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Figure S1. Flow chart of the study population  
a The non-response analysis compared the newborns who were included in the analyses to those who 
participated in Generation R at birth but were not included (n=8555), because either no DNA 
methylation was measured (n=8505), or information on all exposures was missing (n=35), or their 
sibling was included in the analyses (n=15). 
b For the analyses based on Bohlin’s epigenetic clock, we excluded 11 newborns with missing values 
for some of the required CpGs, leaving n=1335 children for analysis. 
c Based on a regular menstrual cycle of 28 ± 4 days and a known date of last menstrual period. For 
the analyses based on Bohlin’s epigenetic clock, we excluded 2 newborns with missing values for 
some of the required CpGs, leaving n=378 children for analysis. 
 
 
 
  

Exclusion:  
Mother-newborn pairs without information on 
at least one exposure variable  
(folate, total or active B12, homocysteine blood 
concentrations) in pregnancy or in cord blood a 

n=35 
  
 
 

Mother-newborn pairs with information on at 
least one exposure variable  
(folate, total or active B12, homocysteine blood 
concentrations) in pregnancy or in cord blood 

n=1361 
 

Live-born newborns and their mothers 
participating in the Generation R Study with 
information on newborn DNA methylation  
n=1396 

Exclusion:  
One sibling of each sibling pair 
n=15 
 
 

Final cohort for analysis after imputation 
 

All participants n=1346 b Subgroup with optimal pregnancy dating n=380 c 

     Early pregnancy:      Early pregnancy:  
Plasma folate: n=1102 Plasma folate: n=347 
Serum total B12: n=1036 Serum total B12: n=330 
Serum active B12: n=774 Serum active B12: n=258 
Plasma homocysteine: n=1087 Plasma homocysteine: n=344 

     Cord blood:       Cord blood:  
Plasma folate: n=1146 Plasma folate: n=329 
Serum total B12: n=1176 Serum total B12: n=337 
Serum active B12: n=1126 Serum active B12: n=324 
Plasma homocysteine: n=1101 Plasma homocysteine: n=319 
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Supplemental Figure 2. Correlation between clinical and DNA methylation gestational age 
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Panels show Spearman’s correlation between gestational age at birth as determined by clinical 
methods (x-axes) and DNA methylation gestational age estimated by Bohlin’s or Knight’s epigenetic 
clock (y-axes) for gestational age.  
Upper left panel: The correlation between clinical and DNA methylation gestational age calculated 
among all n=1335 newborns included in the analyses using Bohlin’s clock.  
Upper right panel: The correlation between clinical and DNA methylation gestational age using 
Bohlin’s clock calculated among n=378 newborns of mothers with optimal pregnancy dating based on 
having a regular menstrual cycle and a known first date of last menstrual period.   
Lower left panel: The correlation between clinical and DNA methylation gestational age calculated 
among all n=1346 newborns included in the analyses using Knight’s clock.  
Lower right panel: The correlation between clinical and DNA methylation gestational age using 
Knight’s clock calculated among n=380 newborns of mothers with optimal pregnancy dating based on 
having a regular menstrual cycle and a known first date of last menstrual period.




