
Title Prenatal maternal stress and risk of neurodevelopmental
disorders in the offspring: a systematic review and meta-analysis

Authors Manzari, Nicla;Matvienko-Sikar, Karen;Baldoni, Franco;O'Keeffe,
Gerard W.;Khashan, Ali S.

Publication date 2019-07-20

Original Citation Manzari, N., Matvienko-Sikar, K., Baldoni, F., O'Keeffe, G. W.
and Khashan, A. S. (2019) 'Prenatal maternal stress and risk
of neurodevelopmental disorders in the offspring: a systematic
review and meta-analysis', Social Psychiatry and Psychiatric
Epidemiology, 54(11), pp.1299-1309. https://doi.org/10.1007/
s00127-019-01745-3

Type of publication Article (peer-reviewed)

Link to publisher's
version

10.1007/s00127-019-01745-3

Rights © 2019, Springer-Verlag GmbH Germany, part of Springer Nature.
This is a post-peer-review, pre-copyedit version of an article
published in Social Psychiatry and Psychiatric Epidemiology.
The final authenticated version is available online at: http://
dx.doi.org/10.1007/s00127-019-01745-3

Download date 2026-08-26 20:39:52

Item downloaded
from

https://hdl.handle.net/10468/8296

https://hdl.handle.net/10468/8296


 1 

Prenatal maternal stress and risk of neurodevelopmental disorders in the 

offspring: a systematic review and meta-analysis. 
Nicla Manzaria,b, Karen Matvienko-Sikarc, Franco Baldonia, Gerard W. O’Keeffed#,  

Ali S Khashanb,c# 
 

a Department of Psychology, University of Bologna, Bologna, Italy 

b The Irish Centre for Fetal and Neonatal Translational Research (INFANT), Cork University Cork, 

Cork, Ireland 

c School of Public Health, University College Cork, Cork, Ireland 

d Department of Anatomy and Neuroscience and Cork Neuroscience Centre, University College 

Cork, Cork, Ireland. 

 

#These authors contributed equally. 

 

Address correspondence to: 

Dr. Ali S. Khashan 

Room 4.11, Western Gateway Building, Western Road, University College Cork, Cork, Ireland.  

Email: a.khashan@ucc.ie 

Telephone: 00353214205565 

 

or   

 

Dr. Gerard W. O’Keeffe 

Room 4.119, Western Gateway Building, Western Road, University College Cork, Cork, Ireland.  

Email: g.okeeffe@ucc.ie 

Telephone: 00353214205570 

 

 

mailto:a.khashan@ucc.ie
mailto:g.okeeffe@ucc.ie


 2 

ABSTRACT 

Purpose: Exposure to prenatal stress has been reported to affect the risk of adverse 

neurodevelopmental outcomes in the offspring, however there is currently no clear consensus. The 

aim of this systematic review and meta-analysis was to examine the existing literature on the 

association between prenatal stress and autism spectrum disorder (ASD) and attention-deficit 

hyperactivity disorder (ADHD) in the offspring.  

Methods: Based on a registered protocol, we searched several electronic databases for articles in 

accordance with a detailed search strategy. We performed this study following the Preferred 

Reporting Items for Systematic reviews and Meta-Analyses (PRISMA).  

Results: Prenatal stress was significantly associated with an increased risk of both ASD (pooled 

OR=1.64, [95% CI=1.15–2.34]; I2=90%; 15 articles) and ADHD (pooled OR=1.72, [95% CI=1.27-

2.34]; I2=85%; 12 articles).  

Conclusions: This study suggests that prenatal stress may be associated with ASD and ADHD, 

however several limitations in the reviewed literature should be noted including significant 

heterogeneity and there is a need for carefully controlled future studies in this area. 

 

Keywords: Autism spectrum disorder, attention-deficit/hyperactivity disorder, prenatal maternal 

stress, pregnancy, mental health. 
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INTRODUCTION 

Prenatal maternal stress is a low or negative state of well-being in pregnancy [1]. “Stress” in this 

context includes negative life events, anxiety and depressive symptoms. Feelings of stress, anxiety 

and depression are distinct though highly correlated constructs, all belonging to the domain of 

negative emotions. The prevalence of depression, anxiety, and stress in pregnancy has been 

estimated at 12%, 28% and 31% respectively [2]. These have been suggested to influence 

neurobehavioral outcomes in exposed offspring [3,4]. 

Autism spectrum disorder (ASD) and Attention-deficit/hyperactivity disorder (ADHD) are two of 

the most common neurodevelopmental disorders. ASD has a prevalence of 1.7% [5] and is 

characterized social deficits, impaired communication, and stereotyped and repetitive behaviours 

[6,7].  ADHD has a prevalence of 5.3%, that is characterized by inattention, hyperactivity and 

impulsivity behaviour [8]. While genetics is crucial in their aetiology [9,10], a population-based 

Swedish study has estimated the environmental variance for ASD at 17% [11]. In addition, ADHD 

heritability has been reported at 70-80%, suggesting that environmental exposures may also play a 

role [12,13]. 

There is a growing literature examining the association between prenatal maternal stress and risk of 

ASD and ADHD in the offspring [14-16]. For example, large population-based studies have 

reported significant associations between prenatal exposure to bereavement and increased risk of 

ASD [15,17] and ADHD [18]. Others have reported that antenatal depressive symptoms were 

related to an increased risk of ADHD [19]. Moreover some studies have also attempted to 

understand the influence of gestational age of exposure [20,21]. For example, two population-based 

Danish studies reported an increased risk of ASD and ADHD in children following maternal 

exposure to bereavement in the third trimester [15,18]. Therefore, evaluating the timing of the 

prenatal stressor is important, because trimester-specific associations may increase the probability 

of a causal association [22]. However, there are inconsistencies in the literature, with some studies 

finding no association between prenatal maternal stress and ASD and ADHD risk [23,24]. 

Moreover for those studies that have reported an association, there is no clear consensus on the 

critical gestational period [17,25,26].  

Therefore the aim of this systematic review and meta-analysis was to examine the association 

between prenatal maternal stress and ASD or ADHD risk in the offspring using available data from 

the published literature. 
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METHODS  

Protocol and search strategy 

The study protocol was registered on PROSPERO (CDR42018084222) and subsequently published 

[27]. The prenatal stress exposure was defined as a psychological or environmental stress such as 

stressful life events, maternal bereavement, anxiety or depressive symptoms, traumatic events and 

natural disasters. The outcome measures are ASD or ADHD that could be, for example, based on 

medical records or parent reporting. In accordance with the Preferred Reporting Items for 

Systematic reviews and Meta-Analysis (PRISMA) [28], a systematic literature search in PubMed, 

PsycINFO, Web of Science, EMBASE and SCOPUS was conducted by the first author (NM) from 

inception until March 24th, 2018.  

Observational studies (cohort studies and case-control studies) evaluating the association between 

prenatal maternal stress and the risk of ASD or ADHD at any time before or during pregnancy or in 

any particular trimester were considered for inclusion. Cross-sectional study design was included in 

the search strategy for completeness and to ensure all relevant cohort studies are identified. The 

principles of the Boolean logic (AND, OR, or NOT) were used to combine search terms related to 

the exposure (prenatal stress) and the outcomes (ASD and ADHD) and using Medical Subject 

Headings as follows: (Prenatal OR Antenatal OR Pregnant) AND (Stress) OR (Distress) OR 

(Anxiety) OR (Bereavement) AND (Offspring OR Child) AND (Autism spectrum disorder) OR 

(Attention deficit/hyperactivity disorder). The detailed search strategy is presented in the 

supplementary Appendix 1. The literature search was not limited to humans although only human 

studies were included in the review and there was no language restriction. The authors hand-

checked the bibliographies of included studies for further potentially eligible studies. 

Study selection 

Two investigators (NM and GWOK) independently screened the titles and abstracts for all articles, 

in order to identify potentially eligible studies. Titles and abstracts obtained from each database 

were stored and managed in Endnote Reference Manager X8© and duplicates were excluded using 

the Endnote function “remove duplicates”. The two investigators independently examined the full 

texts of potentially relevant articles. 

Data extraction 

Two investigators (NM and FB) extracted data using a standardised data extraction form. Extracted 

data included author, year of publication, study design, study outcome, exposure (exposure type, 

timing and duration), offspring gender, data sources, sample size, definition of the outcome used, 



 5 

exclusion criteria, crude and adjusted estimates (if reported, including the RR, OR, HR and 95% 

CI). Authors of 3 studies [29-31] were contacted for further data, with a reply obtained only from 

one [31]. 

Bias and quality assessment 

Included studies were critically appraised by two investigators independently (NM and KMS) using 

the Cochrane collaboration’s tool for observational studies [32], which considers six domains: 

selection bias, exposure, outcome measurement, statistical analysis, study attrition and confounding. 

