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Small remark :
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This is, in summary, a detailed and well-written paper about systems psychopharmacology based on
the assumption that pharmacotherapy requires multi-targeted strategies. Importantly, the author
stated that inhibiting crucial targets may easily result in destruction of network integrity and this is,
clearly, a matter of concern. Given this background, it may be useful to target multiple nodes with
low impact on network integrity by drugs with multiple activities or by several drugs. The authors
correctly concluded that joining drug-target networks with target-disease networks using
mathematical instruments may significantly help to develop new therapeutic strategies in long-term
psychiatric disorders. The manuscript is interesting as presented. Therefore, the authors may find
as follows my minor comments/suggestions. First, the “genome-wide association studies (GWAS)”
section is too long as presented and needs to be reduced in length. In my opinion, the author could
present 1-2 Tables in which it’s possible to summarize the most relevant information about the main
topic. Furthermore, more information could be provided about microRNAs and major psychiatric
conditions. It has been clearly demonstrated that microRNAs dys-regulation may be significantly
involved in the pathophysiology of major psychiatric conditions such as major affective disorders
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and suicidal behavior. Specifically, the perturbation of some intracellular mechanisms as well as
impaired assembly, localization, and translational regulation of specific RNA binding proteins may
affect learning and memory, presumably contributing to the pathogenesis of major affective disorders
and perhaps suicidal behavior. I suggest to cite and idscuss the most relevant and modern studies
about this topic. Finally, the manuscript has currently presented does not include the major
limitations/shortcomings about the main topic. Conversely, i believe that this is crucial in order to
enhance the knowledge and interest of the general readership regarding such a complex research
theme.
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