Supplementary Table 7. Population, primary-study design, outcome-ascertainment, and covariate-adjustment characteristics of the included reviews
Supplementary Table 7A. Review-level population, primary-study design, outcome-ascertainment, and reporting characteristics of the included reviews
	Review
	Domain
	Maternal clinical population
	Treatment indication
	Primary-study design(s)
	Geographic coverage
	Offspring age / follow-up
	Offspring sex composition
	Birthweight as population characteristic
	Offspring comorbidities
	Outcome ascertainment
	Reporting-status notes
	Source location

	Yang et al., 2025
	Structural
	Pregnant women exposed to VPA monotherapy; eligibility targeted patients with epilepsy, with pregnancies on other AEDs as comparator. Selected cohorts also included non-epilepsy or mixed-indication populations.
	Primarily epilepsy. Eligibility specified epilepsy; Table 1 flags selected cohorts with non-epilepsy or mixed indications.
	Cohort only: 23 prospective and 2 retrospective cohorts
	International / multiregional
	Peripartum/birth; congenital outcomes ascertained at birth or early infancy; no common follow-up window
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Supporting Information S1 contains no offspring-sex composition, birthweight, or comorbidity field; selected rows report gestational age/preterm status or maternal chronic illness only.
	Main PDF p.2, Sections 2.2 and 2.4; pp.3–7, Table 1; Supporting Information S1; DOI: 10.1111/jog.70121

	Tanoshima et al., 2015
	Structural
	Pregnant patients with epilepsy exposed to VPA monotherapy versus another antiseizure medication monotherapy.
	Epilepsy by analytic eligibility; Table 1 flags source cohorts containing other indications.
	Cohort only: 44 prospective and 15 retrospective cohort studies (3 conference abstracts included)
	International / multiregional
	Not reported; major congenital malformations ascertained at peripartum
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Study-level location, first-trimester exposure, other indications, overlap, and sample size tabulated; sex, birthweight, and offspring comorbidities not reported at review level.
	p.417, Abstract and Results; pp.419–423, Table 1; DOI: 10.1002/cpt.158

	Pariente et al., 2017
	Structural
	Pregnancies exposed to LTG monotherapy at any time during pregnancy; no disease restriction in eligibility criteria.
	Not restricted by eligibility. Introduction notes use for epilepsy and bipolar/mood disorders; indication composition of included studies not fully reported.
	Mixed: 20 cohort and 1 case-control study (all 21 retrospective; 12 used registry data)
	International / multiregional
	MCMs detected by end of first neonatal month
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	ESM reports NOS ratings but not study-level populations, sex, birthweight, offspring comorbidities, or adjustment covariates. Comparator frameworks varied across the source review; the disease-matched comparison was used as the formally appraised umbrella anchor.
	Main PDF pp.1–9 (printed pp.439–447); ESM pp.1–4, Tables 1–2 and Figures 1–4; DOI: 10.1007/s40263-017-0433-0

	Wan et al., 2024
	Structural
	Pregnant women with epilepsy receiving LTG monotherapy.
	Epilepsy
	Mixed observational designs: cohort and case-control studies; exact design-level counts not reported in Table 1
	International / multiregional
	Not reported
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Included-study table does not consistently label formal study design. Abstract states 16 studies reported adverse pregnancy outcomes; Results text states 15 studies provided MCM data—internal discrepancy retained as noted.
	p.1, Abstract; p.2, Methods, Sections 2.1–2.3; pp.3–5, Table 1; DOI: 10.1016/j.yebeh.2024.109924

	Zhao et al., 2025
	Structural
	Pregnant women exposed to lamotrigine during pregnancy.
	Not reported for included study populations in the source review PDF.
	Mixed: 5 cohort and 3 case-control studies
	Predominantly Western
	Not reported
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Indication composition not reported. Table 1 reports setting, design, exposure window, outcome ascertainment, and adjustment but not sex, birthweight, or comorbidities. Geographic distribution: North American and European studies only (Predominantly Western).
	pp.67–71, Methods and Results; p.70, Table 1; DOI: 10.1016/j.seizure.2025.06.005

