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GRAPHICAL ABSTRACT METHODOLOGY RESULTS AND ANALYSIS

1295 XNT derivatives were generated through /n silico FBDD approach in LigBuilder, and molecular docking studies revealed that the
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INTRODUCTION

Xanthorrhizol (XNT) is a type of bisabolene sesquiterpenoids and can be
Isolated from rhizome part of Curcuma xanthorrhiza essential oilt. Various
biological activities of XNT were reported in literature, including anti-inflammatory
properties through Inhibition of pro-inflammatory enzymes, such as
cyclooxygenase (COX) and inducible nitric oxide synthase (INOS)2. Due to its
small molecular weight (MW = 281.33 g/mol) and biological benefits, XNT Is a
suitable candidate to be further optimized as a more potent drug compound.
Preliminary in vitro and in silico inhibitory studies showed that XNT exhibited low
activity (8.79 % inhibition at concentration 100 pg/mL, binding energy = -6.5
kcal/mol) towards hyaluronidase (Hyal), an enzyme responsible for the
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CONCLUSION

e 1295 derivatives were successfully generated by modifying the -OH group of XNT using in silico FBDD approach

e Substitution to pentacyclic ring fragment improved the binding affinity towards Hyal and were also predicted to satisfy all the important
parameters for drug absorption in human body.

e Through the incorporation of computational tools , this work greatly helped in the exploration of chemical space for site-targeted drug
design as well as providing a more efficient approach in term of time and cost consumption for drug modification towards more potent
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3. In silico ADME prediction using
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