Each study was classified as having a high, moderate, low, minimal or not reported risk of bias for 

each domain. Then, each study was rated as having high, moderate or low risk of bias, according to 

the total of the six domains. For example, those with all six domains rated as minimal or low were 

classified as low-risk bias studies. 

Disagreements regarding study eligibility, data extraction or risk of bias assessment were resolved 

by discussion with another investigator (ASK). 

Statistical analysis 

All statistical analyses were performed using Review Manager software (Cochrane Collaboration 

Software, RevMan 5.3). Random-effects models using the generic inverse variance method were 

performed to calculate the pooled odds ratio (OR) estimates and 95% CIs of the association 

between prenatal stress and the risk of ASD and ADHD. The analyses were performed for ASD and 

ADHD separately including all the eligible studies identified in the systematic review. The crude 

and adjusted pooled estimates were displayed using forest plots. The adjusted pooled estimates were 

based on the adjusted estimates as defined in each included study. Furthermore, a sensitivity 

analysis was performed including studies that reported both crude and adjusted estimates. Statistical 

heterogeneity was assessed using the I2 statistic and the alpha of 0.05 for statistical significance, 

according to the Cochrane Handbook for Systematic Reviews threshold recommendations [32].   

The following a priori subgroup analyses were performed when relevant data were available: 1) for 

timing of stress exposure (e.g. first trimester vs second trimester vs. third trimester); 2) according to 

gender (male vs female); 3) according to different type of stress (objective vs subjective stress); 4) 

according to study design (cohort vs case-control); and 5) according to study quality (minimal/low 

vs moderate/high). 

Another subgroup analysis considering only the studies that investigated the association between 

antenatal depressive or anxiety feelings and the risk of ASD and ADHD was performed as post-hoc 

analysis. 
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The likelihood of publication bias was examined using a funnel plot of the pooled OR and standard 

error (SE). The Egger test was performed in order to obtain the p-value of the asymmetry of the 

funnel plot using the Comprehensive Meta-Analysis. Publication bias was examined when 10 or 

more studies were included in the meta-analysis. Moreover, the trim and fill method, with the aim 

of identifying potentially missing studies and correct for funnel plot asymmetry arising from 

publication bias was performed as a post-hoc analysis. 

Ethical considerations 

This systematic review and meta-analysis does not contain any studies with human participants or 

animals performed by any of the authors and as such ethical approval was not required. 
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RESULTS  

Search results and study characteristics 

The systematic literature search produced 511 unique results on prenatal stress and ASD after 

removing the duplicates, of which 22 studies were considered potentially relevant and the full text 

was obtained (Figure 1A). Following reviewing the full text of the 22 articles, nine were excluded 

because they did not meet the inclusion criteria (reasons for exclusion are reported in Figure 1A), 

resulting in 13 eligible studies. After reviewing the reference lists of eligible studies, we obtained 

two further studies [33,34], therefore a total of 15 studies were included (Figure 1A). A similar 

approach resulted in 12 eligible articles on ADHD (Figure 1B). Were unable to obtain the full text 

of a Chinese study although we sent the corresponding author two emails [35]. The hand-search of 

the reference lists of eligible studies did not yield additional studies. The characteristics of the 

included studies for ASD and ADHD are reported in Table S1 and Table S2 in the supplementary 

file. The oldest study was published in 1990 [36] and the most recent studies in 2016 [37,33,19]. 

For ASD we found eleven case-control studies and four cohort studies, while for ADHD we found 

seven case-control studies and five cohort studies. 

Results of the Meta-analyses 
 
ASD: Primary Analysis 
  
Fifteen studies [38,15,39,40,37,41,26,17,23,25,19,33,42,36,34] reported the OR,  HR or RR with 

95% CI or the raw data that enabled the calculation of the OR. One study [23] used two cohorts 

from Sweden and England and we considered them as two separate studies for the purposes of the 

meta-analysis. Moreover, for another study [26] we included two estimates: we used the less 

exposed group as a reference group, comparing it with the higher exposed (Kinney, 2008a) and 

moderate exposed (Kinney, 2008b) groups.  The overall meta-analysis was based on 17 estimates 

suggesting a significant association between prenatal stress and ASD (crude OR=1.65, [95% CI: 

1.31-2.09]; I2=86%). The meta-analysis including the studies that reported adjusted estimates 

[15,40,41,39,17,23,25,34] (nine estimates) showed a similar result (OR=1.64, [95% CI:1.15-2.34]; 

I2=90%). When the meta-analysis was restricted to adjusted estimates, a statistically significant OR 

(OR=3.59, [95% CI:2.02-6.38], I2=65%) was returned for case-control studies [40,41,39,34], but 

there was no evidence of an association in the cohort studies (OR=1.06, [95% CI:0.91-1.24], 

I2=43%) [15,17,23,25]. The test for subgroup differences between cohort and case-control studies 

was statistically significant (p=0.001; I2=93.7%).  
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In an analysis that included the nine studies which reported both the crude and the adjusted 

estimates, the results were largely unchanged (Figure S1 in the supplementary). However, three 

studies [41,39,34] made an adjustment for unclear or limited number of potential confounders 

(socioeconomic factors, such as family income[39]; living close to an industry, age and sex of the 

child, previous childhood infection [41]; paternal age at delivery, gender and birth year [34], and the 

exclusion of those studies from the adjusted model resulted in a lower OR (OR= 1.12, [95% CI: 

0.93-1.34]).  

 

ADHD: Primary Analysis 
 
Twelve studies [43,30,44,16,19,45-47,33,29,15,18] evaluating the association between prenatal 

stress and the risk of ADHD were included in the meta-analysis. One study [44] reported two 

separate estimates for the inattentive (ADHD-I) and the combined (ADHD-C) ADHD subtypes, that 

are reported separately in the meta-analysis. The crude meta-analysis was based on twelve estimates 

and indicated that prenatal stress was significantly associated with ADHD (OR=2.69, [95% CI= 

1.85-3.91]; I2=80%). The meta-analysis including the adjusted estimates [45,29,30,46,44,15,18] 

(eight estimates) showed lower but still statistically significant association (OR=1.72, [95% CI= 

1.27-2.34]; Figure 3). The results were similar for case-control studies [43,46,33,44,47,19] 

(OR=2.70, [95% CI (2.04 – 3.58], I2=17%) and cohort studies [15,45,30,16,18] (OR=2.47, [95% 

CI: 1.33–4.60], I2=84%). 

 

The adjusted results from four cohort studies [15,45,30,18] (OR=2.00, [95% CI: 1.12–3.59], 

I2=82%) and four case-control studies [29,46,44] (OR=1.96, [95% CI (0.95 – 4.04], I2=84%) were 

similar. When considering only the studies which reported both the crude and the adjusted 

estimates, the results were similar (Figure S2). Although several studies reported adjusted estimates 

on prenatal stress and ADHD, the majority adjusted for 1-3 potential confounders such as child 

gender [46], child age, sex and socio-economic status [45], anxiety before birth [30], preterm 

delivery and intensive care [44]. After excluding these studies [45,30,46,44,29] only two studies 

[15,18] remained in the adjusted meta-analysis (OR= 1.37 [95% CI: 0.99-1.91], I2=54%). 

 

 
Additional pre-specified subgroup analyses on ASD 
 
Subgroup analyses were conducted on adjusted estimates and are presented in Table 1. 
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The type of stress subgroup analysis resulted in a significant association for the subjective stress 

subgroup [40,41,39,34] but not for objective stress subgroup [15,17,23,25] . It should be noted, 

however, that all the studies which used subjective measures of stress were case-control studies. 

Moreover, a post-hoc meta-analysis of three case-control studies [41,39,34] which investigated the 

association between prenatal depressive symptoms and ASD, found an almost five-fold increased 

odds of ASD. We found a significant association between prenatal stress and ASD in studies where 

ASD was based on ICD or DSM codes [15,41,17,23,34], studies using rating scales [40,39,25] 

resulted in a larger but statistically non-significant association. Only two studies [17,15] performed 

separate analyses for each trimester of pregnancy resulting in a significant association between 

stress in the third trimester and ASD. Five studies [15,17,23,25,34] (six estimates) were considered 

having low risk of bias showed no association between prenatal stress and ASD while three studies 

[41,40,39] were considered having moderate risk of bias resulting in a three-fold increased odds of 

ASD. Only two studies [15,17] assessed the effect of stress in boys and girls separately, and 

reported no evidence for sex-specific associations. Subgroup analysis was not performed because 

only one study reported the data. 

 

Additional pre-specified subgroup analyses on ADHD 
 
Subgroup analyses were performed on adjusted estimates and are presented in Table 2.  