	Athar et al., 2022
	Structural
	Pregnant women exposed to OXC at any time during pregnancy; quantitative analyses restricted to OXC monotherapy.
	Mixed indications: epilepsy, substance use disorders, neuropathic pain, and bipolar disorders; study-level indication completeness could not be confirmed from the source review.
	Cohort only: 16 prospective and 3 retrospective cohorts
	Predominantly European
	Not reported; congenital malformations ascertained peripartum
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Geographic distribution: 11 European, 3 North American, 2 Australian, 3 other studies. Indication composition partially reported at study level. Sex, birthweight, and offspring comorbidities not tabulated.
	Main PDF pp.3600–3607; ESM Tables S2–S4; DOI: 10.1111/bcp.15413

	Alsaad et al., 2015
	Structural
	Pregnant women exposed to any dose of TPM during the first trimester.
	Not reported (epilepsy, migraine, and appetite suppression noted in background; study-level indications not systematically reported).
	Mixed: 6 cohort and 1 case-control study (7 reports identified; 6 contributed to controlled pooled OR)
	International / multiregional
	Not reported
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	One report lacked a usable control group and was excluded from the pooled OR. Sex, birthweight, and comorbidities not tabulated.
	pp.45–46, Abstract and Methods; pp.46–47, Results and Table 2; DOI: 10.1016/j.reprotox.2015.03.003

	Atzenhoffer et al., 2025
	Structural
	Pregnant people exposed to PGB monotherapy during the first trimester.
	Mixed: epilepsy, pain conditions, psychiatric disorders, restless legs syndrome, and unspecified indications.
	Cohort only: 4 prospective and 3 retrospective cohorts
	International / multiregional
	Not reported
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Covariate details vary substantially across contributing studies. Sex, birthweight, and offspring comorbidities not tabulated. Hierarchical comparator selection used (one comparator category per study).
	p.1, Abstract; pp.2–4, Methods and Table 1; DOI: 10.1016/j.reprotox.2025.108958

	Veroniki et al., 2017a
	Structural
	Pregnant women exposed to AED monotherapy or polytherapy; infants/children exposed in utero.
	Any indication; epilepsy predominated (89/96 studies); eligibility not restricted to epilepsy (mixed indication in 1, mental illness in 1, not reported in 5).
	Mixed: 92 cohort, 3 case-control, and 1 randomized trial (network includes additional design breakdown by outcome)
	International / multiregional
	Peripartum; structural outcomes ascertained at birth or early infancy
	Not reported
	Not reported
	Not reported
	Not applicable—structural outcome review
	Largest included review (96 studies). Network includes multiple AEDs. Design classification is overall: 92 cohort, 3 case-control, 1 RCT; prospective/retrospective breakdown not comprehensively reported. Sex, birthweight, and comorbidities not tabulated.
	Main PDF pp.2–6; ESM Appendix D Table 3, Appendix E Table 4, Appendices F–H; DOI: 10.1186/s12916-017-0845-1

	Andrade et al., 2025
	Neurodevelopmental
	Offspring with anytime gestational VPA exposure versus gestationally VPA-unexposed offspring.
	Predominantly epilepsy; one large cohort included mainly epilepsy plus other on- and off-label indications.
	Cohort only: 6 retrospective and 2 prospective cohorts
	International / multiregional
	~2–12 years; sensitivity analysis required ≥6 years follow-up
	Not reported
	Not reported
	Not reported
	Diagnosis-based (ASD and ADHD; formal diagnostic-system codes required; study-specific diagnostic source not tabulated by the source review)
	Review reports study design, indication, sample size, offspring follow-up/assessment age, outcomes, and covariate domains. Sex composition, birthweight, and comorbidities not tabulated at review level.
	Methods; Table 1 (pp.672–674); DOI: 10.1111/acps.13797

