitted it for
clinical studies and the restis
history...

¢ Librium introduced in 1960's

¢ Supersede barbiturates




how to name a BZD?
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7-chloro-1,3-dihydro-1-methyl-5-
phenyl-2H-1,4-benzodiazepin-2-one
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|,4-Benzodiazepine | ,4-Benzodiazepin-2-one

- SAR of BZDs
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substituent
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eg CLFBr
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Oxygen-free BZD Lactam partial structure
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y Diazepam Lorazepam
" P Nitrazepam Oxazepam

Weak acid properties of BZD
Let’s see how some with lactam substructure

benzodiazepines
behave when
they’re exposed to
|| gh t, h eat, a Ci d & alkall Protonation occurs at N-4 which generates a

phenylogous amidinium cation




Weak acid properties of BZD with
hydrolactam substructure
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Hydrolysis of BZD with lactam/
hydrolactam structure

Acid Hydrolysis of Chlordiazepoxide

<, ,cu.-