The subgroup analyses based on type of stressor showed a statistically significant association for 

subjective stress measures and an increased but not statistically significant odds of ADHD in 

relation to objective stress. Three studies assessed the odds of ADHD based on maternal report 

[45,30,46] (i.e. structured interview) and resulted in a statistically significant association, while 

studies using a clinical record [15,29,18,44] based on the Diagnostic and Statistical Manual of 

mental disorders (DSM) or the International Classification of Diseases (ICD) showed a non-

significant association. Only two studies performed separate analyses for each trimester of 

pregnancy [15,18]. The two studies revealed a non-significant association between stress and 

ADHD in all the periods considered, without differences between the four periods. Two studies 

[15,18] were considered as having low risk of bias resulted in a non-significant association between 

prenatal stress and ADHD and five studies [45,29,30,46,44] (six estimates) were considered as 

having moderate risk of bias resulted in more than two-fold increased odds of ADHD. Only two 

studies [15,18] assessed the effect of stress in boys and girls separately but subgroup analysis on 

gender differences was not performed because one of them did not report the data.  
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Publication bias 

The presence of asymmetry in the funnel plot of the adjusted results (figure S3A and S3B) was 

established with the Egger’s test for both ASD and ADHD (p for publication bias = 0.046 and 

p=0.0003 respectively). We used the ‘trim and fill’ method to correct for funnel plot asymmetry 

arising from publication bias. In the ADHD meta-analysis four missing studies were suggested 

(Figure S4), leading to a significantly lower pooled OR (from 1.72 (1.27, 2.34) to 1.22 (0.91–1.62)). 

In ASD meta-analysis the trim and fill method did not suggest missing studies.  

 

Heterogeneity and quality assessment 

High heterogeneity for both ASD (I2=90%) and ADHD (I2=85%) was found in the adjusted 

estimates. The high heterogeneity was not explained in the subgroup analyses. All studies were 

evaluated using a bias classification tool suitable for observational studies. Based on this tool, most 

studies were considered high in overall bias (Appendix 2) due mostly to inadequate adjustment for 

confounding, small sample size or inadequate assessment of exposure (for example, retrospective 

studies up to five to twelve years after pregnancy).  
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DISCUSSION  
The overall findings of the meta-analysis showed an association between prenatal stress exposure 

and an increased risk of both ASD and ADHD, however, it is important to interpret this result with 

caution. Specifically, the adjusted pooled results show a 64% increased odds of ASD in children 

exposed to prenatal stress. However, it is important to note the results of the subgroup analyses 

which revealed that the association was significant only in case-control studies, studies using 

subjective measures of stress and studies that were rated low to moderate quality. Importantly, for 

cohort studies using objective measures of stress and which were rated as high quality, pooled 

estimates did not support an association between prenatal stress and risk of ASD. Moreover, studies 

that were rated high quality, and studies using ICD or DSM ADHD diagnosis did not support an 

association between prenatal stress exposure and increased risk of ADHD. The significant 

heterogeneity for both ASD and ADHD meta-analyses adds further doubt about the likelihood of a 

causal association. It is however worth noting that the pooled results from the two largest cohort 

studies to date on prenatal stress and ASD (studies of high quality) [17,15] suggested an association 

between bereavement in the third trimester and 48% increased risk of ASD. Similarly, there was an 

indication of an increased risk of ADHD in relation to prenatal stress in the third trimester, although 

not statistically significant. 

Mechanisms 

Our third trimester association is interesting given other findings showing exposure to third 

trimester prenatal maternal psychosocial stress was associated with the greatest increased risk of 

asthma and allergy in the offspring [48]. Similarly, third trimester exposure to prenatal stress has 

been linked with a range of other adverse outcomes in exposed offspring [49,50]. Recent data has 

shown that maternal immune activation in women at risk of high stress and inflammation is 

associated with neonatal functional brain connectivity and offspring behavior [51], suggesting a 

potential inflammatory involvement. However there is a need for further study to identify the 

biological basis of this association and whether the third trimester effect reflects a trimester-specific 

effect or cumulative stress exposure throughout pregnancy.  

Strengths and limitations  

The strengths of the current study included the use of a pre-prepared, registered and published 

protocol following the PRISMA guidelines throughout the systematic review stages and the meta-

analysis [28]. The review process involved comprehensive searching of five databases with no 

language restriction, supplemented by hand searching the bibliographies of the eligible studies. We 
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also contacted authors for additional information when necessary. The comprehensive search 

strategy was evidenced in the fact that hand searching the reference lists resulted in only two more 

studies being found.  

This review revealed serious limitations in the literature on prenatal stress and ASD and ADHD. 

Half the studies reporting adjusted results were case-control studies, which may be subject to recall 

bias therefore exaggerating the association between prenatal stress and ASD and ADHD. The 

majority of the studies did not adjust for key potential confounders such as family history of mental 

illness, maternal and paternal age, and socio-economic status. Even though several studies reported 

adjusted estimates, in most cases the adjustment was inadequate and limited to few potential 

confounders. The association between prenatal stress and neurodevelopmental outcomes may be 

sex-specific and we were not able to explore this hypothesis due to lack of available data [52,53]. 

Five studies on ASD and six on ADHD included less than 100 cases, which may have led to 

exaggerated associations. Several studies were case-control, with a small sample size, using 

subjective measures of stress likely leading to recall bias and exaggerated associations [54]. Only 

two studies examined the trimester-specific association, and this did not allow us to make robust 

conclusions on the trimester-specific hypothesis in relation to prenatal stress and 

neurodevelopmental outcomes.  

In addition, the methods used to assess neurodevelopmental outcome may have influenced the 

pooled estimates. A comprehensive assessment conducted by an experienced clinician is the 

diagnostic gold-standard [55,56]. However, while diagnostic criteria for ASD are based on 

extensive empirical research and have good validity and reliability, the data on ADHD validity are 

far less clear. Problematic aspects, include lack of physical or psychological markers, high 

comorbidity rates or inconsistent clustering of symptoms, and particularly, difficulty in 

differentiating normal symptoms from pathological ones [57]. Moreover, children who have not 

formed strong attachments with their primary caregiver(s) may exhibit coercive behaviour that 

functions in a self-protective manner when faced with disoriented/disorienting parental behaviours 

[58,59]. In these instances, parental self-reports of child hyperactivity may pathologise a behaviour 

that would not manifest in more secure and/or predictable parent-child relationships. 

The assessment of prenatal maternal stress in the reviewed studies is an additional limitation. The 

definition of stress used in the introduction of this article (as “stress, anxiety and depression”) is 

unavoidably wide and generic, but is in line with the majority of the studies examined. In effect, 



 13 

stress is a complex but not well-defined concept [60] that can be assessed in different ways: 

detecting somatic responses, assessing life events, or assessing participant-perceived stress. Despite 

this it has been noted that focusing on a single psychological construct, such as stress, anxiety or 

depression during pregnancy overestimates its importance within what can be considered a 

spectrum of prenatal maternal distress [60]. Thus a broader, multi-component approach, which can 

include different measurements, is appropriate in this context. While some pregnancy-specific tools 

have been associated with better obstetric outcomes [61,62] several reviewed studies assessed stress 

exposure using unspecific self-report questionnaires, asking simple and generic questions on 

prenatal risk factors. Only nine studies [38,15,43,17,18,23,25,16,19] used validated psychometric 

tools, or considered bereavement or natural disasters, which have been established as stressors in 

the existing literature [63,64]. Variability in conceptualisation and measurement of stress introduces 

uncertainty about the observed effects on ASD and ADHD. Furthermore, there is often 

incongruence between self-report measures and biomarkers of stress, thus limiting inferences that 

can be made about potential psychobiological mechanisms of effect in those studies which only 

included maternal self-report; self-report is also subject to recall bias, potentially exaggerating the 

association between prenatal stress and ASD and ADHD. Finally, most of the data were derived 

from mother’s answers to self-reports questionnaires, and only in two studies [45,29] were fathers 

included as sources of information. 

Considering these limitations we cannot yet draw definitive conclusions about whether exposure to 

prenatal stress increases the risk of ASD or ADHD in the offspring based on the available evidence.  

However if well-designed future studies confirm any such association, the results would be of 

crucial importance in order to design specific psychological interventions during pregnancy, aimed 

at reducing stress, anxiety and depression with the view to ultimately reducing the risks of adverse 

neurodevelopmental outcomes in children. 

 

Conclusion 

This systematic review and meta-analysis suggests that prenatal stress exposure may be related to 

an increased risk of ASD and ADHD in the offspring, especially in the third trimester of pregnancy, 

however, we identified substantial limitations in the literature that makes difficult to draw robust 

conclusions. The focus of future research should be on conducting robust and well-designed 

longitudinal epidemiological studies addressing the limitations in the current literature. 

 



 14 

Acknowledgements 

This publication has emanated from research conducted with the financial support of the Science 

Foundation Ireland (SFI) in the form of a research centre grant to the Irish Centre for Fetal and 

Neonatal Translational Research under the grant number INFANT-12/RC/2272.  

