Supplementary Information 1. PRISMA checklist
	Section and Topic  
	Item # 
	Checklist item  
	Location where item is reported (Heading / subheading) 

	TITLE  
	 

	Title  
	1 
	Identify the report as a systematic review. 
	Title 

	ABSTRACT  
	 

	Abstract  
	2 
	See the PRISMA 2020 for Abstracts checklist. 
	Abstract 

	INTRODUCTION  
	 

	Rationale  
	3 
	Describe the rationale for the review in the context of existing knowledge. 
	Introduction  

	Objectives  
	4 
	Provide an explicit statement of the objective(s) or question(s) the review addresses. 
	Introduction

	METHODS  
	 

	Eligibility criteria  
	5 
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. 
	Method: Study selection criteria and definitions

	Information sources  
	6 
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted. 
	Method: Data sources, search strategy and eligibility criteria

	Search strategy 
	7 
	Present the full search strategies for all databases, registers and websites, including any filters and limits used. 
	Appendix 1

	Selection process 
	8 
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process. 
	Method: Study selection process

	Data collection process  
	9 
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process. 
	Method: Data extraction and quality review

	Data items  
	10a 
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect. 
	Method: Data extraction and quality review

	
	10b 
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information. 
	Method: Data extraction and quality review

	Study risk of bias assessment 
	11 
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process. 
	Method: Data extraction and quality review

	Effect measures  
	12 
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results. 
	N/A 

	Synthesis methods 
	13a 
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)). 
	N/A

	
	13b 
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions. 
	Method: Narrative synthesis

	
	13c 
	Describe any methods used to tabulate or visually display results of individual studies and syntheses. 
	Method: Narrative synthesis

	
	13d 
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used. 
	Method: Narrative Synthesis

	
	13e 
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression). 
	N/A 

	
	13f 
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results. 
	N/A 

	Reporting bias assessment 
	14 
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). 
	N/A 

	Certainty assessment 
	15 
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. 
	N/A 

	RESULTS  
	 

	Study selection  
	16a 
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram. 
	Methods: Study selection process
Results: Study characteristics
Figure 1 

	
	16b 
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded. 
	N/A

	Study characteristics  
	17 
	Cite each included study and present its characteristics. 
	Tables 1-2.

	Risk of bias in studies  
	18 
	Present assessments of risk of bias for each included study. 
	Results: Quality appraisal
Supplementary Tables 4-5

	Results of individual studies  
	19 
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots. 
	N/A 

	Results of syntheses 
	20a 
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. 
	Results, all subheadings

	
	20b 
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect. 
	N/A 

	
	20c 
	Present results of all investigations of possible causes of heterogeneity among study results. 
	N/A 

	
	20d 
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. 
	N/A 

	Reporting biases 
	21 
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. 
	N/A 

	Certainty of evidence  
	22 
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. 
	N/A 

	DISCUSSION  
	 

	Discussion  
	23a 
	Provide a general interpretation of the results in the context of other evidence. 
	Discussion

	
	23b 
	Discuss any limitations of the evidence included in the review. 
	Discussion

	
	23c 
	Discuss any limitations of the review processes used. 
	Discussion, Strengths and limitations

	
	23d 
	Discuss implications of the results for practice, policy, and future research. 
	Discussion
Conclusion

	OTHER INFORMATION 
	 

	Registration and protocol 
	24a 
	Provide registration information for the review, including register name and registration number, or state that the review was not registered. 
	Method, first paragraph

	
	24b 
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared. 
	Method, first paragraph

	
	24c 
	Describe and explain any amendments to information provided at registration or in the protocol. 
	N/A 

	Support 
	25 
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review. 
	N/A 

	Competing interests 
	26 
	Declare any competing interests of review authors. 
	Title page.

	Availability of data, code and other materials 
	27 
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review. 
	N/A



From:  Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71 
 N/A: Not applicable 




	Supplementary Table 1. Characteristics of included studies that focus on the impact of a parental health-related turning point on offspring outcomes

	Authors and publication year
	Objective
	Study design
	Data collection country
	Data sources
	Data collection dates
	Population, including any comparison groups 
	Health-related turning point event(s)
	Setting
	Mediators, moderators, or other risk factors 
	Health outcomes
	Social outcomes
	Main findings

	Aaskoven et al. (2022)

	To investigate the impact of a parental health shock on children’s final grades in basic school and commencement and completion of secondary school in a Nordic setting.
	Retrospective cohort
	Denmark
	Danish administrative registers: Danish Population Statistics Registers, Family Register, Medical Birth Register, National Patient Register, Cancer Register, Register of Causes of Death, Academic Achievement Register, Population Education Register, Income Statistics Registers, Employment Classification Module
	1987-2016
	Children born in Denmark from 1 January 1987 to 31 December 2000, with and without parental cancer exposure (matched) separated into three populations: 

Population 1: basic school grade point average (GPA) (around the age of 15-16, total n=1,105,694, n=23,320 (2.1%) with parental cancer, 49.4% 11-15 years old at parental diagnosis). 

