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Growth curve of fetal weight in grams
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El Marroun, J Am Acad
Child Adol Psychiat, 2009
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micronutrient involved in repair of the genome,
regulation of gene expression,

amino-acid metabolism,

myelin formation, and

neurotransmitter synthesis
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Behavioural problems, 1.5 years

No Unadjusted Adjusted
OR (95% CI) p-value OR (95% CI) p-value

Supplement use
(first 10 weeks 3067 reference reference
of pregnancy)

No supplement 1147 |28 (2-2,3-4) 0-001 1-4(1-1,1-9) 0-005
use

Adjusted for
Ethnicity, SES, maternal psychopathologymaterna age, smoking, birth weight,

head circumference
Erasmus MC

Roza, Brit J Nutrition, 2009
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Associations of maternal, prenatal folate concentration with child problem behaviour
Folate concentration Internalizing problems (n=3196)
Basic Adjusted<
OR (959% CI) £ OR (959% CI) P
Linear
Folate (nmol/L per SD)  0.82 (0.75,0.90) < 0.001 0.94 (0.85;1.05) 0.26
Dichotormous
Folate > 8.5 nmol/L Reference Reference

Folate = 8.5 nmol/L 1.85(1.42;,2.41) < 0.001 1.39 (1.04;1.86) 0.03
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Folate concentration Externalizing problerms (n=3196)
Basic! Adjusted?
OR (95% CI) P OR (95% CI) P
Linear
Folate, nmol/L (per SD) 0.92 (0.84;1.01) 0.09 1.02 (0.92;1.13) 0.69
Dichotomous
Folate > 8.5 nmol/L Reference Reference
Folate = 8.5 nmol/L 1.25(0.95;166) 0.11 0.96 (0.71;1.30) 0.79

Values are odds ratios from linear and non-linear logistic regression analyses.

OR = Odds ratio

CI = Confidence interval

IModel 1: adjusted for gestational age at venous punction, gender and age child at time of
measurement

“Model 2: model 1, additionally adjusted for maternal national origin, educational level and age,
psychopathology in mid-pregnancy, parity, marital status and pregnancy planning
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Maternal folate and homocysteine concentrations per folic acid supplementation category
Mean folate concentration  Mean homocysteine concentration

(5D} in nmol,/L! (SDY in pmol !
Folic acid supplementation? (n=2860)
Adequate use®
Start preconceptionally (n=1358) 23.8 (0.96) 6.6 (0.24)
Start within first 10 weeks (n=822)  20.2 (0.96) 6.8 (0.24)
Inadequate use
Start after first 10 weeks (n=305) 18,7 (1.02) 7.1(0.26)
Mo use (n=375) 12.0 (D.98) 7.81(0.25)
£< 00017 £< 00017

i Adjusted for gestational age at venous punction, maternal national origin, education and age
¢ Mean gestational age at venous punction = 13.3 weeks

? Based on Dutch recommendations

# Overall P value
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Associations of maternal MTHFR genotype with child problem behaviour

Internalizing problems? Externalizing problems?
MTHFR Genotype? OR (95% CI) P OR (95% CI) P
CC (n=956) Reference Reference
CT (n=930) 0.88 (0.71,1.09) 0.24 0.91(0.73;1.15) 0.43
TT (n=242) 1.02(0.73;1.43) 0.89 1.16 (0.83;1.63) 0.39

OR = Odds ratio

CI = Confidence interval

i Models adjusted for child gender and age at time of measurement
ZMTHFR genotype for wormen of European descent only
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Ghassabian, Pediatric Res, 2011
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Determinants in analyses: TPOAD, yes

in pregnancy

Risk of problem behavior

Mother rating

Father rating

n

OR (95%Cl), p

OR (95%Cl), p

Outcome measures:
Internalizing problems
DSM-oriented subscales
Affective Problems

Anxiety Problems

Externalizing problems
DSM-oriented subscales
Attention Deficit/Hyperactivity

Oppositional Deviant Problems

3015

3139

1.20 (0.78-1.85), 0.40

0.96 (0.51-1.80), 0.90
1.27 (0.74-2.17), 0.39

2648

1.17 (0.73-0.88), 0.50

1.31 (0.66-2.59), 0.44
1.14 (0.61-2.13), 0.69

1.60 (1.08-2.38), 0.02

2623

1.61 (1.04-2.49), 0.03?

1.60 (0.90-2.87), 0.11
1.46 (0.91-2.34), 0.12

1.89 (1.16-3.07), 0.01°
1.36 (0.73-2.52), 0.33°

Independent of TSH levels

Erasmus MC

Ghassabian, Thyroid, in press




Type of maternal thyroid n

Expressive language

Delay at age 18 months

n

Expressive language
Delay at age 30 months

function OR (95% Cl) p OR (95% ClI) D
TSH, per SD 3384 0.91 (0.81;1.03)0.13 2757 0.92 (0.81;1.06) 0.25
FT4, per SD 3409 0.95 (0.83;1.09) 0.43 2779 0.84 (0.71:0.99) 0.04
Mild maternal

hypothyroxinaemia 2736  1.33(0.91;1.94) 0.14 2225 1.47 (1.00;2.17) 0.05
Severe maternal 2736  1.77 (1.10; 2.84) 0.02 2225 1.78 (1. 08; 2. 94) 0.02

hypothyroxinaemia

Henrichs et al; JCEM 2010
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