 

Conflict of Interest statement 

On behalf of all authors, the corresponding authors state that there is no conflict of interest. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 15 

References 
 
1. Charil A, Laplante DP, Vaillancourt C, King S (2010) Prenatal stress and brain development. 
Brain research reviews 65 (1):56-79 

2. McDonald SW, Lyon AW, Benzies KM, McNeil DA, Lye SJ, Dolan SM, Pennell CE, Bocking 
AD, Tough SC (2013) The All Our Babies pregnancy cohort: design, methods, and participant 
characteristics. BMC Pregnancy and Childbirth 13 (1):S2. doi:10.1186/1471-2393-13-s1-s2 

3. Van den Bergh BR, Marcoen A (2004) High antenatal maternal anxiety is related to ADHD 
symptoms, externalizing problems, and anxiety in 8‐and 9‐year‐olds. Child development 75 
(4):1085-1097 

4. Ronald A, Pennell CE, Whitehouse AJ (2011) Prenatal maternal stress associated with ADHD 
and autistic traits in early childhood. Frontiers in psychology 1:223 

5. Baio J, Wiggins L, Christensen DL, Maenner MJ, Daniels J, Warren Z, Kurzius-Spencer M, 
Zahorodny W, Robinson Rosenberg C, White T, Durkin MS, Imm P, Nikolaou L, Yeargin-Allsopp 
M, Lee LC, Harrington R, Lopez M, Fitzgerald RT, Hewitt A, Pettygrove S, Constantino JN, 
Vehorn A, Shenouda J, Hall-Lande J, Van Naarden Braun K, Dowling NF (2018) Prevalence of 
Autism Spectrum Disorder Among Children Aged 8 Years - Autism and Developmental 
Disabilities Monitoring Network, 11 Sites, United States, 2014. Morbidity and mortality weekly 
report Surveillance summaries (Washington, DC : 2002) 67 (6):1-23. doi:10.15585/mmwr.ss6706a1 

6. Robel L (2009) Clinical features in autism. Archives de pediatrie: organe officiel de la Societe 
francaise de pediatrie 16 (11):1507-1512 

7. Volkmar F, Chawarska K, Klin A (2005) Autism in infancy and early childhood. Annu Rev 
Psychol 56:315-336 

8. Biederman J (2005) Attention-deficit/hyperactivity disorder: a selective overview. Biological 
psychiatry 57 (11):1215-1220 

9. Larsson J-O, Larsson H, Lichtenstein P (2004) Genetic and environmental contributions to 
stability and change of ADHD symptoms between 8 and 13 years of age: a longitudinal twin study. 
Journal of the American Academy of Child & Adolescent Psychiatry 43 (10):1267-1275 

10. Geschwind DH (2011) Genetics of autism spectrum disorders. Trends in cognitive sciences 15 
(9):409-416 

11. Sandin S, Lichtenstein P, Kuja-Halkola R, Hultman C, Larsson H, Reichenberg A (2017) The 
Heritability of Autism Spectrum Disorder. JAMA 318 (12):1182-1184. 
doi:10.1001/jama.2017.12141 

12. Brikell I, Kuja-Halkola R, Larsson H (2015) Heritability of attention-deficit hyperactivity 
disorder in adults. American journal of medical genetics Part B, Neuropsychiatric genetics : the 
official publication of the International Society of Psychiatric Genetics 168 (6):406-413. 
doi:10.1002/ajmg.b.32335 

13. Larsson H, Chang Z, D'Onofrio BM, Lichtenstein P (2014) The heritability of clinically 
diagnosed attention deficit hyperactivity disorder across the lifespan. Psychological medicine 44 
(10):2223-2229 



 16 

14. Khashan AS, Abel KM, McNamee R, Pedersen MG, Webb RT, Baker PN, Kenny LC, 
Mortensen PB (2008) Higher risk of offspring schizophrenia following antenatal maternal exposure 
to severe adverse life events. Archives of general psychiatry 65 (2):146-152 

15. Class QA, Abel KM, Khashan AS, Rickert ME, Dalman C, Larsson H, Hultman CM, 
Långström N, Lichtenstein P, D‘Onofrio BM (2014) Offspring psychopathology following 
preconception, prenatal and postnatal maternal bereavement stress. Psychological medicine 44 
(1):71-84 

16. Rodriguez A, Bohlin G (2005) Are maternal smoking and stress during pregnancy related to 
ADHD symptoms in children? Journal of child psychology and psychiatry, and allied disciplines 46 
(3):246-254. doi:10.1111/j.1469-7610.2004.00359.x 

17. Li J, Vestergaard M, Obel C, Christensen J, Precht DH, Lu M, Olsen J (2009) A nationwide 
study on the risk of autism after prenatal stress exposure to maternal bereavement. Pediatrics 123 
(4):1102-1107 

18. Li JO, Olsen J, Vestergaard M, Obel C (2010) Attention-deficit/hyperactivity disorder in the 
offspring following prenatal maternal bereavement: a nationwide follow-up study in Denmark. 
European Child & Adolescent Psychiatry 19 (10):747-753. doi:10.1007/s00787-010-0113-9 

19. Say GN, Karabekiroǧlu K, Babadaǧi Z, Yüce M (2016) Maternal stress and perinatal features in 
autism and attention deficit/hyperactivity disorder. Pediatrics International 58 (4):265-269. 
doi:10.1111/ped.12822 

20. Wadhwa PD, Entringer S, Buss C, Lu MC (2011) The contribution of maternal stress to preterm 
birth: issues and considerations. Clinics in perinatology 38 (3):351-384 

21. Davis EP, Sandman CA (2010) The timing of prenatal exposure to maternal cortisol and 
psychosocial stress is associated with human infant cognitive development. Child Dev 81 (1):131-
148. doi:10.1111/j.1467-8624.2009.01385.x 

22. Smith GD (2008) Assessing intrauterine influences on offspring health outcomes: can 
epidemiological studies yield robust findings? Basic & clinical pharmacology & toxicology 102 
(2):245-256 

23. Rai D, Golding J, Magnusson C, Steer C, Lewis G, Dalman C (2012) Prenatal and early life 
exposure to stressful life events and risk of autism spectrum disorders: population-based studies in 
Sweden and England. PLoS One 7 (6):e38893 

24. Rice F, Harold G, Boivin J, Van den Bree M, Hay D, Thapar A (2010) The links between 
prenatal stress and offspring development and psychopathology: disentangling environmental and 
inherited influences. Psychological medicine 40 (2):335-345 

25. Roberts AL, Lyall K, Rich-Edwards JW, Ascherio A, Weisskopf MG (2016) Maternal exposure 
to intimate partner abuse before birth is associated with autism spectrum disorder in offspring. 
Autism 20 (1):26-36 

26. Kinney DK, Miller AM, Crowley DJ, Huang E, Gerber E (2008) Autism prevalence following 
prenatal exposure to hurricanes and tropical storms in Louisiana. Journal of autism and 
developmental disorders 38 (3):481-488 



 17 

27. Manzari N, Matvienko-Sikar K, Baldoni F, O'Keeffe G, Khashan A (2019) Prenatal maternal 
stress and risk of neurodevelopmental disorders in the offspring: A systematic review and meta-
analysis protocol [version 2; peer review: 4 approved, 1 approved with reservations]. HRB Open 
Research 1 (15). doi:10.12688/hrbopenres.12827.2 

28. Moher D, Liberati A, Tetzlaff J, Altman DG, Group P (2009) Preferred reporting items for 
systematic reviews and meta-analyses: the PRISMA statement. PLoS medicine 6 (7):e1000097 

29. Lee CY, Chang YY, Lung FW (2006) The marriage‐related risk factors during maternal 
pregnancy in children with attention‐deficit hyperactivity disorder. Child: care, health and 
development 32 (2):205-212 

30. Martini J, Knappe S, Beesdo-Baum K, Lieb R, Wittchen H-U (2010) Anxiety disorders before 
birth and self-perceived distress during pregnancy: Associations with maternal depression and 
obstetric, neonatal and early childhood outcomes. Early Human Development 86 (5):305-310. 
doi:10.1016/j.earlhumdev.2010.04.004 

31. Tsuchiya K, Matsumoto K, Suda S, Miyachi T, Itoh H, Kanayama N, Hirano K, Ohzeki T, 
Takei N, Team HS (2010) Searching for very early precursors of autism spectrum disorders: the 
Hamamatsu Birth Cohort for Mothers and Children (HBC). Journal of developmental origins of 
health and disease 1 (3):158-173 

32. Higgins JP, Green S (2011) Cochrane handbook for systematic reviews of interventions, vol 4. 
John Wiley & Sons,  

33. Oerlemans AM, Burmanje MJ, Franke B, Buitelaar JK, Hartman CA, Rommelse NN (2016) 
Identifying unique versus shared pre-and perinatal risk factors for ASD and ADHD using a 
simplex-multiplex stratification. Journal of abnormal child psychology 44 (5):923-935 

34. Zhang X, Lv C-C, Tian J, Miao R-J, Xi W, Hertz-Picciotto I, Qi L (2010) Prenatal and perinatal 
risk factors for autism in China. Journal of autism and developmental disorders 40 (11):1311-1321 