	Peron et al., 2024
	Neurodevelopmental
	Children prenatally exposed to LTG monotherapy born to women with epilepsy, compared with a prespecified hierarchical/mixed untreated comparator set.
	Epilepsy
	Cohort studies (outcome-specific meta-analyses; exact study counts vary by outcome)
	International / multiregional
	Study-specific: 7 months to ~12 years (varies by outcome)
	Not reported
	Not reported
	Not reported
	Composite; language–motor assessment; mixed (by outcome: neurodevelopmental disorders overall by composite ICD/education criteria; language disorders by direct testing and/or parent report; psychomotor delay by direct motor scales and/or report; ASD and ADHD by diagnosis or parent screening)
	Outcome ascertainment harmonized within each meta-analysis via correspondence matrix (ESM S2). Sex, birthweight, and comorbidities not tabulated. Comparator set follows a prespecified hierarchy (untreated WWE, then general population).
	Abstract; Methods; Results; Supplementary Material S2; DOI: 10.1186/s12884-023-06242-9

	Amaral de Lara et al., 2025
	Neurodevelopmental
	Mothers with or without epilepsy who used ASMs prenatally; offspring exposed in utero. Study-specific comparator composition not uniformly reported.
	Epilepsy status mixed or partly unspecified; eligibility allowed mothers with or without epilepsy; study-level treatment indications not reported.
	Mixed: 8 cohort, 1 case-control, and 1 cross-sectional study
	Not reported
	Mean follow-up 2–22 years across included studies
	Not reported
	Not reported
	Not reported
	Unclear (outcome ascertainment method not reported by source review)
	Indication and comparator composition not systematically reported. Sex, birthweight, and offspring comorbidities not tabulated. Neither the analysis unit nor geographic coverage is reported.
	pp.42–43, Methods/Results and Table 1; pp.44–46, subgroup and sensitivity analyses; DOI: 10.1016/j.seizure.2025.05.003

	Xu et al., 2024
	Neurodevelopmental
	Offspring of mothers exposed to ASMs during pregnancy, including general-population and clinically indicated maternal cohorts.
	Epilepsy and bipolar/psychiatric disorder; analyses also included general-population cohorts.
	Population-based cohort studies (registry/administrative data source)
	International / multiregional
	Offspring age cutoffs ranged from <9 to <22 years (study-specific)
	Unclear
	Not reported
	Not reported
	Diagnosis-based (ASD: ICD-9-CM, ICD-10, or validated claims algorithm requiring ≥2 coded visits; ADHD: ICD codes or medication use; ascertainment via Nordic registers and administrative data)
	Sex composition at review level is Unclear (varies across contributing primary studies; not consistently tabulated). Birthweight and comorbidities not tabulated. Data source is registry/administrative; study design uniformly described as population-based cohort.
	pp.4–6, Methods and Table 1; pp.6–8, meta-analysis and subgroup analyses; DOI: 10.3389/fneur.2024.1440145

	Veroniki et al., 2017b
	Neurodevelopmental
	Infants and children aged ≤12 years exposed in utero and/or during breastfeeding to AEDs; control was no AED/placebo or another AED.
	Predominantly epilepsy (23/29 studies); not reported in 6 studies.
	Cohort only: 29 cohort studies (11 registry-based; 18 non-registry)
	International / multiregional
	Approximately 0.75–12 years; one source-study age range extended to 13 years.
	Not reported
	Not reported
	Not reported
	Direct cognitive/neuropsychological assessment; language–motor assessment; diagnosis-based (cognitive delay by named psychometric scales [Bayley, Griffiths, McCarthy, WPPSI, WISC-III, etc.]; psychomotor delay by motor scales and developmental records; language delay by named language scales; autism/dyspraxia by clinical assessment, ICD-10, or M-CHAT)
	Sex, birthweight, and comorbidities were not tabulated at review level. The review synthesized multiple neurodevelopmental outcomes using network meta-analysis; these contextual analyses were not included in the formal pairwise credibility appraisal.
	p.1, Abstract; pp.2–4, Eligibility and methods; pp.3–6, Tables 1–2; DOI: 10.1136/bmjopen-2017-017248


