CHAPTER IV

CONCLUSION
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is achieved with N-protected amino acids with an alkyl chain substitued
at the carboxamide end. It was found that a chain length of at least
8 to 12 carbon units long on the amide or carboxyl terminal is required

to achieve resonable inhibition of PPE,
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the inhibitory activity of these compounds towards HLE and PPE.

It is clear therefore, that there is a hydrophobic area at or near
where the N-terminal of the substrate (or inhibitor) interacts with

the active site of the enzyme.



110

The N-BOC alkyl amino acids and peptides were also tested as
inhibitors of other serine ptl-ateases. No inhibitory activity was
found against trypsin and chymotrypsin and all compounds showed less
than 30% inhibition of HLE. These experiments clearly show the

specificity of these compounds towards HLE.
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the inhibitory acti protecting group and
the amino acid nr. pEg \‘- acting as recognition
sites for the bindingJ6f, the the enzyme. An important
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The alkyl gptidea have a great advga over other inhibitors,
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inhibitory caghcity than the curreutly usad drugs. tTn determine
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testing fwas performed by Pharmaceutical Consulting Services, NSW.2158,
Australia). These specific inhibitors were administrated orally to
rats and mice as 10% (w/w) agqueous samples. The Lﬂsa values were
found to be more than 3 g./Kg. Therefore these specific inhibitors

have potential for application as drugs as they have been shown to be

non-toxie.
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