35. ZHANG L-s, JIN X-m, ZHANG Y-w (2009) Analysis of family environment of children with 
attention deficit hyperactivity disorder in clinics. Journal of Shanghai Jiaotong University (Medical 
Science) 7:008 

36. Ward AJ (1990) A comparison and analysis of the presence of family problems during 
pregnancy of mothers of “autistic” children and mothers of normal children. Child Psychiatry and 
Human Development 20 (4):279-288 

37. Grossi E, Veggo F, Narzisi A, Compare A, Muratori F (2016) Pregnancy risk factors in autism: 
a pilot study with artificial neural networks. Pediatric research 79 (2):339 

38. Beversdorf DQ, Manning S, Hillier A, Anderson S, Nordgren R, Walters S, Nagaraja H, Cooley 
W, Gaelic S, Bauman M (2005) Timing of prenatal stressors and autism. Journal of autism and 
developmental disorders 35 (4):471-478 

39. Lei G, XI QQ, Jun W, Yu H, Wei D, SU YY, ZHANG X (2015) Association between prenatal 
environmental factors and child autism: a case control study in Tianjin, China. Biomedical and 
Environmental Sciences 28 (9):642-650 



 18 

40. George B, Padmam MR, Nair M, Leena M, Russell PSS (2014) CDC Kerala 13: Antenatal, 
Natal and Postnatal Factors Among Children (2–6 y) with Autism–A Case Control Study. The 
Indian Journal of Pediatrics 81 (2):133-137 

41. Hamadé A, Salameh P, Medlej-Hashim M, Hajj-Moussa E, Saadallah-Zeidan N, Rizk F (2013) 
Autism in children and correlates in Lebanon: a pilot case-control study. Journal of research in 
health sciences 13 (2):119-124 

42. Visser JC, Rommelse N, Vink L, Schrieken M, Oosterling IJ, van der Gaag RJ, Buitelaar JK 
(2013) Narrowly versus broadly defined autism spectrum disorders: differences in pre-and perinatal 
risk factors. Journal of autism and developmental disorders 43 (7):1505-1516 

43. Grizenko N, Fortier ME, Zadorozny C, Thakur G, Schmitz N, Duval R, Joober R (2012) 
Maternal stress during pregnancy, ADHD symptomatology in children and genotype: Gene-
environment interaction. Journal of the Canadian Academy of Child and Adolescent Psychiatry 21 
(1):9-15 

44. Park S, Cho S-C, Kim J-W, Shin M-S, Yoo H-J, Oh SM, Han DH, Cheong JH, Kim B-N (2014) 
Differential perinatal risk factors in children with attention-deficit/hyperactivity disorder by 
subtype. Psychiatry research 219 (3):609-616 

45. Kim HW, Cho SC, Kim BN, Kim JW, Shin MS, Kim Y (2009) Perinatal and familial risk 
factors are associated with full syndrome and subthreshold attention-deficit hyperactivity disorder 
in a Korean community sample. Psychiatry Investigation 6 (4):278-285. 
doi:10.4306/pi.2009.6.4.278 

46. Motlagh MG, Katsovich L, Thompson N, Lin HQ, Kim YS, Scahill L, Lombroso PJ, King RA, 
Peterson BS, Leckman JF (2010) Severe psychosocial stress and heavy cigarette smoking during 
pregnancy: an examination of the pre- and perinatal risk factors associated with ADHD and 
Tourette syndrome. European Child & Adolescent Psychiatry 19 (10):755-764. 
doi:10.1007/s00787-010-0115-7 

47. Sasaluxnanon C, Kaewpornsawan T (2005) Risk factor of birth weight below 2,500 grams and 
attention deficit hyperactivity disorder in Thai children. Journal of the Medical Association of 
Thailand = Chotmaihet thangphaet 88 (11):1514-1518 

48. Flanigan C, Sheikh A, DunnGalvin A, Brew BK, Almqvist C, Nwaru BI (2018) Prenatal 
maternal psychosocial stress and offspring's asthma and allergic disease: A systematic review and 
meta-analysis. Clin Exp Allergy 48 (4):403-414. doi:10.1111/cea.13091 

49. St-Hilaire A, Steiger H, Liu A, Laplante DP, Thaler L, Magill T, King S (2015) A prospective 
study of effects of prenatal maternal stress on later eating-disorder manifestations in affected 
offspring: preliminary indications based on the Project Ice Storm cohort. Int J Eat Disord 48 
(5):512-516. doi:10.1002/eat.22391 

50. Cole-Lewis HJ, Kershaw TS, Earnshaw VA, Yonkers KA, Lin H, Ickovics JR (2014) 
Pregnancy-specific stress, preterm birth, and gestational age among high-risk young women. Health 
Psychol 33 (9):1033-1045. doi:10.1037/a0034586 

51. Spann MN, Monk C, Scheinost D, Peterson BS (2018) Maternal Immune Activation During the 
Third Trimester Is Associated with Neonatal Functional Connectivity of the Salience Network and 
Fetal to Toddler Behavior. J Neurosci 38 (11):2877-2886. doi:10.1523/JNEUROSCI.2272-17.2018 



 19 

52. Torche F, Kleinhaus K (2011) Prenatal stress, gestational age and secondary sex ratio: the sex-
specific effects of exposure to a natural disaster in early pregnancy. Human reproduction 27 
(2):558-567 

53. Mueller BR, Bale TL (2007) Early prenatal stress impact on coping strategies and learning 
performance is sex dependent. Physiology & behavior 91 (1):55-65 

54. Coughlin SS (1990) Recall bias in epidemiologic studies. Journal of clinical epidemiology 43 
(1):87-91 

55. Disabilities CoCw (2001) The pediatrician's role in the diagnosis and management of autistic 
spectrum disorder in children. Pediatrics 107 (5):1221-1226 

56. Risi S, Lord C, Gotham K, Corsello C, Chrysler C, Szatmari P, Cook EH, Leventhal BL, 
Pickles A (2006) Combining information from multiple sources in the diagnosis of autism spectrum 
disorders. Journal of the American Academy of Child & Adolescent Psychiatry 45 (9):1094-1103 

57. Hinshaw SP (1994) Attention deficits and hyperactivity in children, vol 29. Sage,  

58. Kissgen R, Franke S (2016) An attachment research perspective on ADHDADHS im Fokus der 
Bindungsforschung. neuropsychiatrie 30 (2):63-68 

59. Crittenden PM, Kulbotton G (2007) Familial contributions to ADHD: An attachment 
perspective. Tidsskrift for Norsk Psykologorening 10:1220-1229 

60. Dipietro JA, Costigan KA, Sipsma HL (2008) Continuity in self-report measures of maternal 
anxiety, stress, and depressive symptoms from pregnancy through two years postpartum. J 
Psychosom Obstet Gynaecol 29 (2):115-124 

61. Lobel M, Cannella DL, Graham JE, DeVincent C, Schneider J, Meyer BA (2008) Pregnancy-
specific stress, prenatal health behaviors, and birth outcomes. Health Psychology 27 (5):604 

62. Nast I, Bolten M, Meinlschmidt G, Hellhammer DH (2013) How to measure prenatal stress? A 
systematic review of psychometric instruments to assess psychosocial stress during pregnancy. 
Paediatric and perinatal epidemiology 27 (4):313-322 

63. Osterweis M, Solomon F, Green M (1984) Committee for the Study of Health Consequences of 
the Stress of Bereavement, Institute of Medicine. Bereavement: reactions, consequences, and care. 
Washington, DC: National Academy Press,  

64. Rubin SS, Malkinson R (2001) Parental response to child loss across the life cycle: Clinical and 
research perspectives.  

 



 20 

Figure 1: Flow chart of the included studies for ASD (Figure 1A) and ADHD (Figure 1B) 

 

 



 21 

 

  

Table 1: Subgroup analyses of the impact of prenatal stress on ASD 

 

 

 

 

 

 

 

 

 

 

 

 

  

* = p<0.05 

             

 

 

Study characteristics Number of 
estimates 
(articles)  

Sample size 
(exposed) 

Outcomes Pooled OR (95% CI) I2 % Test for 
subgroup 
differences – 
p value 

Overall unadjusted 
Overall adjusted 

n=17 (15) 
n=9 (8) 

2,668,609 (150,964) 
2,346,200 (45,884) 

