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    Abstract
Small molecules such as substrates, effectors and drugs play essential roles in biological processes. Knowing their interactions with biomacromolecular targets demands a deep understanding of binding and unbinding mechanisms. Dozens of papers have suggested that discovering of either binding or unbinding events by means of conventional UMD simulation urges a considerable amount of computational resources, therefore, only one who holds a supercomputer can afford such extensive simulations. Capabilities of full atomistic Unbiased Molecular Dynamics (UMD) simulation have been undervalued within the scientific community. Thus, myriads of researchers are impelled to be content with debatable biased MD simulations which seek validation for its preconceived framework. In this work, we present a stratagem to empower everyone to perform UMD simulations of protein-ligand binding and unbinding by typical desktop computers and achieve valuable and high-cost results in nanosecond time scale. Here, we have described kinetics of binding and unbinding of anticancer drug, dasatinib, to c-Src kinase in full atomistic details for the first time. We have attained multiple independent binding and unbinding events occurred in the nano-second timescale, even in times as little as 30 and 392.6 ns respectively, without presence of any biasing forces, an achievement that nobody has ever assumed to be possible.

Footnotes
	Dear Editor;
Supplementary material files including nine videos of the binding and unbinding pathways were uploaded, and the text of the manuscript was slightly revised.
Sincerely,
Hassan Aryapour
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