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ABSTRACT ARTICLE HISTORY

A series of thienof2,3-d]pyrimidine-based hydroxamic acid hybrids was designed and synthesised as multi-  Recefved 6 March 201
target anti-cancer agents, through incorporating the pharmacophore of EGFR, VEGFRZ into the inhibitory  Revised 13 May 2021
functionality of HDACE. Three compounds (12c, 15b and 20b) were promising hits, whereas (12¢) exhib-  Accepted 14 May 2021
ted potent VEGFR2 inhibition (IC=185nM), patent EGFR inhibition (IC,=1.14pM), and mild HDAC6
inhibition {23% inhibition). Moreover, compound (15¢) was the most potent dual inhibitor amang all the Thienol23 dpyinidine
synthesised compounds, as it exhibited potent EGFR and VEGFR2 inhibition (ICo;=19nM) and hydrocimic ﬂd deraties:
(ICs=5.58 M), respectively. While compounds (20d) and (7c) displayed nanomolar selective kinase inhib- 4o HoACkinse
ition with EGFR ICo= 68nM and VEGFR2 ICs;= 191nM, respectively. All of the synthesised compounds  intibiiors; multitarget
were screened in vitro for their cytotoxic effect on 60 human NCI tumour cell ines. Additionally, molecular  therapy lead; ADMET study
docking studies and ADMET studies were camied out to gain further insight into their binding mode and

predict the pharmacokinetic properties of all the synthesised inhibitors.
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