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Introduction

Microtubules have been extensively studied in recent decades as an
important pharmacological target for the treatment of cancer especially
due to its crucial part in the mitosis process. Among the ingredients
of the microtubules, af- tubulin dimers stand out in view of their
four distinct commerce spots, including the so- called colchicine list
point (CBS) - a promising target for the development of new tubulin
modulators. When compared to other tubulin spots, targeting the CBS
is pro table because this point is suitable to host ligands with lower
molecular volume and lipophilicity, therefore reducing the chances
of containing the miracle of multiple medicine resistance (MDR)-
one of the main reasons of failure in chemotherapy. still, colchicine,
the rst ligand ever discovered with a nity towards the CBS, despite
modulating the action of microtubules, has shown toxin in clinical
studies.  us, in order to expand the given chemical space of pulpits
able of interacting with CBS and to designing-toxic colchicine binding
point impediments, we conducted a robust virtual webbing channel.

is has been strictly validated and comported of ligand- and structure-
grounded methodologies, which allowed us to elect four promising
CBS impediments called tubLCQF 1.  ese four composites were
also estimated with long circles molecular dynamics simulations and
separate results were used for the theoretical determination of the
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is ultimate mentioned step, should aim at indeed lesser a nity of the
original successes- composites as well as inhibition of similar targets.
In view of the signi cance of exploring the colchicine binding point
for the development of newanti-tumor composites, we've developed
a rigorous virtual webbing study which allowed us to identify new
and promising composites with implicitanti-tumor exertion [11].

ese were attained with base on the structure of colchicine(ligand-
grounded methodologies), as well as on the commerce modes
proposed for similar composites inside the ap- tubulin list point
(using structure-grounded methodologies) One should remind that
the signi cance of colchicine is substantially attributed to its capacity
of interposing the mitotic cycle without su ering resistance. still, due
to the fact that this emulsion presents a signi cant toxin in clinical
studies, we aimed to design new composites to overcome similar
limitations, as well as to increase the structural diversity of composites
that are suitable to interact within separate commerce point [12]. By
means of performing LBVS, mixed with a slight character of SBVS, we
were suitable to identify four promising composites. Similar composites
passed the sieve of the prophetic studies of ADME/ Tox, for which they
attained suitable values.
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