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Compulsory REVISION comments The treatment of brain tumors for children is usually
different than for adults. Mechlorethamine (mustine)
itself is a bifunctional alkylating cytotoxic vesicant.
Eleven variants of mechlorethamine are presented in
this study that possess molecular properties enabling
substantial access to tumors of the central nervous
system.
All twelve compounds (including mechlorethamine)
exhibited zero violations of Rule of 5, indicating
favorable bioavailability.

To me the “theoric” results would be really
interesting both for a pharmacologist and clinician
readers if the authors will show an in vivo validation
of the proposed action: BBB passage and adsorbance.
May be by using a cell line (astrocytes…or CaCo2 cells
for the gut).
Moreover it will be necessary to show  whether: a)
the new compounds have or not toxic actions (MTT
assay?); b) the new twelve compounds have the same
kinetic profile (this could be done by using a
neuroblastoma cell line).

Minor points: revise the bibliography in the text.
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