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ALSPAC - Description of study numbers
ALSPAC recruited 14,541 pregnant women resident in Avon, UK with expected dates of delivery 1st April 1991 to 31st December 1992. 14,541 is the initial number of pregnancies for which the mother enrolled in the ALSPAC study and had either returned at least one questionnaire or attended a “Children in Focus” clinic by 19/07/99. Of these initial pregnancies, there were a total of 14,676 fetuses, resulting in 14,062 live births and 13,988 children who were alive at 1 year of age. 
Please note that the study website contains details of all the data that is available through a fully searchable data dictionary" and reference the following webpage:
http://www.bris.ac.uk/alspac/researchers/data-access/data-dictionary/

Ethical approval for the study was obtained from the ALSPAC Ethics and Law Committee and the Local Research Ethics Committees. 

Supplementary Table 1: Degree of missingness in baseline variables of study population (N = 180,549)

	Variable
	Number and % missing

	
	N
	%

	Paternal age
	18,948
	10.5

	Maternal age
	662
	0.4

	Maternal education ≥ 12 years
	6,999
	3.9

	Any maternal smoking
	64,685
	35.8

	Birth-order
	11,711
	6.5

	Later born
	2,066
	1.1

	Birth weight
	732
	0.4

	Sex of child
	0
	0.0



Supplementary Table 2- Interaction models with birth weight (continuous, in kg) and paternal age (continuous, in years) for association between childhood cancer risk and birth order (later-born vs. first- born)

	Cox proportional hazard models
	Coefficient
	Standard
error
	t
	P>|t|
	Coefficient
95% CI

	Model 1: Later born and continuous birth weight main effects and interaction
	
	
	
	
	
	

	Later-born
	-2.390
	0.937
	-2.550
	0.011
	-4.227
	-0.552

	Birth weight
	-0.027
	0.202
	-0.140
	0.893
	-0.423
	0.368

	Later-born by birth weight interaction
	0.592
	0.263
	2.250
	0.024
	0.077
	1.107

	Model 2: Later-born and paternal age main effects and interaction
	
	
	
	
	
	

	Later-born
	1.266
	0.833
	1.520
	0.128
	-0.366
	2.898

	Paternal age
	0.021
	0.020
	1.020
	0.305
	-0.019
	0.061

	Later-born by paternal age  interaction
	-0.048
	0.026
	-1.830
	0.067
	-0.100
	0.003

	Model 3: Later-born , birth weight and paternal age main effects and interactions
	
	
	
	
	
	

	Later-born
	-0.799
	1.193
	-0.670
	0.503
	-3.137
	1.538

	Birth weight 
	-0.042
	0.201
	-0.210
	0.835
	-0.435
	0.352

	Paternal age
	0.025
	0.020
	1.250
	0.210
	-0.014
	0.065

	Later-born by  birth weight interaction
	0.642
	0.263
	2.440
	0.015
	0.126
	1.158

	Later-born by paternal age  interaction
	-0.056
	0.026
	-2.130
	0.033
	-0.108
	-0.005






Supplementary Figure 1. Hazard ratios (●) and 95% confidence interval for successive birth order (N = 180,549).  Panel A shows unadjusted leukemia, panel B shows unadjusted acute lymphoblastic leukemia (ALL), panel C shows adjusted leukemia, and panel D shows adjusted ALL.  Hazard ratios in panels C and D are adjusted for sex of child, continuous birth weight, continuous maternal age, and maternal secondary education (yes vs. no).
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P-values for linear trend in birth order hazard ratios
  	
Panel A = 		0.047		
Panel B = 		0.055		
Panel C = 		0.105		
Panel D = 		0.093		
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[bookmark: _GoBack]Supplementary Figure 2. Hazard ratios (●) and 95% confidence interval for successive birth order (N = 112,943)  adjusted for sex of child, continuous gestational age and continuous birth weight. Panel A shows leukemia (P for linear trend=0.131) and panel B shows acute lymphoblastic leukemia (ALL) (P for linear trend=0.079)
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