Column guide. “Maternal clinical population” and “Treatment indication” summarize the exposed population and clinical indication reported by each source review. “Primary-study design(s)” describes the review-level design composition and does not imply design-based weighting or post hoc modification of the anchor-review selection process. Offspring age/follow-up, sex composition, birthweight, and comorbidities are reported as review-level population characteristics. “Not reported” indicates that the characteristic was not described at the review level and does not imply that no contributing primary study measured or adjusted for that characteristic. Outcome ascertainment is summarized only for neurodevelopmental reviews and is not applicable to structural-outcome reviews. Source-review terminology was retained where necessary for specific outcome labels.
Scope and analysis unit. This table presents descriptive review-level characteristics for all 14 included systematic reviews and meta-analyses, with one row per review. No pooled estimates, meta-regression, weighting, or inferential comparisons were performed.
Abbreviations. AED, antiepileptic drug (historical source-review terminology); ADHD, attention-deficit/hyperactivity disorder; ASM, antiseizure medication; ASQ, Ages and Stages Questionnaire; ASD, autism spectrum disorder; DAS, Differential Ability Scales; ESM, electronic supplementary material; EURAP, European Registry of Antiepileptic Drugs and Pregnancy; EUROCAT, European Surveillance of Congenital Anomalies; ICD, International Classification of Diseases; LTG, lamotrigine; M-CHAT, Modified Checklist for Autism in Toddlers; MCM, major congenital malformation; NBDPS, National Birth Defects Prevention Study; NMA, network meta-analysis; NOS, Newcastle–Ottawa Scale; OXC, oxcarbazepine; PGB, pregabalin; RCT, randomized controlled trial; TPM, topiramate; VPA, valproic acid/valproate; WPPSI, Wechsler Preschool and Primary Scale of Intelligence; WISC-III, Wechsler Intelligence Scale for Children, third edition; WWE, women with epilepsy.

Supplementary Table 7B. Adjustment and covariate characteristics of the 17 formally retained anchor estimates
Panel A. Anchor estimates and evidence appraisal
	No.
	Review
	Domain
	Drug/exposure
	Outcome
	Comparator
	Effect estimate (95% CI)
	Adjustment status
	Source-reported sensitivity analysis
	GRADE
	Umbrella credibility
	Source location

	1
	Yang et al., 2025
	Structural
	Valproic acid monotherapy
	Combined major congenital anomalies
	Other antiepileptic drug groups
	RR 2.36 (2.17–2.56)
	Unadjusted
	No design- or covariate-specific pooled analysis reported
	Low
	Class I
	Main PDF pp.2–3, Sections 2.5 and 3.2.1–3.2.6; p.8, Figure 2; Supporting Information S1, outcome columns J–O

	2
	Yang et al., 2025
	Structural
	Valproic acid monotherapy
	Neural tube defects
	Other antiepileptic drug groups
	RR 6.54 (4.51–9.47)
	Unadjusted
	No design- or covariate-specific pooled analysis reported
	Low
	Class IV
	Main PDF pp.2–3, Sections 2.5 and 3.2.1–3.2.6; p.8, Figure 2; Supporting Information S1, outcome columns J–O

	3
	Yang et al., 2025
	Structural
	Valproic acid monotherapy
	Congenital heart defects
	Other antiepileptic drug groups
	RR 2.53 (2.16–2.96)
	Unadjusted
	No design- or covariate-specific pooled analysis reported
	Low
	Class IV
	Main PDF pp.2–3, Sections 2.5 and 3.2.1–3.2.6; p.8, Figure 2; Supporting Information S1, outcome columns J–O

	4
	Yang et al., 2025
	Structural
	Valproic acid monotherapy
	Cleft lip and/or palate
	Other antiepileptic drug groups
	RR 4.31 (3.06–6.08)
	Unadjusted
	No design- or covariate-specific pooled analysis reported
	Low
	Class IV
	Main PDF pp.2–3, Sections 2.5 and 3.2.1–3.2.6; p.8, Figure 2; Supporting Information S1, outcome columns J–O

