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Supporting information: 
1. Estimation of the influence of the addition of probes during hybridization step of SIMSISH on the isotopic composition of cells based on calculation
A quick calculation was made to estimate the influence of addition of probes on the isotopic composition of cells during hybridization. An E. coli cell contains between 6800 and 72000 ribosomes [1]. An E. coli cell contains 2.8*10^-13 g of dry matter [2], composed of 47% of carbon [3]. Therefore each E. coli cell contains 1.3*10^-13 g of carbon. Each of the probes we used contains 6 G, 4 T, 2 A and 6 C bases, and one Cy3 dye, i.e. 203 atoms of carbon (6*10+4*10+2*10+6*9+29=203). Considering the highest possible number of ribosomes, if all ribosomes were hybridized, up to 14.6*10^6 atoms of carbon would be introduced in cells with probes (203*72000), i.e. 2.9*10^-16 g of carbon. The maximum amount of carbon introduced with probes during the hybridization would be 0.22 % of the total amount of carbon contained in cells. This theoretical estimation shows that the addition of probes during SIMSISH procedure should not significantly affect the isotopic composition of cells measured with nanoSIMS. 
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Tables: 
Table A. Isotopic composition of E.coli cells measured with EA-IRMS, detailed values 
	Sample
	Percentage of 13C in culture media

	 
	1.10%
	2.08%
	3.06%
	6.00%
	10.89%
	20.68%
	40.26%
	59.84%
	79.42%
	99.00%

	Untreated E.coli cells, assay 1
	1.10%
	2.01%
	2.91%
	5.69%
	10.31%
	19.70%
	38.55%
	57.70%
	77.78%
	97.47%

	Untreated E.coli cells, assay 2
	1.12%
	2.00%
	2.92%
	5.69%
	10.31%
	19.72%
	38.52%
	57.70%
	77.85%
	91.11%

	Fixed E.coli cells, assay 1
	1.10%
	1.98%
	2.87%
	5.54%
	10.05%
	19.10%
	37.32%
	56.48%
	76.27%
	96.00%

	Fixed E.coli cells, assay 2
	1.10%
	1.95%
	2.80%
	5.63%
	10.17%
	19.27%
	37.74%
	56.66%
	76.64%
	95.15%

	Fixed and hybridized E.coli cells, assay 1
	1.10%
	1.99%
	2.88%
	5.59%
	10.11%
	19.39%
	38.01%
	57.24%
	77.24%
	96.63%



Legend: Isotopic composition of untreated, fixed, fixed/hybridized E.coli cells measured with EA-IRMS on dried cells pellets, detailed values

Table B. Isotopic composition of individual untreated E.coli cells measured with nanoSIMS, detailed values 
	Percentage of 13C in culture media

