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	Protocol Step
	Comment
	Requested Change (highlight in bold)

	
	
	
	

	1.
	Title
	Step says: Cardiac Response to β-Adrenergic Stimulation Determined by Pressure-Volume Loops Analysis


	Please correct to: Cardiac Response to β-Adrenergic Stimulation Determined by Pressure-Volume Loop Analysis



	2.
	Affiliations Bacmeister, L
	Step says: „Universitäres Herz- und Gefäßzentrum UKE Hamburg”
	Please correct to: „Department of Internal Medicine III, University of Heidelberg”

	3.
	Abstract
	Step says: “Here we describe a protocol to determine cardiac function in vivo using pressure-volume-loop measurements”
	Please correct to: “Here we describe a protocol to determine cardiac function in vivo using pressure-volume loop measurements”

	4.
	Introduction
	Says: “Both options are accompanied by advantages and disadvantages that carefully need to be consider for the respective scientific question”
	Correct to: “Both options are accompanied by advantages and disadvantages that carefully need to be considered for the respective scientific question”

	5.
	Introduction 
	Says: “or by pressure overload like aortic banding,which mimics for”
	Correct to: “or by pressure overload like aortic banding, which mimics for”

	6.
	Introduction 
	Says: “of in vivo cardiac function in mice by pressure-volume-loop (PVL)”
	Correct to: “of in vivo cardiac function in mice by pressure-volume loop (PVL)”

	7.
	Introduction 
	Says: “among operators who ideally should be experienced recognizing and visualizing the cardiac structures”
	Correct to: “among operators who ideally should be experienced recognizing and visualizing cardiac structures”

	8.
	Protocol
	Says: “Dissolve 100 mg of Pancuroniumbromide in 100 mL of 0.9%NaCl.”
	Correct to: “Dissolve 100 mg of Pancuroniumbromide in 100 mL of 0.9% NaCl.”

	9.
	Protocol
	Says: “To obtain dilution 3, dilute dilution 1 d 1:10. Finally, obtain”
	Correct to: “To obtain dilution 3, dilute dilution 1 into 1:10. Finally, obtain”

	10.
	Protocol
	Says: “Dissolve 1.5 g of NaCl in 10 mL of double distilled H2O.”
	Correct to: “Dissolve 1.5 g of 0.9% NaCl in 10 mL of double distilled H2O.”

	11.
	Protocol
	Says: “Place a syringe filled with saline on the heating pad and transfer the pressure-volume-loop (PVL)”
	Correct to: “Place a syringe filled with saline on the heating pad and transfer the pressure-volume loop (PVL)”

	12.
	Protocol
	Says: “experimentally determined and the values here are reference for the C57BL6N mouse strain.”
	Correct to: “experimentally determined and the values here are reference for the C57BL6/N mouse strain.”

	13.
	Protocol
	Says: “Rinse the hindlimb with 70%ethanol, incise the left inguinal”
	Correct to: “Rinse the hindlimb with 70% ethanol, incise the left inguinal”

	14.
	Representative results
	Says: “The pressure volume loop (PVL) measurement is a powerful tool to analyze cardiac pharmacodynamics”
	Correct to: “The pressure volume-loop (PVL) measurement is a powerful tool to analyze cardiac pharmacodynamics”

	15.
	Representative results
	Says: “using the results from the WT group and the free available G*Power software 17”
	Correct to: “using the results from the WT group and the free available G*Power software17”

	16.
	Figure 1 (Legend)
	Says: “Figure 1. Anesthesia and Pressure-Volume Loop setup. (A)”
	Correct to: “Figure 1. Anesthesia and pressure-volume loop setup. (A)”

	17.
	Figure 1 (Legend)
	Says: “ECG: Electro cardiogram”
	Correct to: “ECG: Electrocardiogram”

	18.
	Figure 1 (Legend)
	
	Format: Please justify the paragraph, thanks! 

	19.
	Figure 2 (Legend)
	
	Format: Please justify the paragraph, thanks! 

	20.
	Figure 3 (Legend)
	Says: “constant of relaxation Tau (Weiss Equation,18 )”
	Correct to: “constant of relaxation Tau (Weiss Equation18)”

	21.
	Figure 3 (Legend)
	
	Format: Please justify the paragraph, thanks! 

	22.
	Table 1
	Says: “2,475”
	Correct to: “2.475”

	23.
	Table 2
	
	Please use the new corrected Table 2 uploaded as excel

	24.
	Table 2 (Legend)
	Says: “BPM: Beats per minute.”
	Please add at the end/correct: “BPM: Beats per minute; ESPVR: Slope of End-systolic PV-Relationship, insufficient calculation at low intra-ventricular volumes (2.475 and 8.25 ng/min Isoproterenol); EDPVR: End-diastolic PV-Relationship, exponential regression (alpha coefficient).”

	25.
	
	
	

	26.
	Table 3
	Says: “End-distolic volume”
	Correct to: “End-diastolic volume”

	27.
	Table 3
	
	Please use the new corrected Table 3 uploaded as excel since green labelling is missing

	28.
	Discussion
	Says: “However, the accuracy of this method is still under debate5 , 8 , 24 , 25”
	Correct to: “However, the accuracy of this method is still under debate5 , 8 , 24 , 25.”
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