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Association between early life virus infections and later asthma development is independent of virus type
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Results
Analysis restricted to infections in first year of life
Table E1 presents the analysis of virus infections restricted to the first year of life. The study base was slightly increased to 329 children with full follow up for the first year of life and asthma status at age seven. There were fewer cases, but the results were overall similar to the main analysis of virus infections in the first three life years (table 1 in the main manuscript).
Analysis restricted to children with TROLLS and viral/bacteria sampling
Table E2 presents the analysis on a study population reduced to the 220 children having at least one clinical visit with virus or bacteria sampling during the first three life years. 
Interaction with allergic sensitization at age six and infant lung function
290 out of the 313 children (93 %)  were tested for sensitisation at age six by either skin prick test or specific IgE measurement. 58 children (19 %) were sensitized to one or more common allergens. 
308 of the 313 children had an assessment of infant lung function (FEF50). 153 of these had a value below the study mean and 155 had a value above the mean. 
Table E3 presents the potential effect modification of viral infections by sensitization and infant lung function (stratified according to mean population level). There was no significant effect modification by sensitization or infant lung function on the effect of any specific respiratory infection.


Online Table E1. Risk of asthma by age seven in relation to respiratory infections within the first year of life. 
	Explanatory variable
	No. of cases/
No. of controls
	Unadjusted
OR [95% CI];  p-value
	Adjusted for episodes of trolls.
OR [95% CI];  p-value

	RV
	56/273
	2.86 
[1.42 - 5.75]; p=0.003
	0.89 
[0.35 - 2.27]; p=0.81

	RSV
	52/277
	2.82 
[1.38 - 5.77]; p=0.005
	1.26 
[0.54 - 2.91]; p=0.59

	Corona
	26/303
	1.97 
[0.75 - 5.21]; p=0.17
	0.70 
[0.23 - 2.17]; p=0.54

	Other virus
	57/272
	3.15 
[1.58 - 6.28]; p=0.001
	1.20 
[0.50 - 2.86]; p=0.68

	Any virus
	117/212
	2.74 
[1.45 - 5.17]; p=0.002
	0.89 
[0.36 - 2.18]; p=0.79

	Any pathogenic bacteria
	128/201
	2.85
[1.50 - 5.40]; p=0.001
	1.30 
[0.60 - 2.82]; p=0.51

	
	No. of children with and without any episodes (clinic visit)
	
	Adjusted for any virus or bacteriel infection.
OR [95% CI];  p-value

	Episodes of Trolls (ANY)
	163/166
	1.63 [1.34 - 1.99]; p<0.001
	1.63 [1.25 - 2.12]; p=0.0003





Online Table E2. Risk of asthma by age seven in relation to positive respiratory infections within the first three years of life among children with at least one episode of Trolls. 
	Explanatory variable
	No. of cases/
No. of controls
	Unadjusted
OR 
[95% CI];  p-value
	Adjusted for episodes of trolls.
OR [95% CI];  p-value

	RV
	92/136 
	1.82 [0.93 - 3.58]; p=0.081
	0.63 [0.27 - 1.49]; p=0.29

	RSV
	101/127
	1.89 [0.96 - 3.72]; p=0.066
	0.98 [0.45 - 2.11]; p=0.95

	Corona
	59/169
	2.33 [1.15 - 4.72]; p=0.0187
	1.28 [0.58 - 2.86]; p=0.54

	Other virus
	117/111
	2.84 [1.37 - 5.90]; p=0.0049
	1.30 [0.56 - 3.02]; p=0.54

	Any virus
	184/44
	2.60 [0.88 - 7.73]; p=0.0849
	0.95 [0.29 - 3.15]; p=0.93

	Any pathogenic bacteria
	206/220
	5.22 [0.68 - 39.93]; p=0.11
	2.52 [0.32 - 20.04]; p=0.38





Online Table E3. Possible effect modification by infant lung function (infant FEF50) and allergic sensitization on association between viral infections and risk of asthma at age seven.
	