15130 
14266 

1.65 (1.31–2.09)* 
1.64 (1.15–2.34)* 

86% 
90% 

/ 
/ 

Design      p=0.0001 
 Cohort n=5 (4) 23,44483 (45,424) 13,763 1.06 (0.91 – 1.24) 43%  
 Case-control n=4 (4) 1717 (336) 460 3.59 (2.02 – 6.38)* 65%  
Type of Stress          p=0.0001 
 Objective n=5 (4) 23,44483 (45,424) 13,763 1.06 (0.91 – 1.24) 43%  
 Subjective n=4 (4) 1717 (336) 460 3.59 (2.02 – 6.38)* 65%  
ASD definition         p=0.58 
Rating scale n=3 (3) 56,039 (1512) 787 1.85 (0.63 – 5.41) 89%  
DSM or ICD n=6 (5) 2,290161 (44372) 13479 1.34 (1.01 – 1.80)* 85%  
Time of exposure         p=0.49 
Before pregnancy n=4 (4) 2,333,329 (21510) 451 1.12 (0.85 – 1.48) 53%  
1st trimester n=2 (2) 2,230,853 (10823) 30 1.18 (0.82-1.70) 0%  
2nd trimester n=2 (2) 2,230,853 (11972) 31 1.08 (0.76-1.54) 0%  
3rd trimester n=2 (2) 2,230,853 (11488) 49 1.48 (1.12-1.97)* 0%  
Study quality      p=0.002 
High quality n=6 (5) 2,344,673 (45812) 14180 1.15 (0.91 – 1.46) 76%  
Moderate quality  n=3 (3) 1527 (241) 422               3.22 (1.77 – 5.87)* 74%  
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Table 2: Subgroup analyses of the impact of prenatal stress on ADHD 

 

 

 

 

 

 

 

 

 

 

 

 

 

* = p<0.05 

 

 

 

Study characteristics Number of 
estimates (articles) 

Sample size (exposed) Outcomes Pooled OR (95% CI) I2 % Test for 
subgroup 
differences – 
p value 

Overall unadjusted 
Overall adjusted 

n=12 (11) 
n=8 (7) 

1,760,174 (36,843) 
1,758,906 (27,172) 

25,677 
25,215 

2.69 (1.85 – 3.92)* 
1.72 (1.27 – 2.34)* 

80% 
85% 

/ 
/ 

Design      p=0.96 
 Cohort n=4 (4) 1,756,944 (26,821) 24,956 2.00 (1.12 – 3.59)* 82%  
 Case-control n=4 (3) 1242 (351) 259 1.96 (0.95 – 4.04) 84%  
Type of Stress          p=0.50 
 Objective n=3 (3) 1,574,278 (26,758) 24,643 1.77 (0.94– 3,33) 81%  
 Subjective n=5 (4) 4628 (414) 572 2.44 (1.23 – 4.85)* 86%  
ADHD definition         p=0.0001 
Rating scale n=3 (3) 3830 (141) 417 4.36 (2.52 – 7.54)* 0%  
DSM or ICD n=5 (4) 1,755,076 (27,151) 24,798 1.25 (0.99 – 1.58) 78%  
Time of exposure         p=0.34 
Before pregnancy n=2 (2) 1,754,056  117 1.11  (0.69 – 1.70) 81%  
1st trimester n=2 (2) 1,754,056 36 0.89 (0.64 - 1.23) 0%  
2nd trimester n=2 (2) 1,754,056 49 1.26 (0.76- 2.11) 32%  
3rd trimester 
Study quality 

n=2 (2) 1,754,056 75 1.76 (0.81 - 3.083) 68%  
p=0.09 

High quality n=2 (2) 1,754,056 (26,719) 24,591 1.27 (0.90 – 1.79) 57%  
Low quality n=6 (5) 4850 (453) 624 2.47 (1.24 – 4.92)* 87%  
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Figure 2: forest plot for crude and adjusted estimates stratified by study design - ASD 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Forest plot with the crude estimates 

Forest plot with the adjusted estimates 
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        Figure 3: forest plot for crude and adjusted estimates stratified by study design - ADHD 
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Table S1: study characteristics for ASD. n= number of subject exposed; N= total outcome number 

1st author 
(year) 

Sample size 
and 
exposed (n) 

Study design Measurement of 
stress 

Type of 
exposure 

Time of 
exposure 

Gender 
effect 

Covariates accounted for Outcome 

(n/N) 

Measurement of the 
outcome 

Main effect size 
(Crude) 

Main effect size 
(adjusted) 

Beversdo
rf, 2005 

(USA) 

400 (101) Case-control 
(mean age 
7.9±4.0) 

Survey 
distribution  

Severe life 
events (events 
matching the 
SRRS) 

During 
pregnancy 
with peak at 
21-32 weeks 
gestation 

No - ASD 
(61/188) 

Diagnosis according to 
DSM-IV  

2.07 (1.30-3.28) 
calculated 

 

Class, 
2014 
(Sweden) 

738,144 
(6625) 

Cohort 
(follow-up up 
to 17 years) 

Nationwide 
register 

Maternal 
bereavement 

At any time 
and 3rd  
trimester 

Yes (no 
differenc
e) 

Sex, birth weight, gestational age, 
parental age, birth country, 
education, criminal convinction, 
mental illness, death by suicide 

ASD 

(79/6,430) 

Inpatient and outpatient 
diagnoses of Autism and 
Asperger’s syndrome 

Across 
pregnancy:1.36 
(1.09-1.70); 3rd 
trimester:1.67 (1.22-
2.28) 

Across 
pregnancy: 1.30 
(1.04–1.62);3rd 
trimester:1.58 
(1.15-2.17) 

George, 
2014 
(India) 

343 (100) Case-control 
(child age 2-
6y) 

Questionnaire Excessive 
mental stress 

At any time 
during 
pregnancy 

No Gender, place of residence, 
family size, type of family 
education of mother and father, 
occupation of father, SES 

 

ASD 
(54/143) 

CARS score >30 2.03 (1.27-3.26) 1.74 (0.98-3.08) 

Grossi, 
2016 
(Italy) 

113 (Death 
or disease 
5; Conjugal 
problems 6; 
job 
difficulties 
10) 

Case-control 
(mean age 
12.88±3.49) 

Structured 
interview  

Stressful life 
events 

At any time 
during 
pregnancy 

No - ASD 
(Death or 
disease 2 
Conjugal 
problems  
5; job 
difficulties
7/ 45) 

Diagnosis according to  
DSM-V 

Death or disease of a 
relative: 1.01 
p>0.05; conjugal 
problems: 8.4 
p=0.056; Job 
difficulties: 4.0 
p=0.054 

- 

Hamade, 
2013 
(Lebano
n) 

258 (72) Case-control 
(child age 3 
to 27y) 

Self-
administered 
Questionnaire 

Depressive 
symptoms 

At any time 
during 
pregnancy 

No Living close to an industry; age 
and sex of the child; Previous 
childhood infection 

ASD 
(40/86) 

Diagnosis according to 
DSM-IV 

3.80 (2.15-6.73) 
[calculated] 

5.77 (2.11-
15.80) 

Kinney 
(2008) 

(USA) 

320.686 
(high: 
9,003: 
medium: 
95651) 

Case-control  
NCHS census 
data 

Natural disaster 
(storm) 

During 
pregnancy 
and 5 
gestational 
periods;  

Yes (no 
differenc
e)  

- 
ASD (12 
high-58 
moderate 
exposed/ 
167) 

Children with DSM-III o IV 
diagnosis High: 2.98 (1.63-

5.42); 
Medium: 1.35 (0.97-
1.87);) 

 

- 
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Lei, 2015 
(China) 

926 (69) Case-control 
(mean age 
9.90±4.39) 

Survey 
questionnaire 
(yes/no) 

Unhappy 
emotional state 

At any time 
during 
pregnancy 

No Socioeconomic factors ASD 
(20/193) 

Children diagnosed by 
pediatrician according to 
DSM-IV and to CARS score 
>30 

1.61 (0.93-2.79) 4.82 (3.05-7.63) 

Li (2009) 

(Denmar
k) 

1.492.709 
(37,275) 

Cohort 
(follow-up up 
to 28y) 

Nationwide 
register 

Maternal 
bereavement  

1 year before 
& during 
pregnancy 

Yes (no 
differenc
e) 

Gender, birth weight, gestational 
age, sibling order, paternal age, 
maternal age, maternal psychiatric 
history, maternal education, maternal 
income, maternal residence, and 
maternal cohabitation status. 

ASD 
(31/2367) 

Children in psychiatric 
hospital or in receipt of 
outpatient care because of 
autism 

1.70 (1.19-2.42);  1.15 (0.80-
1.65) 

Oerlema
ns (2016 
(the 
Netherla
nds) 

405 (65) Case-control 
(mean age 
12.0±3.7) 

Questionnaire 
(1=yes; 0=no) 

Maternal stress 
(severe 
tensions) 

During 
pregnancy 

No - ASD 
(31/152) 

ASQ and ADI-R 1.31 (0.77-2.27)  

Rai et al, 
2012a 
(Sweden) 

 47706 (181 
exp. during 
pregnancy) 

Cohort Nationwide 
register 

Severe life 
events (death, 
serious accident 
or illnesses) 

During 
pregnancy 
and 1-2-3 
years after 
birth 

No 
Age of parents, parity, family 
income, education, occupational 
class, migration status of parents; 
for life events at other time points 

ASD 
(17/4429) 

Diagnosis by parental report, 
direct observation and a 
structured neuropsychiatric 
assessment 

1 year before:1.28 
(0.92-1.79);  

during 
pregnancy:1.00 
(0.60–1.65);  

1 year before 
1.28(0.91-1.78); 
during 
pregnancy: 0.88 
(0.53–1.46);  

Rai et al, 
2012b 
(England
) 

11154  Cohort Questionnaire Exposure to rare 
and common 
life events 

Early and 
mid-late 
pregnancy; at 
8, 21, 33mts 
postnatal; and 
at 3 yr 11 mts 
postnatal 

No 
Parent age, highest occupational 
class of either parent; tenure of 
accommodation; parity sex of 
child and for weighted life event 
scores at all other time 
points under study. 