	5
	Yang et al., 2025
	Structural
	Valproic acid monotherapy
	Genitourinary anomalies
	Other antiepileptic drug groups
	RR 3.32 (2.67–4.14)
	Unadjusted
	No design- or covariate-specific pooled analysis reported
	Low
	Class IV
	Main PDF pp.2–3, Sections 2.5 and 3.2.1–3.2.6; p.8, Figure 2; Supporting Information S1, outcome columns J–O

	6
	Yang et al., 2025
	Structural
	Valproic acid monotherapy
	Musculoskeletal anomalies
	Other antiepileptic drug groups
	RR 2.88 (1.98–4.19)
	Unadjusted
	No design- or covariate-specific pooled analysis reported
	Low
	Class IV
	Main PDF pp.2–3, Sections 2.5 and 3.2.1–3.2.6; p.8, Figure 2; Supporting Information S1, outcome columns J–O

	7
	Pariente et al., 2017
	Structural
	Lamotrigine monotherapy
	Major congenital anomalies
	Disease-matched controls (women with epilepsy who did not take AEDs)
	OR 1.15 (0.62–2.16)
	Unadjusted
	No—no design- or covariate-specific pooled analysis reported
	Very Low
	NS
	Main PDF p.3 (printed p.441), Section 2.5; pp.5–8 (printed pp.443–446), forest plot and Table 2; ESM pp.1–4, Tables 1–2

	8
	Zhao et al., 2025
	Structural
	Lamotrigine exposure during pregnancy
	Orofacial clefts
	Control group not receiving antiseizure medication therapy
	OR 1.42 (1.05–1.92)
	Mixed
	Yes—cohort-only and ≥5-variable-adjusted subgroup analyses were reported; the association was attenuated and was not statistically significant in the subgroup restricted to studies adjusting for at least five variables.
	Very Low
	Class IV
	PDF p.2 (printed p.68), Sections 2.3–2.4 and 3.3; PDF p.3 (printed p.69), Discussion; PDF p.4 (printed p.70), Table 1

	9
	Alsaad et al., 2015
	Structural
	Topiramate exposure during the first trimester
	Oral clefts
	No topiramate exposure
	OR 6.26 (3.13–12.51)
	Unadjusted
	No—leave-one-out sensitivity only; no design- or covariate-specific pooled analysis reported
	Low
	Class III
	PDF p.2 (printed p.46), Sections 2.2–2.3 and 3; PDF p.3 (printed p.47), Table 2; PDF p.4 (printed p.48), Section 3.2 and Figure 2

	10
	Athar et al., 2022
	Structural
	Oxcarbazepine monotherapy
	Congenital anomalies
	Unexposed controls
	OR 1.69 (0.95–2.98)
	Mixed
	No—risk-of-bias exclusion sensitivity only; no design- or covariate-specific pooled analysis reported
	Very Low
	NS
	Main PDF p.3604, Section 3.4 and Figure 3; p.3605, Discussion; p.3606, GRADE Table 1; ESM Tables S2–S4

	11
	Atzenhoffer et al., 2025
	Structural
	Pregabalin monotherapy during the first trimester
	Major congenital anomalies
	One comparator per study, selected hierarchically: unexposed sick, unexposed not otherwise specified, unexposed disease-free, then lamotrigine-exposed; Table 1 reports the actual comparator category study by study.
	OR 1.79 (0.80–3.99)
	Mixed
	No—comparator-specific sensitivity only; no design- or covariate-specific pooled analysis reported
	Very Low
	NS
	PDF p.2 (printed p.2), Sections 2.2–2.4; PDF p.4 (printed p.4), Table 1; PDF p.5 (printed p.5), Section 3.5 and Table 2

	12
	Andrade et al., 2025
	Neurodevelopmental
	Anytime gestational valproate exposure
	Autism spectrum disorder
	Gestationally valproate-unexposed offspring
	aHR 3.10 (2.24–4.28)
	Adjusted
	Yes—sensitivity restricted to ≥6 years follow-up and sibling comparison reported
	Low
	Class II
	PDF pp.5–6 (printed pp.672–673), Table 1; PDF pp.7–8 (printed pp.674–675), Figures 2C and 4C; PDF p.8 (printed p.676), Section 4.3.12