Population 2: Commencing secondary education or completed education no later than the year of their 18th birthday (total n=1,117,022, n= 28,398 (2.5%) with parental cancer, 33.9% 11-15 years old at parental diagnosis). 

Population 3: Finished secondary education by 21 (total n=731,359, n=25,362 (3.5%) with parental cancer. 49.7% 16-21 years old at parental diagnosis).
	(1) Parent diagnosed with cancer
	N/A
	Parent factors: mother and father’s age at birth, parents’ cohabiting status, municipality, non-Danish ethnicity, living grandparents, mother and father’s occupation, mother and father’s education, family income, parent gender

Offspring factors: gender, month of birth, year of birth, birth weight, gestational weeks, birth order, number of siblings, child gender and age,

Family-related characteristics (in relation to child): descendant of migrants, not living with both parents, no living grandparents, low educated parents, low family income
	N/A
	(1) Child education achievement (ninth grade GPA)

(2) Child education attainment (completion of secondary education)
	The impact of parental cancer on children's school achievements depended on the size of the shock (dependent on stage of cancer and age that the child experiences it): classed as cancer with good prognosis, cancer with intermediate prognosis, cancer with poor prognosis. 

(1) Child experiencing parental cancer had a lower GPA in final exams in ninth grade by an average of 0.040 points (equivalent to 0.018 SDs) compared to peers without parental cancer. Parental cancer diagnosis also reduced the probability of the offspring starting as well as finishing secondary education by 0.6% and 1.3% respectively compared to peers without parental cancer.

(2) If the parent was diagnosed with cancer with a poor prognosis, the child’s GPA decreased by 0.111 points (1.6% of average GPA) and the probability of commencing and completing secondary education reduced on average by 1.3% and 3.7%, respectively compared to peers without parental cancer.

(3) Mother diagnosis of cancer decreased ninth grade GPA and the probability of completing secondary education whereas the impact was less pronounced for fathers compared to peers without parental cancer. In comparison, a parental cancer diagnosis reduced ninth grade GPA 0.055 points and 0.012 for mothers’ and fathers’ diagnosis, respectively secondary education diminished by 1.6% and 1.0%, respectively.  

(4) For ninth grade GPA, females experienced a reduction of 0.044 points and males a reduction of 0.035 compared to peers without parental cancer. Females’ reduction of 2.0% for completing secondary education when experiencing parental cancer was not evident for males (proportion not reported) compared to peers without parental cancer.  

	Ahammer & Halla (2022)

	To provide descriptive evidence for the intergenerational persistence of opioid dependence.
	Retrospective cohort
	Austria 
	Upper Austrian Health Insurance Fund databases.
	1998-2017
	Children born between 1984 and 1990, and their parents (n=81,307 child-parent pairs).

Mean age not specified.
	(1) Parental usage of heroin and prescription opioids
	N/A
	Parental factors: mother’s education, job, religious denomination, occupation, age at birth, whether the child is born in wedlock.
	(1) Offspring usage of heroin and prescription opioids
	N/A
	[bookmark: _Hlk152939363](1) If a parent was using illicit opioids then the offspring had a higher likelihood of using illicit opioids (Odds ratio (OR) 5.78, p<0.01) than offspring of non-using parents and if the parent was using prescription opioids than the offspring had a higher risk of using prescription opioids (OR 1.76, p<0.01) than children of non-using parents.


	Almquist et al. (2020)

	To examine the processes of mediation and interaction by school performance regarding the intergenerational transmission of alcohol misuse. 
	Prospective cohort
	Sweden 
	Stockholm Birth Cohort Multigenerational Study, National Patient Register, local school registers, school outcomes from Statistics Sweden.
	1953 – 2018
	Swedish children born in 1953 and residing in Sweden in 1960, 1965 and/or 1968 (total n =14,608). 

Split into three samples based on available school marks:

Sample A: Grade 6 (n=13,753, age 13). 

Sample B: Grade 9 (n=13,021, age 16).

Sample C: Grade 12 (n=6777, age 19).
	(1) Parental alcohol misuse
	N/A
	Offspring factors: Child gender, school performance (at or below average marks, at or above average marks).

Parent factors: parental social class, parental educational level, parental income.
 
	(1) Offspring alcohol misuse 
	N/A
	(1) Offspring whose parents misused alcohol had twice the risk (RR 2.49 (p<.001) of alcohol misuse in adulthood, after adjusting for demographics and school performance in grade 9) compared to parents who were not hospitalised for alcohol misuse.   

