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The author addressed some of my previous concerns but some major ones still require
attention as suggested below -

Some affirmations need to be substantiated with relevant publication in the field in the body of the
paper (e.g. “Disruption of the insulin- ligand -initiated receptor signal transduction is currently the
cause espoused”). In other circumstances, it is not clear if the statements are part of the author's
opinion or hypothesis.

For clarity and connection to the proposed hypothesis, some issues should be addressed and
substantiated with the literature (e.g. Subheadings for Physiological and abnormal energy
metabolism, carbohydrate metabolism x fat metabolism and insulin receptor disulfide bonds, DM2
and change in the energy metabolism)

Would the proposed hypothesis better stated as follows (using your own statements
expressed in the conclusions of the paper)?

“The insulin receptor can effect conformational, auto- phosphorylation and signal transduction
functions when it is in tetrameric holo-enzyme form. For this, the disulfide bond formation is an
essential pre-requisite. Under physiological conditions of carbohydrate metabolism as a source of
energy, disulfide bond formation occurs normally. But when energy metabolism switches to B-
oxidation of fats, disruption of disulfide bond formation of the insulin receptor occurs, leading to
insulin resistance in DM2.”
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For insulin signal transduction to occur downstream, the insulin receptor

Hyperglycemia, in presence_the of high levels...

It's two dimensional
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