ASD (86) Diagnosis identified through 
National Health Records and 
the Pupil Level Annual 
Schools 
Census (PLASC) 

Early pregnancy 
0.98(0.95-1.01; late 
pregnancy: 
0.99(0.95-1.02);  

Early pregnancy 
1.00 (0.95-
1.06); late 
pregnancy: 
1.01(0.95-1.07);   

Roberts, 
2016 
(USA) 

54,770 
(1,343) 

Cohort Question “were 
you physically 
hurt by your 
spouse during 
this pregnancy? 

 Sexual, 
emotional or 
physical abuse 

1 and 2 yrs 
before birth; 
during birth 
yr and during 
pregnancy 

No birth weight, gestational age, 
smoking or alcohol, gestational 
diabetes, preeclampsia, or 
induced abortion. maternal age, 
birth year., child’s sex, mother’s 
childhood SES and mother’s 
abuse in childhood 

ASD (451) Administration of the ADI-R 
in subsample of 50 randomly 
selected cases 

Birth year: 0.68 
(0.44, 1.03); 1yr 
before: 1.92 (1.28-
2.88) 

During 
pregnancy: 0.62 
(0.24,1.67) 
Birth year: 
0.64(0.41-1.00); 
1yr before: 1.58 
(1.04-2.40);  

Say et al, 
2016 
(Turkey) 

180 (52) Case Control 
(mean 
age8.80±1.98
) 

Standardized 
questionnaire  

Depressive 
mood 

At any time 
during 
pregnancy 

No - ASD 
(38/100) 

Diagnosis according to 
DSM-IV 

2.88 (1.43-5.84) 
[calculated] 

- 
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Visser et 
al, 2012 
(Netherl
ands) 

507 (60) Case control 
(age [months] 
32.6±6.6) 

Questionnaire Questions about 
severe stress 
and depression 

At any time 
during 
pregnancy 

No - ASD 
(40/196) 

Diagnostic protocol with 
medical history, observation, 
psychiatric evaluation, 
ADOS, ADI-R 

3.06 (1.72-5.44) - 

Ward, 
1990 
(USA) 

118 (93) Case-control 
(child age 
7to12y) 

Questionnaire Family 
problems 

At any time 
during 
pregnancy 

No - ASD 
(46/59) 

Children hospitalized t-test p<0.05 

0.90 (0.38-2-19) 
[calculated] 

- 

Zhang, 
2010 
(China) 

190 (95) Case Control 
(child age 
3to21y) 

Questionnaire Unhappy 
emotional state 

At any time 
during 
pregnancy 

No  advanced paternal age, sex and 
birth year 

ASD 
(29/38) 

Autism diagnosis according 
to the World Health 
Organization’s International 
Classification of Diseases, 
Tenth Revision (ICD-10). 

4.20 (1.86-9.47) 4.08 (1.77-9.41) 
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Table S2: study characteristics for ADHD. n= number of subject exposed; N= total outcome number 

 

1st 
author, 
year and 
(country) 

Sample 
size and 
exposed 
(n) 

Study 
design 

Measurement 
of stress  

Type of exposure  Time of 
exposure 

Analysis of 
gender 
effect 

Covariates accounted for Outcome 
exposed 
(n/N) 

Measurement of the 
outcome 

Main effect size 
(Crude) 

Main effect size 
(adjusted) 

Class, 
2014 
(Sweden
) 

738,144 
(6625) 

Cohort 
(follow-
up: 17 
years) 

Nationwide 
register  
 

Maternal 
bereavement 
 

At any 
time 
during 
pregnancy 
and 3rd 
trimester 

Yes (no 
difference) 

Child sex, birth order, birth weight, 

gestational age,  parental age, 

country of birth, education, 

criminal history, severe mental 

illness, death by suicide 

ADHD 
(79/14,313)   

Inpatient and 

outpatient diagnosis of 

hyperkinetic disorder 

 

Across pregnancy: 
1.15 (0.98-1.35); 
3rd trimester: 1.34 
(1.06-1.70) 

Across 
pregnancy: 1.12 
(0.95-1.32); 3rd 
trimester 1.31 
(1.04-1.66) 

Grizenk
o  2012 
(Canada
) 

142 (43) Case 
control 
(child 
age 9 to 
10) 

5 point likert 
scale (KMGQ)  

Stressful life events 
(separation, repeated 
physical or sexual 
abuse, 
imprisonment of a 
spouse or death of a 
very close relative) 

At any 
time 
during 
pregnancy 

No - ADHD 
(29/71) 

(CBCL) and the 

Conners’ Global Index 

for Parents (CGI-P) 

6.29 (1.45-27.26)  

Kim, 
2009 
(Korea) 

2,673  Retrospe
ctive 
cohort 
(child 
mean 
age; 9) 

Structured 
questionnaire 

Maternal stress and 
depression 

At any 
time 
during 
pregnancy 

No Age, gender, SES Full and 
subthreshold 
ADHD 
(119/354) 

DISC-IV 3.61 (1.48-8-80) 3.23 (1.27-8.22) 

Lee, 
2006 
(Taiwan) 

120 Case-
control 
(child 
mean 
age 8) 

Questionnaires 
(MAS, MSS 
and SRSS) 

Marital adaptation, 
marital satisfaction 
and life events 
perception 

At any 
time 
during 
pregnancy 

No Child age and sex ADHD (60) patient of the hospital 
that fulfilled the 
DSM-IV criteria. 

- Marital 
adaptation: 0.96 
(0.94-0.99)  

Li  2010 
(Denma
rk) 

1.015.91
2 
(20,094) 

Cohort 
(follow-
up: 16 
years) 

Nationwide 
register 

Maternal 
bereavement 
(unexpected death) 

At any 
time 
during 
pregnancy 
and 3rd 
trimester 

Yes (only 
in boys) 

Sex, birth year maternal age, 
residence, education, income, 
psychiatric diseases, smoking;  
gestational age, Apgar, SGA 

ADHD 
(51/10,278) 

Hospital diagnosis 
(ICD-10) and ADHD 
medication 

1.67 (1.09-2.56) 
Boys: 1.77; 
 
3rd trimester: 
3.04 (1.26-7.31) 

1.62 (1.04–2.52); 
boys 1.72 (1.09–
2.73); 3rd 
trimester 2.98 
(1.24–7.16) 

Martini  
2010 
(Germa
ny) 

935 
(102) 

Cohort  
(follow-
up 10 
years) 

Question  
“During 
pregnancy, 
how much did 
you feel 

Self-perceived 
distress  

At any 
time 
during 
pregnancy 

No Anxiety before birth ADHD 
(11/N) 

Composite 
International 
Diagnostic Interview 
(CIDI) 

4.7 (2.2–10.0) 4.5 (2.0–10.12) 



 29 

 

strained?” 

Motlagh  
2010 
(USA) 

222 (18) Case 
control 
(mean 
age 11.8 
±2.7) 

MSRPFED 
interview 

Psychosocial stressors 
about home 
environment, parental 
relationship,  
emotional supports, 
employment, financial 
status,  
physical health, and 
legal issues 

At any 
time 
during 
pregnancy 

No Gender ADHD 
(13/52) 

SADS-PLV 4.23 (1.38-12.97) 6.8 (2.0–23.12) 

Oerlema
ns, 2016 
 
Netherl
ands 

476 (84) Case-
control 
(mean 
age 11.8 
±2.4) 

Interview 
(1=yes; 0=no) 

Maternal stress 
(tensions and 
concerns about the 
child) 

At any 
time 
during 
pregnancy 

No - ADHD 
(50/162) 

CTRS and PACS ADHD vs NC: 
2.61 (1.52-4.48);  

- 

Park, 
2014 
(Korea) 

900 
(313) 

Case-
control 
(mean 
age  8.63 
±2.21) 

Question (had 
you been 
stressed during 
pregnancy: 
yes/no) 

Stressful life events At any 
time 
during 
pregnancy 

No (e.g., low birth weight, preterm 
delivery, or intensive care) 

ADHD-I 
(32/65)  
 
ADHD-C 
(38/82) 

ADHD diagnosis 
made by an expert 
psychiatrist 

ADHD-I: 2.11 
(1.17-3.79); 
ADHD-C: 1.81 
(1.07-3.05) 

ADHD-I 
2.21(1.06-4.61);  
ADHD-C: 1.89 
(1.00-3.56) 

Rodrigu
ez & 
Bohlin, 
2005 
(Sweden
) 

290 Cohort 
(follow-
up: 7 
year) 

Perceived 
Stress Scale 
(PSS) 

Global perceived 
stress 

At any 
time 
during 
pregnancy 
(Stronger 
week 10) 

Yes (only 
in boys) 

- ADHD (n/7) Fulfilment of 
ADHD criteria 
based on those listed 
in DSM. 

