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This is an interesting and manuscript but this reviewer has some concerns. 1.-One of
the first action described for AGEs in regards to nitric oxide was its nitric oxide
quenching capacity. This activity must be included and discussed in the text. 2.-This
reviewer missed a more extensive discussion on the effect of AGEs on smooth muscle
cells, which are also crucial in CVD. There are many compelling pieces of evidence
supporting the role of AGEs on  Smooth Muscle Cell contractile phenotype and
functions as well as on transdifferentiation to a macrophage-like state, calcification, and
so on. 3.-In regard to the RAGE inhibitors FPS-ZM1, authors must state that this
inhibitor, as described by all suppliers as well as in the patent covering its activity, the
inhibition capacity is described only fo against Ap40, HMGB1 & S100B. and the topic

as stated in the title of this manuscript is limited to the effect of AGEs .
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