	N
	Variable (exposure)
	Odds Ratio for Asthma Unadjusted
	Odds Ratio for Asthma Adjusted for symptoms burden
	Interaction term 
p-value

	Strata by infant FEF50

	Low
	153
	RV
	2.00 [0.85 - 4.69]; p=0.11
	0.33 [0.09 - 1.17]; p=0.086
	0.29

	High
	155
	RV
	3.15 [1.16 - 8.60]; p=0.025
	1.11 [0.31 - 3.92]; p=0.88
	

	
	
	
	
	
	

	Low
	153
	RSV
	3.79 [1.59 - 9.03]; p=0.002
	1.51 [0.54 - 4.22]; p=0.43
	0.14


	High
	155
	RSV
	1.30 [0.46 - 3.72]; p=0.62
	0.37 [0.10 - 1.40]; p=0.14
	

	
	
	
	
	
	

	Low
	153
	Corona
	1.99 [0.77 - 5.12]; p=0.1536
	0.82 [0.26 - 2.63]; p=0.74
	0.24

	High
	155
	Corona
	5.29 [1.84 - 15.17]; p=0.002
	2.50 [0.75 - 8.33]; p=0.14
	

	
	
	
	
	
	

	Low
	153
	Other virus
	3.48 [1.44 - 8.37]; p=0.0054
	1.42 [0.51 - 3.96]; p=0.50
	0.80


	High
	155
	Other virus
	3.95 [1.43 - 10.93]; p=0.008
	1.18 [0.28 - 5.08]; p=0.82
	

	
	
	
	
	
	

	Low
	153
	Any virus
	3.54 [1.15 - 10.85]; p=0.027
	0.89 [0.22 - 3.51]; p=0.87
	0.86


	High
	155
	Any virus
	3.76 [1.18 - 12.01]; p=0.025
	1.16 [0.25 - 5.37]; p=0.85
	

	
	
	
	
	
	

	Low
	153
	Any pathogenic bacteria 
	7.69 [1.74 - 33.94]; p=0.007
	2.56 [0.50 - 13.14]; p=0.26
	0.45

	High
	155
	Any pathogeneic bacteria 
	3.06 [0.84 - 11.07]; p=0.089
	1.00 [0.22 - 4.64]; p=0.99
	

	
	
	
	
	
	

	Strata by current sensitization (6 year)

	No
	166
	RV
	1.81 [0.77 - 4.23]; p=0.171
	0.41 [0.13 - 1.35]; p=0.143
	0.12

	Yes
	105
	RV
	3.84 [1.30 - 11.35]; p=0.015
	1.10 [0.28 - 4.36]; p=0.892
	

	
	
	
	
	
	

	No
	166
	RSV
	1.98 [0.85 - 4.61]; p=0.11
	0.78 [0.28 - 2.14]; p=0.62
	0.39

	Yes
	105
	RSV
	3.35 [1.17 - 9.58]; p=0.024
	1.00 [0.26 - 3.8]; p=0.99
	

	
	
	
	
	
	

	No
	166
	Corona
	4.86 [1.98 - 11.94]; p<0.001
	2.10 [0.74 - 6.02]; p=0.16
	0.48

	Yes
	105
	Corona
	1.25 [0.31 - 4.98]; p=0.75
	0.87 [0.2 - 3.79]; p=0.85
	

	
	
	
	
	
	

	No
	166
	Other virus
	3.01 [1.25 - 7.23]; p=0.014
	0.89 [0.28 - 2.80]; p=0.84
	0.28

	Yes
	105
	Other virus
	3.90 [1.36 - 11.2]; p=0.012
	1.50 [0.43 - 5.24]; p=0.52
	

	
	
	
	
	
	

	No
	166
	Any virus
	2.56 [0.91 - 7.19]; p=0.075
	0.64 [0.17 - 2.39]; p=0.51
	0.18

	Yes
	105
	Any virus
	5.87 [1.59 - 21.76]; p=0.008
	1.64 [0.30 - 9.03]; p=0.57
	

	
	
	
	
	
	

	No
	166
	Any pathogenic bacteria 
	3.75 [1.07 - 13.14]; p=0.039
	1.16 [0.28 - 4.92]; p=0.84
	0.29


	Yes
	105
	Any pathogeneic bacteria 
	7.47 [1.62 - 34.44]; p=0.01
	2.65 [0.46 - 15.09]; p=0.27
	