9.30 (1.65–52.38)  

Sasaluxn
anon, 
2005 
(Turkey) 

241 Case-
control 
(child 
age 6 to 
12) 

Self-report 
questionnaire 

Emotional distress 
(anxiety, 
depression, 
stressed) 

At any 
time 
during 
pregnancy 

No - ADHD 
(n/122) 

Clinical diagnosis 
based DSM-IV TR 
criteria 

4.49 (2.37-8.45) - 

Say, 
2016 
(Turkey) 

180 (40) Case 
Control 
(mean 
age  
8.80±1.
98) 

Standardized 
questionnaire 

Depressive mood-
anhedonia 

At any 
time 
during 
pregnancy 

No - ADHD 
(26/100) 

Diagnosis by expert 
psychiatrist using 
the DSM-IV 

2.76 (1.35-5.64; - 
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Figure S1: Forest plot of ASD studies which reported both crude and adjusted estimates 

 

 

Figure S2: Forest plot of ADHD studies which reported both crude and adjusted estimates 
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Figure S3: funnel plot with observed values for adjusted estimates for ASD (figure S3A) and 
ADHD (figure S3B) 

 

 

Figure S4: funnel plot with observed and imputed values for adjusted estimates of ADHD 
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APPENDIX 1 

Strategies to search PUBMED, PsycINFO, Web of Science, EMBASE to identify cohort, cross-
sectional and case–control studies to determine the association prenatal maternal stress and 
offspring neurodevelopmental disorders  

 

         We used a very similar approach for searching in the other databases. 

 

Search terms 
For PubMed (1966- March 2018 )  

1. ADHD 
2. ASD 
3. attention deficit hyperactivity disorder 
4. Autism 
5. autism spectrum disorder 
6. Autism spectrum disorders 
7. Autistic 
8. Autistic spectrum 
9. Autistic spectrum disorder 
10. Autistic spectrum disorders 
11. Case control study 
12.  Child 
13. Cohort study 
14. Cross sectional study 
15.  Development 
16. Distress 
17. Emotional Stress 
18. hyperactivity disorder 
19. impulsivity 
20. Inattent* 
21. Infant 
22. Life Stress 
23. Life Stresses 
24. Maternal 
25. Maternal Exposure 
26. Maternal Exposures 
27. neurodevelopment 
28. Offspring 
29. Outcomes 
30. perinatal  
31. Pregnancy 
32. Pregnancy outcome 
33. prenatal 
34. prenatal maternal stress 
35. Prospective study 
36. Psychologic Stress 
37. Psychological Stress 
38. Psychological Stresses 
39. Retrospective study 
40. Trauma 
41.  trimester  
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APPENDIX 2 

 

Bias classification - ADHD 

Study Selection Exposure Outcome Confounding Analytical Attrition Total 
Class, 2014 Minimal Low 

(Assessment 
of exposure 
from a 
dataset) 
 

Minimal Minimal 
(Assessed for 
common 
confounders) 

Minimal Minimal LOW 

Grizienko, 
2012 

Minimal  
(Rational 
for case 
and control 
selection 
explained) 
 

Moderate 
(Recall >5 
years after 
birt, but 
additional 
steps taken) 
 
 

Minimal Moderate 
(Not 
assessed for 
confounders) 
 

Minimal NR MODERATE 

Kim, 2009 Low 
(Sample 
selected 
from large 
population 
but 
selection 
criteria not 
defined) 
 

High  
 

Minimal Low (Only 
certain 
confounders 
assessed) 

Minimal NR MODERATE 

LI, 2010 Minimal Low 
(Assessment 
of exposure 
from a 
dataset) 

Minimal Minimal 
(Assessed for 
common 
confounders) 

Minimal Minimal LOW 

Lee, 2006 Moderate 
(Rationale 
for cases 
and 
controls 
not 
explained) 
 

High (Recall 
>5 years after 
birt) 

Minimal Moderate 
(Not 
assessed for 
correct 
confounders) 

Minimal NR MODERATE 

Martini, 
2010 

Minimal Moderate 
(Extrapolating 
data from 
population) 

Minimal Moderate 
(Not 
assessed for 
correct 
confounders) 

Minimal NR MODERATE 

Motlagh, 
2010 

Minimal High (Recall 
>5 years after 
birt) 

Minimal Moderate 
(Not 
assessed for 
correct 
confounders) 

Low NR HIGH 

Oerlemans, 
2016 

Minimal 
(Rational 
for case 
and control 
selection 
explained) 
 

High (Recall 
>5 years after 
birt) 

Minimal Moderate 
(Not 
assessed for 
correct 
confounders) 

Low NR HIGH 
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Park, 2014 Minimal 
(Rational 
for case 
and control 
selection 
explained) 
 

High (Recall 
>5 years after 
birt) 

Minimal Low (Only 
certain 
confounders 
assessed) 

Low NR MODERATE 

Rodriguez, 
2005 

Minimal Minimal Minimal Moderate 
(Not 
assessed for 
confounders) 

Low High 
(>20% 
attrition), 

MODERATE 

Sasaluxanon, 
2005 

Low High (Recall 
>5 years after 
birt) 

Minimal Moderate 
(Not 
assessed for 
confounders) 

Low NR MODERATE 

Say, 2016 Minimal High (Recall 
>5 years after 
birt) 

Minimal Moderate 
(Not 
assessed for 
confounders) 

Moderate NR HIGH 

 

Bias classification - ASD 

Study Selection Exposure Outcome Confounding Analytical Attrition Total 
Beversdorf, 
2005 

Minimal 
(Rational 
for case 
and control 
selection 
explained) 
 

High (Recall 
>5 years 
after birt) 

Minimal Moderate 
(Not 
assessed for 
confounders) 

Low NR MODERATE 

Class, 2014 Minimal Low 
(Assessment 
of exposure 
from a 
dataset) 

Minimal Minimal Minimal Low LOW 

Lei, 2015 Low High (Recall 
>5 years 
after birt) 

Low Moderate 
(Not 
assessed for 
correct 
confounders) 

Low NR MODERATE 

George, 
2014 

Moderate 
(Sample 
selection 
ambiguous) 

Moderate 
(Recall 1-5 
years after 
birth) 
 

Low Moderate 
(Not 
assessed for 
correct 
confounders) 

NR NR MODERATE 

Grossi, 
2016 

Moderate 
(Sample 
selection 
ambiguous)  

High (Recall 
>5 years 
after birt) 

Minimal Moderate 
(Not 
assessed for 
confounders) 

Minimal NR MODERATE 

Hamade, 
2013 

High (A 
very select 
population 
studied) 

High (Recall 
>5 years 
after birt) 

Minimal Low (Only 
certain  
confounders 
assessed) 

Low NR HIGH 

Kinney, 
2008 

Minimal Low 
(Assessment 
of exposure 
from a 
dataset) 

Minimal Moderate 
(Not 
assessed for 
confounders) 

Low NR LOW 

LI, 2010 Minimal Low Minimal Minimal Minimal Minimal LOW 
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(Assessment 
of exposure 
from a 
dataset) 

Oerlemans, 
2016 

Minimal 
(Rational 
for case 
and control 
selection 
explained) 
 

High (Recall 
>5 years 
after birt) 

Minimal Moderate 
(Not 
assessed for 
correct 
confounders) 

Low NR HIGH 

Rai, 2012a Minimal Low 
(Assessment 
of exposure 
from a 
dataset) 

Minimal Minimal Minimal Minimal LOW 

Rai, 2012b Minimal Minimal Minimal Minimal Minimal Low LOW 
Roberts, 
2016 

Minimal Minimal 
(direct 
questioning)  

Low 
(administration 
of the ADI-R) 

Low (Only 
certain  
confounders 
assessed) 

Minimal Low LOW 

Say, 2016 Minimal High (Recall 
>5 years 
after birt) 

Minimal Moderate 
(Not 
assessed for 
confounders) 

Moderate NR HIGH 

Visser, 
2012 

Minimal 
(Rational 
for case 
and control 
selection 
explained) 

Moderate Minimal Moderate 
(Not 
assessed for 
confounders) 

Minimal NR MODERATE 

Ward, 
1990 

Moderate 
(Sample 
selection 
ambiguous) 

Moderate Low 
(Hospitalized 
children) 

Moderate 
(Not 
assessed for 
confounders) 

High NR HIGH 

Zhang, 
2010 

Minimal 
(Rational 
for case 
and control 
selection 
explained) 

Moderate Minimal Low (Only 
certain  
confounders 
assessed) 

Minimal NR LOW 
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