	13
	Andrade et al., 2025
	Neurodevelopmental
	Anytime gestational valproate exposure
	Attention-deficit/hyperactivity disorder
	Gestationally valproate-unexposed offspring
	aHR 1.62 (1.30–2.01)
	Adjusted
	Yes—sibling comparison sensitivity reported
	Very Low
	Class IV
	PDF pp.5–6 (printed pp.672–673), Table 1; PDF pp.7–8 (printed pp.674–675), Figures 2C and 4C

	14
	Xu et al., 2024
	Neurodevelopmental
	Any ASM exposure during pregnancy
	Autism spectrum disorder
	Mothers with epilepsy or psychiatric disorder untreated with ASM during pregnancy
	OR 1.38 (1.11–1.73)
	Adjusted
	Yes—indication-matched analysis and sensitivity subgroups reported
	Very Low
	Class IV
	PDF pp.4–5 (printed pp.04–05), Table 1; PDF pp.6–8 (printed pp.06–08), indication-matched analyses and Limitations

	15
	Xu et al., 2024
	Neurodevelopmental
	Any ASM exposure during pregnancy
	Attention-deficit/hyperactivity disorder
	Mothers with epilepsy or psychiatric disorder untreated with ASM during pregnancy
	OR 1.23 (1.02–1.48)
	Adjusted
	Yes—sensitivity subgroup analyses reported
	Very Low
	Class IV
	PDF pp.4–5 (printed pp.04–05), Table 1; PDF pp.6–8 (printed pp.06–08)

	16
	Peron et al., 2024
	Neurodevelopmental
	Lamotrigine monotherapy
	Autism spectrum disorder
	Mixed untreated comparators (4 untreated WWE; 1 disease-free control)
	OR 0.97 (0.61–1.53)
	Mixed
	Yes—sensitivity on bias, comparator type, and outcome definitions reported
	Very Low
	NS
	Main PDF pp.3–12, Table 1, Table 2 and Figure 2; ESM Supplement S2 Table 1 (correspondence matrix), Table 2 (T2R1–T2R54), Table 3

	17
	Peron et al., 2024
	Neurodevelopmental
	Lamotrigine monotherapy
	Attention-deficit/hyperactivity disorder
	Mixed untreated comparators (3 untreated WWE; 1 unspecified untreated control)
	OR 1.14 (0.75–1.72)
	Mixed
	Yes—sensitivity on bias, comparator type, and outcome definitions reported
	Very Low
	NS
	Main PDF pp.3–12, Table 1, Table 2 and Figure 2; ESM Supplement S2 Table 1 (correspondence matrix), Table 2 (T2R1–T2R54), Table 3


Panel B. Covariate-adjustment domains
	No.
	Review
	Outcome
	Sex
	Birthweight
	Indication
	Maternal age
	Socioeconomic factors
	Maternal comorbidity
	Concomitant medication
	Seizure-related factors

	1
	Yang et al., 2025
	Combined major congenital anomalies
	No
	No
	No
	No
	No
	No
	No
	No

	2
	Yang et al., 2025
	Neural tube defects
	No
	No
	No
	No
	No
	No
	No
	No

	3
	Yang et al., 2025
	Congenital heart defects
	No
	No
	No
	No
	No
	No
	No
	No

	4
	Yang et al., 2025
	Cleft lip and/or palate
	No
	No
	No
	No
	No
	No
	No
	No

	5
	Yang et al., 2025
	Genitourinary anomalies
	No
	No
	No
	No
	No
	No
	No
	No

	6
	Yang et al., 2025
	Musculoskeletal anomalies
	No
	No
	No
	No
	No
	No
	No
	No

	7
	Pariente et al., 2017
	Major congenital anomalies
	No
	No
	No
	No
	No
	No
	No
	No

	8
	Zhao et al., 2025
	Orofacial clefts
	Not reported
	Not reported
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed

	9
	Alsaad et al., 2015
	Oral clefts
	No
	No
	No
	No
	No
	No
	No
	No

	10
	Athar et al., 2022
	Congenital anomalies
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	11
	Atzenhoffer et al., 2025
	Major congenital anomalies
	Not reported
	No
	Not reported
	Mixed
	Not reported
	Mixed
	Mixed
	Not reported

	12
	Andrade et al., 2025
	Autism spectrum disorder
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed

	13
	Andrade et al., 2025
	Attention-deficit/hyperactivity disorder
	Mixed
	No
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed

	14
	Xu et al., 2024
	Autism spectrum disorder
	Mixed
	Mixed
	No
	Mixed
	Mixed
	Mixed
	Mixed
	No

	15
	Xu et al., 2024
	Attention-deficit/hyperactivity disorder
	Mixed
	No
	No
	Mixed
	Mixed
	Mixed
	Mixed
	No

	16
	Peron et al., 2024
	Autism spectrum disorder
	Mixed
	No
	No
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed

	17
	Peron et al., 2024
	Attention-deficit/hyperactivity disorder
	Mixed
	No
	No
	Mixed
	Mixed
	Mixed
	Mixed
	Mixed


Column guide. This table reports the adjustment status and principal covariate domains of the 17 pairwise estimates formally retained as umbrella-review anchors. “Adjustment status” refers to the retained pooled estimate itself. The covariate columns indicate whether each domain was incorporated into the contributing model or models and are distinct from whether the corresponding population characteristic was descriptively reported at the review level in Supplementary Table 7A. Comparator restriction or disease matching was recorded separately in the comparator column and was not coded as covariate adjustment. Accordingly, “No” under indication adjustment does not exclude control of indication through eligibility restriction or comparator selection. GRADE and umbrella credibility reproduce the classifications reported elsewhere in the manuscript and were not re-derived. Outcome labels use the manuscript’s standardized terminology; source-review terminology is retained only in source citations or explanatory notes where necessary.
Scope and analysis unit. Each row represents one formally retained review–outcome–comparator anchor estimate. Rows should not be interpreted as statistically independent observations because several estimates originated from the same reviews and contributing primary studies overlapped across reviews. Only the pairwise estimates formally retained as umbrella-review anchors are presented in Supplementary Table 7B. No new pooled or inferential analyses were conducted.
Interpretation of NS. NS means “not statistically significant” and identifies a formally appraised anchor estimate whose 95% confidence interval included the null and which was therefore not assigned a directional credibility class. NS should be interpreted jointly with confidence-interval precision and the GRADE imprecision judgment and should not be considered evidence of equivalence, absence of association, or absence of clinically meaningful risk.
Abbreviations. aHR, adjusted hazard ratio; AED, antiepileptic drug (historical source-review terminology); ASM, antiseizure medication; ASD, autism spectrum disorder; ADHD, attention-deficit/hyperactivity disorder; CI, confidence interval; GRADE, Grading of Recommendations Assessment, Development and Evaluation; LTG, lamotrigine; NS, not statistically significant: a formally appraised anchor estimate whose 95% confidence interval included the null and which was therefore not assigned a directional credibility class; OXC, oxcarbazepine; OR, odds ratio; PGB, pregabalin; RR, risk ratio; TPM, topiramate; VPA, valproic acid/valproate; WWE, women with epilepsy. Adjustment status: Adjusted = the retained pooled estimate was composed of explicitly adjusted effect estimates; Unadjusted = the retained estimate used raw event counts or unadjusted ORs/RRs; Mixed = contributing studies differed in adjustment status. Covariate domains: Yes = all or explicitly identified contributing models included that domain; No = the estimate was unadjusted or the domain was explicitly not included; Mixed = only some contributing studies adjusted for the domain; Not reported = the source review did not report the information; Unclear = information was available but could not be mapped reliably to the specific anchor.

