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Commentary

e philosophy “one molecule-one target-one disease” was once
the dominant method in medicinal chemistry for various a long
times up until the cease of the twentieth century. is approach was
once primarily based on the identi cation and optimization of small
chemical entities in a position to apprehend especially one target,
believed to be wholly accountable for a positive disease. e intention
of the “one drug-one target” strategy used to be to locate bioactive
compounds endowed with a con ned threat of o -target properties,
many instances accountable for drug side-e ects. is philosophy
commenced to trade in the remaining 20 years due to the emergent
developing attention that tablets designed to act on man or woman
molecular aims are normally insu  cient for mutagenic illnesses such as
cancer, neurodegenerative, and infectious diseases. System biology and
omic sciences these days enriched the understanding of the complicated
world underlying their pathogenesis, depicting the signi cance of
networked signaling pathways and suggesting multi-target therapeutics
as probably greater high quality than mono-therapies. Nowadays, so
known as “drug-cocktails” are regularly the solely accessible processes
to pharmacologically deal with many of these pathologies, with
worries associated to drug-drug interactions as properly as to patients’
compliance. Hence, it is terri ¢ and applicable to search for novel
bioactive compounds in a position to mix in one molecule multi-target
properties, in accordance to the paradigm of “network pharmacology”

erefore, a one-of-a-kind trouble devoted to gather lookup things
to do from fundamental areas for the improvement of novel multi-
target-directed ligands (MTDL) via the shut cooperation amongst
pharmacologists, biochemists, medicinal chemists, and toxicologists,
has been proposed. is lookup subject matter need to accumulate
new techniques developed to overcome the most important problems
confronted by way of medicinal chemists in the design, synthesis,
and organic comparison of these promising, however extraordinarily
challenging, and new chemical entities. e rstis the identi cation of
new MTDL derived both from herbal sources or arti cial procedures.
e 2nd is associated to the-state-of-the-art organic and biophysical
assessments mainly applicable to hastily discover a multi-target pro le.
e 1/3 issues the introduction of chemo informatic equipment such
as a chemical database for the series and administration of multi-target
agents. e fourth is devoted to superior strategies for the in silico
estimation of multi-target ligands by way of potential of docking and
digital screening tools.

e contribution submitted o ers with the plan and synthesis of
new multi goal compounds that goal mitochondrial oxidative stress
(OS) and xes cholinergic transmission. e new molecules exhibit
favourable toxicological pro le, neuroprotective activity, and drug-
like properties, consequently suggesting a fantastic blood - talent
barrier (BBB) permeability. All together, these outcomes point out that
the anticholinesterase inhibition coupled with antioxidant houses is
a positive therapeutic approach for Alzheimer’s disease. In this case,
the proposed ligands have been in a position to inhibit mono amino
oxidase (MAO) isoforms primarily based on the esoteric substitute (S
—> Se) inside the (1,3-thiazol-2-yl)hydrazine sca old. is chemical
manipulation precipitated an enchantment of antioxidant properties.

Moreover, in-silico calculations of ADME residences con rmed precise
pharmacokinetic pro les of some compounds investigated.

e manuscript submitted o ers with the clari cation of the
mechanism of motion of MTDLs containing the propargylamine as the
reactive moiety towards MAO cofactor. In this paper, a rational format
of environment friendly new era pills for the cure of neurodegenerative
and neuropsychiatric problems are suggested. e manuscript is
centered on MAO inhibition as co-target collectively with human
Al and A2A adenosine receptors (ARs). e learn about o ers with
the synthesis and in vitro comparison of novel annulated xanthine
derivatives. e multitarget endeavor of such compounds paves the way
to a achievable so ware for the therapy of neurodegenerative diseases,
in precise Parkinson’s disease. e manuscript submitted explicitly
mentioned the advent of a chemical database and the implementation of
the Chemotheca platform, the networking device especially bene cial
for rushing up the multi-target drug discovery process. In some other
contribution, by using a chemical database was once additionally used
to elevate out the proposed in silico work. Machine mastering strategies
have been utilized in a multi-target trend to distinguish drug and non-
drugs for three one-of-a-kind training of compounds. e potential
to use such equipment for the identi cation of fascinating tendencies
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