Supplementary Digital Content

Supplementary Digital Content Table 1: Correlations between baseline HRV indices and the LPS-induced peak cytokine levels.

	HRV measure
	Correlation coefficient (Pearson r)

	
	log TNF-α
	log IL-6
	log IL-10
	log IL-1RA

	log SDNN (ms)
	0.149
	0.140
	-0.128
	0.033

	log r-MSSD (ms) 
	0.108
	0.091
	-0.224
	-0.032

	pNN50 (%)
	-0.005
	-0.024
	-0.266
	-0.040

	log LF (ms2)
	0.063
	-0.002
	-0.244
	-0.089

	log HF (ms2)
	0.019
	0.003
	-0.244
	-0.013

	log total (ms2)
	0.062
	0.000
	-0.234
	0.017

	log LF/HF (AU)
	0.034
	-0.008
	0.166
	-0.072

	LFnu (AU)
	0.081
	0.025
	0.150
	-0.022

	HFnu (AU)
	0.034
	-0.017
	-0.186
	0.084


Baseline HRV indices were calculated at t=0, just prior to LPS administration. ms indicates milliseconds. AU indicates arbitrary units. n=40 subjects. p-values are not reported since none of the listed correlations was statistically significant. 

Supplementary Digital Content Table 2: Correlations between LPS-induced peak cytokine levels and LPS-induced maximum/minimum levels of HRV indices.

	HRV measure
	Correlation coefficient (Pearson r)

	
	log SDNN (ms)
	log r-MSSD (ms) 
	pNN50 (%)
	log LF (ms2)
	log HF (ms2)
	log total (ms2)
	log LF/HF (AU)
	LFnu (AU)
	HFnu (AU)

	
	
	
	
	
	
	
	
	
	

	log TNF-α
	0.062
	-0.032
	-0.053
	0.011
	-0.079
	0.051
	0.104
	0.133
	-0.126

	log IL-6
	0.123
	0.109
	0.014
	0.122
	0.032
	0.116
	0.120
	0.136
	-0.154

	log IL-10
	0.043
	-0.102
	-0.196
	-0.095
	-0.104
	-0.063
	-0.074
	-0.099
	0.118

	log IL-1RA
	0.306
	0.244
	0.161
	0.297
	0.215
	0.252
	0.105
	0.117
	-0.139


LPS administration resulted in a decrease in SDNN, r-MSSD, pNN50%, LF, HF, total (minimum values at t=4) and HFnu (minimum value at t=3). LPS administration resulted in an increase in LF/HF and LFnu (maximum values at t=3). ms indicates milliseconds. AU indicates arbitrary units. n=40 subjects. p-values are not reported since none of the listed correlations were statistically significant.

Supplementary Digital Content Table 3: Correlations between LPS-induced cytokine response and LPS-induced maximum/minimum levels of HRV indices.

	HRV measure
	Correlation coefficient (Pearson r)

	
	log SDNN (ms)
	log r-MSSD (ms) 
	pNN50 (%)
	log LF (ms2)
	log HF (ms2)
	log total (ms2)
	log LF/HF (AU)
	LFnu (AU)
	HFnu (AU)

	
	
	
	
	
	
	
	
	
	

	log TNF-α
	0.089
	-0.016
	-0.014
	0.026
	-0.065
	0.096
	0.028
	0.006
	-0.045

	log IL-6
	0.008
	0.007
	-0.010
	-0.023
	-0.101
	-0.015
	0.089
	0.093
	-0.127

	log IL-10
	-0.040
	-0.140
	-0.189
	-0.140
	-0.172
	-0.128
	0.019
	-0.018
	-0.007

	log IL-1RA
	0.261
	0.211
	0.138
	0.268
	0.184
	0.230
	0.175
	0.183
	-0.215


Cytokine response is defined as the Area Under Curve (expressed in log pg/mL.hr) of plasma cytokine concentrations over time. LPS administration resulted in a decrease in SDNN, r-MSSD, pNN50%, LF, HF, total (minimum values at t=4) and HFnu (minimum value at t=3). LPS administration resulted in an increase in LF/HF and LFnu (maximum values at t=3). ms indicates milliseconds. AU indicates arbitrary units. n=40 subjects. p-values are not reported since none of the listed correlations were statistically significant.

Supplementary Digital Content Table 4: Correlations between LPS-induced peak cytokine levels and alterations in HRV indices.

	HRV measure
	Correlation coefficient (Pearson r)

	
	log SDNN (ms)
	log r-MSSD (ms) 
	pNN50 (%)
	log LF (ms2)
	log HF (ms2)
	log total (ms2)
	log LF/HF (AU)
	LFnu (AU)
	HFnu (AU)

	
	
	
	
	
	
	
	
	
	

	log TNF-α
	-0.035
	-0.144
	-0.025
	-0.043
	-0.084
	0.019
	0.004
	-0.019
	-0.007

	log IL-6
	-0.019
	-0.023
	-0.005
	0.059
	-0.020
	0.056
	0.082
	0.051
	-0.057

	log IL-10
	0.184
	0.187
	0.281
	0.104
	0.204
	0.170
	-0.247
	-0.222
	0.280

	log IL-1RA
	0.242
	0.209
	0.038
	0.333*
	0.218
	0.203
	.0175
	0.106
	-0.181


LPS-induced HRV alterations were defined as the slope of increase/decrease of the interval between baseline (t=0, just prior to LPS administration) and the LPS-induced maximum/minimum value. LPS administration resulted in a decrease in SDNN, r-MSSD, pNN50%, LF, HF, total (minimum values at t=4) and HFnu (minimum value at t=3). LPS administration resulted in an increase in LF/HF and LFnu (maximum values at t=3). ms indicates milliseconds. AU indicates arbitrary units. n=40 subjects. * indicates p=0.036.

Legends to Supplementary Digital Content Figures
Supplementary Digital Content Figure 1: HRV indices during human endotoxemia. Data are expressed as mean ± SEM of 40 subjects. ms indicates milliseconds. p-values were calculated by one-way ANOVA. 

Supplementary Digital Content Figure 2: HRV indices during human endotoxemia of subjects who received LPS on two separate occasions (visit 1 and visit 2) with an interval of approximately two weeks. Data are expressed as mean ± SEM. n= 12 subjects. ms indicates milliseconds; AU indicates arbitrary units. p-values were calculated by two-way ANOVA (interaction term).
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