SupplementaryTable7.Population,primary-studydesign,outcome-ascertainment,andcovariate-adjustmentcharacteristicsoftheincludedreviewsSupplementaryTable7A.Review-levelpopulation,primary-studydesign,outcome-ascertainment,andreportingcharacteristicsoftheincludedreviewsReviewDomainMaternalclinicalpopulationTreatmentindicationPrimary-studydesign(s)GeographiccoverageOffspringage/follow-upOffspringsexcompositionBirthweightaspopulationcharacteristicOffspringcomorbiditiesOutcomeascertainmentReporting-statusnotesSourcelocationYangetal.,2025StructuralPregnantwomenexposedtoVPAmonotherapy;eligibilitytargetedpatientswithepilepsy,withpregnanciesonotherAEDsascomparator.Selectedcohortsalsoincludednon-epilepsyormixed-indicationpopulations.Primarilyepilepsy.Eligibilityspecifiedepilepsy;Table1flagsselectedcohortswithnon-epilepsyormixedindications.Cohortonly:23prospectiveand2retrospectivecohortsInternational/multiregionalPeripartum/birth;congenitaloutcomesascertainedatbirthorearlyinfancy;nocommonfollow-upwindowNotreportedNotreportedNotreportedNotapplicable—structuraloutcomereviewSupportingInformationS1containsnooffspring-sexcomposition,birthweight,orcomorbidityfield;selectedrowsreportgestationalage/pretermstatusormaternalchronicillnessonly.MainPDFp.2,Sections2.2and2.4;pp.3–7,Table1;SupportingInformationS1;DOI:10.1111/jog.70121Tanoshimaetal.,2015StructuralPregnantpatientswithepilepsyexposedtoVPAmonotherapyversusanotherantiseizuremedicationmonotherapy.Epilepsybyanalyticeligibility;Table1flagssourcecohortscontainingotherindications.Cohortonly:44prospectiveand15retrospectivecohortstudies(3conferenceabstractsincluded)International/multiregionalNotreported;majorcongenitalmalformationsascertainedatperipartumNotreportedNotreportedNotreportedNotapplicable—structuraloutcomereviewStudy-levellocation,first-trimesterexposure,otherindications,overlap,andsamplesizetabulated;sex,birthweight,andoffspringcomorbiditiesnotreportedatreviewlevel.p.417,AbstractandResults;pp.419–423,Table1;DOI:10.1002/cpt.158Parienteetal.,2017StructuralPregnanciesexposedtoLTGmonotherapyatanytimeduringpregnancy;nodiseaserestrictionineligibilitycriteria.Notrestrictedbyeligibility.Introductionnotesuseforepilepsyandbipolar/mooddisorders;indicationcompositionofincludedstudiesnotfullyreported.Mixed:20cohortand1case-controlstudy(all21retrospective;12usedregistrydata)International/multiregionalMCMsdetectedbyendoffirstneonatalmonthNotreportedNotreportedNotreportedNotapplicable—structuraloutcomereviewESMreportsNOSratingsbutnotstudy-levelpopulations,sex,birthweight,offspringcomorbidities,oradjustmentcovariates.Comparatorframeworksvariedacrossthesourcereview;thedisease-matchedcomparisonwasusedastheformallyappraisedumbrellaanchor.MainPDFpp.1–9(printedpp.439–447);ESMpp.1–4,Tables1–2andFigures1–4;DOI:10.1007/s40263-017-0433-0Wanetal.,2024StructuralPregnantwomenwithepilepsyreceivingLTGmonotherapy.EpilepsyMixedobservationaldesigns:cohortandcase-controlstudies;exactdesign-levelcountsnotreportedinTable1International/multiregionalNotreportedNotreportedNotreportedNotreportedNotapplicable—structuraloutcomereviewIncluded-studytabledoesnotconsistentlylabelformalstudydesign.Abstractstates16studiesreportedadversepregnancyoutcomes;Resultstextstates15studiesprovidedMCMdata—internaldiscrepancyretainedasnoted.p.1,Abstract;p.2,Methods,Sections2.1–2.3;pp.3–5,Table1;DOI:10.1016/j.yebeh.2024.109924

