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This commentary refers to ‘Early vascular damage from smoking and alcohol in 
teenage years: the ALSPAC study’, by M. Charakida et al., 345–353. 

We thank Xin et al.1 for their interest in our article. Recall bias could not influence our 
results as the Avon Longitudinal Study of Parents and Children (ALSPAC) is a 
prospective cohort study that recruited participants during their mother’s pregnancy 
in the early 1990s and has followed them since then.2 Here, we examined the 
associations of smoking and alcohol reported at ages 13, 15, and 17, and change in 
these exposures across those ages, with arterial stiffness at age 17. Both the 
prospective nature of the study (which provides stronger evidence than cross-
sectional or retrospective report) and the fact that the participants have no 
knowledge of their arterial stiffness means recall bias is not possible. 

While it is true that there is between-participant variation in alcohol metabolism and 
that can influence alcohol consumption, unless the factors that determine that 
variation in metabolism also independently influence arterial stiffness this would not 
confound our findings. Known genetic variants that have a major influence on alcohol 
metabolism are rare in European populations (ALSPAC participants are largely of 
European ethnicity).3 However, recent Mendelian randomization analyses in a 
Chinese population challenges the assertion made by Xin et al. that moderate 
drinking is protective4; this has also been suggested by a Mendelian randomization 
study in European populations, albeit with weaker genetic instruments.5 

Xin et al. in their final point appear to suggest that were we to explore these 
associations in older adults we would find associations between alcohol intake and 
arterial stiffness that differed between women and men, but they provide no evidence 
for this suggestion and we are not aware of any large well-conducted studies, with 



replication, that show such effect modification by sex. The fact that circulating 
oestrogen may influence cardiovascular disease does not mean that there would be 
a sex difference in the effect of alcohol (or any other risk factor) on cardiovascular 
disease or related outcomes such as arterial stiffness. 

Conflict of interest: none declared. 

References 

1 Xin Y, Li J, Liu X. Does smoking or alcohol cause early vascular damage in teenage 
years?. Eur Heart J  2019;doi:10.1093/eurheartj/ehz600. 

2 Fraser A, Macdonald-Wallis C, Tilling K, Boyd A, Golding J, Davey Smith G, 
Henderson J, Macleod J, Molloy L, Ness A, Ring S, Nelson SM, Lawlor DA. Cohort 
profile: the Avon Longitudinal Study of Parents and Children: ALSPAC mothers 
cohort. Int J Epidemiol  2013;42:97–110. 

3 Clarke TK, Adams MJ, Davies G, Howard DM, Hall LS, Padmanabhan S, Murray 
AD, Smith BH, Campbell A, Hayward C, Porteous DJ, Deary IJ, McIntosh AM. 
Genome-wide association study of alcohol consumption and genetic overlap with 
other health-related traits in UK biobank (N=112117). Mol Psychiatry  2017;22:1376–
1384. 

4 Millwood IY, Walters RG, Mei XW, Guo Y, Yang L, Bian Z, Bennett DA, Chen Y, 
Dong C, Hu R, Zhou G, Yu B, Jia W, Parish S, Clarke R, Davey Smith G, Collins R, 
Holmes MV, Li L, Peto R, Chen Z; China Kadoorie Biobank Collaborative Group. 
Conventional and genetic evidence on alcohol and vascular disease aetiology: a 
prospective study of 500 000 men and women in China. Lancet  2019;393:1831–
1842. 

5 Lawlor DA, Nordestgaard BG, Benn M, Zuccolo L, Tybjaerg-Hansen A, Davey 
Smith G. Exploring causal associations between alcohol and coronary heart disease 
risk factors: findings from a Mendelian randomization study in the Copenhagen 
General Population Study. Eur Heart J  2013;34:2519–2528. 


