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	Protocol Step
	Comment
	Requested Change (highlight in bold)

	Example
	Abstract
	The rate of reactivity
	Please correct to “amount of reactivity”

	1.
	Abstract
	primary function of the endothelial cells.
	primary function of endothelial

	2.
	Abstract
	require magnetic resonance imaging centers and require technical expertise.
	and require magnetic resonance imaging centers and technical expertise.

	3.
	Abstract
	that offers a non-invasive, accurate, portable, and cost-effective method of mapping cortical CVR and associated microvasculature dysfunction,
	that offers a non-invasive, accurate, portable, and cost-effective method of mapping cortical CVR and associated microvasculature function,

	4.
	1.1
	Inflate a 200 L Douglas bag (Item #1) with a pre-mixed canister of medical-grade gas which comprises of 5% carbon dioxide, 21% oxygen, and 74% nitrogen until full
	Inflate until full a 200 L Douglas bag (Item #1) with a pre-mixed canister of medical-grade gas which is comprised of 5%carbon dioxide, 21% oxygen, and 74% nitrogen

	5.
	2.1
	Ask the participant to sit on the chair and to make themselves comfortable while setting up the devices. Turn the fNIRS system on.
	Ask the participant to sit on a chair and to make themselves comfortable while setting up the devices. Turn the fNIRS system on.

	6.
	Representative results
	pre-existing disabling disorders or pregnancy.
	pre-existing disabling neurological or psychiatric disorders or pregnancy.

	7.
	Representative results
	CVR is mostly measured in humans by 2 different techniques.
	CVR is most commonly measured in humans by 2 different techniques:

	8.
	Representative results
	Cerebrovascular using hypercapnia measures changes of blood flow across the brain with fNIRS, as opposed to a cognitive task which would only allow for detection of changes in blood flow in the motor cortex
	CVR using hypercapnia measures changes of blood flow across the brain with fNIRS, as opposed to a cognitive task which would only allow for detection of changes in a specific region of interest

	9.
	Representative results
	In Alzheimer’s disease, early evidence of cerebrovascular reactivity deficits is detectable
	In Alzheimer’s disease, early evidence of CVR deficits is detectable

	10.
	Representative results
	one endophenotype of TBI29 where endothelial cells are disrupted and lead to cerebrovascular pathology. Clinical trials measuring an intervention with a pharmacodynamic biomarker for vascular injury will need to assess CVR with fMRI or fNIRS to provide information on proof of mechanism
	one endophenotype of TBI29 in which endothelial cells are injured and lead to cerebrovascular pathology. Clinical trials targeting vascular injury can assess CVR via fMRI or fNIRS as a pharmacodynamic biomarker to provide information on proof of mechanism.
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