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My major criticism is, that the title is overly ambitious and not reflecting the scientific content of the

mini-review (to address what the title reads is far beyond the scope of a mini-review anyway). There

is not enough scientific evidence to support the central role of thrombin in AD pathogenesis and

thrombin inhibitors as major therapeutic drugs. As the authors declare in the cover letter, the

presented findings and hypotheses are not new, and their major input is to link the possible

pathways (see Figure). The Reviewer thinks this complex and poorly understood problem (i.e. AD

pathogenesis) is rather oversimplified in the manuscript and therefore misleading for the non-expert

readers.
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The authors have addressed nicely to the pathogenesis of AD to the link of dysfunction of

neurovascular system. The argument is sound. Nonetheless, such link has been known for a while.

Although the authors have mentioned alterations in hypoxic stress, iron metabolism and thrombin,

I would suggest an in-depth description of a specific novel molecule(s) that is directly involved.

Figure 1 is somewhat difficult to read. Please increase the font size and link every path as a specific

route so that it would be easier to follow. Also, specify the meaning of each color-coded box. This

would be helpful.
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