Supplementary Table 4. Impact of mtDNA variability on the phenotypic parameters of CD14+ cells: Results of PERMANOVA
	Group of dependent variables
	Frequency of mtSNV (category)
	R2
	P-value

	Cytokine secretion (Index of stimulation, FC) (IL-1β, IL-6, IL-8, IL-10, MCP-1, TNF-α)
	Whole mtDNA
	Low heteroplasmic
	0.1292
	0.011

	
	
	Intermediate heteroplasmic
	0.1564
	0.003

	
	
	Homoplasmic
	0.1167
	0.016

	
	D-loop
	Low heteroplasmic
	0.1222
	0.020

	
	
	Intermediate heteroplasmic
	0.1298
	0.010

	
	
	Homoplasmic
	0.1178
	0.025

	
	Protein coding
	Low heteroplasmic
	0.1244
	0.014

	
	
	Intermediate heteroplasmic
	0.1400
	0.004

	
	
	Homoplasmic
	0.1172
	0.019

	
	tRNA coding
	Low heteroplasmic
	0.1051
	0.010

	
	
	Intermediate heteroplasmic
	0.1051
	0.010

	
	
	Homoplasmic
	0.1213
	0.013

	
	rRNA coding
	Low heteroplasmic
	0.1288
	0.011

	
	
	Intermediate heteroplasmic
	0.1258
	0.012

	
	
	Homoplasmic
	0.1115
	0.035

	Expression of mitochondrial biogenesis genes TFAM, DRP1, OPA1, MFN2 and NFE2L2
	Whole mtDNA
	Low heteroplasmic
	0.0851
	0.123

	
	
	Intermediate heteroplasmic
	0.1050
	0.049

	
	
	Homoplasmic
	0.1084
	0.034

	
	D-loop
	Low heteroplasmic
	0.0948
	0.071

	
	
	Intermediate heteroplasmic
	0.1060
	0.041

	
	
	Homoplasmic
	0.0980
	0.059

	
	Protein coding
	Low heteroplasmic
	0.0874
	0.116

	
	
	Intermediate heteroplasmic
	0.1097
	0.044

	
	
	Homoplasmic
	0.1150
	0.022

	
	tRNA coding
	Low heteroplasmic
	0.0800
	0.043

	
	
	Intermediate heteroplasmic
	0.0800
	0.043

	
	
	Homoplasmic
	0.1032
	0.042

	
	rRNA coding
	Low heteroplasmic
	0.0881
	0.120

	
	
	Intermediate heteroplasmic
	0.0857
	0.127

	
	
	Homoplasmic
	0.0993
	0.048

	Expression of uncoupling genes UCP2 and ANT2
	Whole mtDNA
	Low heteroplasmic
	0.0154
	0.897

	
	
	Intermediate heteroplasmic
	0.0166
	0.889

	
	
	Homoplasmic
	0.0268
	0.689

	
	D-loop
	Low heteroplasmic
	0.0174
	0.880

	
	
	Intermediate heteroplasmic
	0.0376
	0.439

	
	
	Homoplasmic
	0.0270
	0.666

	
	Protein coding
	Low heteroplasmic
	0.0186
	0.842

	
	
	Intermediate heteroplasmic
	0.0217
	0.778

	
	
	Homoplasmic
	0.0282
	0.662

	
	tRNA coding
	Low heteroplasmic
	0.0093
	0.891

	
	
	Intermediate heteroplasmic
	0.0093
	0.891

	
	
	Homoplasmic
	0.0105
	0.978

	
	rRNA coding
	Low heteroplasmic
	0.0222
	0.753

	
	
	Intermediate heteroplasmic
	0.0149
	0.9080

	
	
	Homoplasmic
	0.0123
	0.958

	Expression of oxidation stress Genes SOD2 and NOX2
	Whole mtDNA
	Low heteroplasmic
	0.0403
	0.424

	
	
	Intermediate heteroplasmic
	0.0426
	0.379

	
	
	Homoplasmic
	0.0340
	0.556

	
	D-loop
	Low heteroplasmic
	0.0545
	0.174

	
	
	Intermediate heteroplasmic
	0.0519
	0.215

	
	
	Homoplasmic
	0.0417
	0.399

	
	Protein coding
	Low heteroplasmic
	0.0405
	0.412

	
	
	Intermediate heteroplasmic
	0.0420
	0.364

	
	
	Homoplasmic
	0.0339
	0.558

	
	tRNA coding
	Low heteroplasmic
	0.0322
	0.293

	
	
	Intermediate heteroplasmic
	0.0322
	0.293

	
	
	Homoplasmic
	0.0504
	0.237

	
	rRNA coding
	Low heteroplasmic
	0.0416
	0.402

	
	
	Intermediate heteroplasmic
	0.0379
	0.488

	
	
	Homoplasmic
	0.0338
	0.539

	Expression of NF-κB System Genes NFKBIA and p65 (RELA)
	Whole mtDNA
	Low heteroplasmic
	0.0455
	0.334

	
	
	Intermediate heteroplasmic
	0.0499
	0.264

	
	
	Homoplasmic
	0.0298
	0.630

	
	D-loop
	Low heteroplasmic
	0.0658
	0.114

	
	
	Intermediate heteroplasmic
	0.0529
	0.220

	
	
	Homoplasmic
	0.0297
	0.631

	
	Protein coding
	Low heteroplasmic
	0.0464
	0.312

	
	
	Intermediate heteroplasmic
	0.0426
	0.394

	
	
	Homoplasmic
	0.0323
	0.554

	
	tRNA coding
	Low heteroplasmic
	0.0277
	0.382

	
	
	Intermediate heteroplasmic
	0.0277
	0.382

	
	
	Homoplasmic
	0.0350
	0.504

	
	rRNA coding
	Low heteroplasmic
	0.0285
	0.653

	
	
	Intermediate heteroplasmic
	0.0394
	0.438

	
	
	Homoplasmic
	0.0292
	0.651


ANOVA, analysis of variance; FC, fold change; IL, interleukin; MCP-1, monocyte chemoattractant protein-1; mtDNA, mitochondrial DNA; mtSNV, mitochondrial single nucleotide variant; rRNA, ribosomal RNA; TNF-α, tumor necrosis factor-alpha; tRNA, transfer RNA.