	0.11
	0.21
	0.40
	0.79

	9.58
	18.20
	36.56
	70.02

	9.55
	17.99
	36.40
	71.08

	9.88
	18.10
	36.77
	70.72

	9.71
	18.58
	37.17
	71.11

	9.75
	18.52
	35.66
	71.38

	9.54
	17.88
	35.65
	70.89

	9.93
	18.73
	37.19
	70.66

	9.50
	17.95
	35.91
	70.16

	9.35
	18.76
	35.86
	69.21

	9.81
	17.94
	36.45
	70.07

	9.38
	17.95
	36.00
	70.36

	9.33
	18.11
	35.83
	71.42

	9.27
	18.86
	35.84
	70.86

	9.24
	18.98
	36.49
	71.02

	9.36
	18.44
	35.78
	71.59

	9.31
	18.64
	37.14
	71.05

	9.99
	18.21
	35.68
	70.85

	9.45
	18.53
	36.88
	70.69

	9.61
	18.72
	35.88
	71.24

	9.33
	17.93
	35.92
	70.75

	9.34
	17.82
	35.95
	71.15

	9.49
	17.97
	35.90
	70.71

	9.44
	17.90
	37.90
	70.54

	9.33
	17.77
	36.26
	69.76

	9.37
	17.83
	35.92
	69.73

	9.41
	17.80
	36.30
	70.24

	8.94
	17.93
	36.11
	70.26

	9.39
	17.75
	35.95
	70.33

	9.28
	17.59
	35.40
	72.35

	
	18.13
	35.64
	72.42

	
	17.95
	36.01
	72.41

	
	17.84
	35.73
	72.46

	
	17.84
	35.48
	71.81

	
	17.77
	35.43
	71.53

	
	18.80
	36.13
	73.13

	
	18.04
	35.31
	72.39

	
	18.52
	35.48
	72.80

	
	17.75
	36.65
	72.08

	
	18.81
	35.49
	72.42

	
	17.80
	35.67
	72.89

	
	18.07
	36.57
	72.23

	
	17.92
	36.66
	72.76

	
	18.01
	35.51
	70.49

	
	17.81
	35.72
	72.18

	
	17.86
	35.54
	72.49

	
	17.72
	35.90
	72.11

	
	18.00
	35.74
	70.70

	
	17.95
	35.86
	72.21

	
	17.96
	35.68
	72.39

	
	17.68
	
	72.04

	
	17.98
	
	71.80

	
	17.84
	
	71.99

	
	18.12
	
	72.29

	
	18.76
	
	71.75

	
	17.73
	
	70.58

	
	17.99
	
	71.63

	
	18.17
	
	

	
	17.95
	
	

	
	18.04
	
	

	
	18.07
	
	

	 
	18.78
	 
	 



Legend: Isotopic composition of individual untreated E.coli cells measured with nanoSIMS, detailed values

Table C. Isotopic composition of individual hybridized E.coli cells measured with nanoSIMS, detailed values 
	Percentage of 13C in culture media

	0.11
	0.21
	0.40
	0.79

	9.60
	17.14
	34.68
	70.51

	9.72
	17.13
	35.07
	69.32

	9.46
	17.58
	35.07
	70.80

	9.35
	17.67
	35.41
	70.89

	9.51
	17.85
	35.12
	70.80

	9.38
	17.70
	35.40
	70.72

	9.46
	17.76
	35.40
	71.32

	9.20
	17.76
	35.05
	70.31

	9.63
	17.84
	35.32
	70.05

	9.34
	17.64
	35.09
	70.10

	9.58
	17.83
	34.73
	70.24

	9.12
	17.69
	35.43
	69.32

	9.23
	17.80
	35.30
	70.48

	9.56
	18.04
	35.34
	70.32

	9.40
	17.66
	35.61
	70.09

	8.98
	17.73
	35.75
	69.91

	9.56
	17.62
	34.53
	70.26

	9.18
	17.51
	35.73
	70.53

	9.31
	17.61
	35.62
	71.01

	9.39
	17.68
	34.64
	70.35

	9.29
	17.51
	34.85
	70.91

	9.41
	17.44
	35.06
	70.01

	9.44
	17.19
	35.13
	70.88

	9.19
	17.79
	35.05
	70.64

	9.42
	17.49
	35.27
	70.98

	9.26
	17.96
	35.18
	70.03

	8.93
	17.83
	34.86
	70.41

	9.22
	17.86
	35.02
	70.50

	9.36
	17.84
	35.32
	70.29

	9.31
	17.59
	35.40
	70.75

	9.30
	17.73
	34.98
	70.32

	9.11
	17.77
	34.64
	69.43

	
	17.86
	35.27
	70.39

	
	17.49
	
	70.09

	
	17.72
	
	68.90

	
	18.06
	
	69.94

	
	17.66
	
	71.37

	
	17.81
	
	70.69

	
	17.97
	
	71.83

	
	17.05
	
	72.43

	
	17.68
	
	71.57

	
	
	
	72.34

	
	
	
	72.23

	
	
	
	72.25

	
	
	
	71.25

	
	
	
	71.90

	
	
	
	72.65

	
	
	
	72.17

	
	
	
	72.20

	
	
	
	71.95

	
	
	
	72.09

	
	
	
	72.31

	
	
	
	72.61

	
	
	
	71.95

	
	
	
	71.94

	
	
	
	71.67

	
	
	
	72.01

	
	
	
	71.05

	
	
	
	71.56

	
	
	
	70.95

	
	
	
	72.23

	 
	 
	 
	71.87



Legend: Isotopic composition of individual hybridized E.coli cells measured with nanoSIMS, detailed values