	Appel et al. (2013)

	To investigate the association between early parental loss and risk for in-or outpatient hospitalisation for affective disorders in adulthood, taking into account the parents' history of psychiatric hospitalisation. 
	Retrospective cohort
	Denmark
	Danish Psychiatric Central Register, the Danish Register of Causes of Death and the population-based Integrated Database for Labour Market Research. 
	1 January 1990-1 March 2009
	Total population of those born in Denmark between 1 January 1970 and 31 December 1990 (n=1,225,600; women, n=596,961; men, n=628,699)

Exposure group: Experience of death of parents before the age of 30 (n=138,893 children, 29% experienced parent’s death between ages of 18-23).
	(1) Death of parent: Suicide, other cause, unknown 
	N/A
	Offspring factors: age of child at which loss occurred, sex of child

Parent factors: 
parental death of suicide
	(1) Hospitalisation for unipolar affective disorder

(2) Hospitalisation for bipolar affective disorder
	N/A
	(1) Offspring who experienced early parent death had a higher risk of being hospitalised for unipolar disorder, for both men (Hazard Ratio (HR) 1.33, 95%CI 1.23-1.44) and women (HR 1.23, 95%CI 1.17-1.30) and hospitalisation risk was higher if the parent death was following suicide (men HR 1.85 95%CI 1.52-2.24; women HR 1.73, 95%CI 1.51-1.99) compared to offspring hospitalised for an affective disorder with no parental death.

(2) Offspring who experienced early parent death did not have a higher risk of hospitalisation for bipolar affective disorders (men HR 1.18, 95%CI 0.92-1.51; women HR 1.06, 95%CI 0.83-1.35). However, there was a higher risk of hospitalisation for bipolar affective disorders for offspring where the parental death was due to suicide (men HR 2.00, 95%CI 1.18-3.39; women HR 2.44, 95%CI 1.56-3.83) compared to offspring hospitalised for an affective disorder with no parental death.

(3) The age at which the parent died was associated with hospitalisation risk for offspring with either unipolar or bipolar affective disorders, with the highest risk for <6 years (men HR 1.63; 95CI 1.31-2.05 and women HR 1.30; 95%CI 1.10-1.54) and 12-18 (men HR 1.42; 95%CI 1.23-1.63 and women HR 1.33; 95%CI 1.11-1.35) year categories compared to offspring hospitalised for an affective disorder with no parental death. 

	Appel et al. (2016)

	To investigate the association between early parental death before the child reaches age 30 years and subsequent use of antidepressants. 
	Retrospective cohort
	Denmark 
	The National Prescription Drug Database, the Danish Register of Causes of Death, the Danish Psychiatric Central Register and the Integrated Databases for Labour Market Research. 
	1 January 1997 – 31 December 2009
	Danish men and women born between 1970 and 1990 (total n=93,347).

Exposure group: People who experienced the death of a parent before the age of 30 (n=71,380, around 45% were 25-29 years old at age of parent’s death).   
	(1) Death of parent by suicide, other causes, and unknown 
	N/A
	Offspring factors: age of child when parent died. 

Parent factors: parent death by suicide, parental education, sex of parent, parental history of psychiatric hospitalisation.
	(1) Offspring use of antidepressants. 
	N/A
	(1) Bereaved offspring were at higher risk for antidepressant use than non-bereaved offspring (men: RR 1.21, 95% CI 1.16-1.26; women RR 1.23, 95%CI 1.19-1.27).
(2) Parental death by suicide was associated with a higher relative risk of antidepressant use among women (p = 0.019), than non-bereaved offspring as was loss of mother compared with loss of father (p = 0.01).

(3) Anti-depressant use was higher for bereaved offspring within 11 months after parent death (men: RR 1.30, 95%CI 1.15-1.47; women RR 1.40, 95%CI 1.28-1.53) and remained high after two year post-death (men: RR1.16; 95%CI 1.10-1.21; women RR1.16; 95%CI 1.12-1.21) compared to non-bereaved offspring.

(4) Parental education and disposable income in a subpopulation only marginally changed the risk estimates for offspring antidepressant use (men RR 1.21, 95%CI 1.10-1.32; women RR 1.34, 95%CI 1.26-1.44) compared to non-bereaved offspring..

	Armfield et al. (2021)

	To examine factors associated with intergenerational transmission of child maltreatment and quantify its extent in a population sample over a 30-year period in South Australia. 
	Retrospective cohort
	Australia 
	South Australian Birth Registry, Perinatal Statistics Collection, hospital inpatient and emergency department datasets and the South Australian Department for Child Protection. 
	1 July 1986 – 30 June 2017
	Mother-child dyads (n= 22,789 mothers; n=23,437 children, child mean age of 4.2 years (SD 3.2)). 

	(1) Mothers’ child maltreatment
 
(2) Mothers’ child protection system (CPS) involvement 
	N/A
	Mother’s mental health, number of children, age at child’s birth, marital status, child in hospital >28 days following birth, timing of mother’s CPS involvement. 
	(1) Offspring child maltreatment   
	(1) Offspring CPS involvement 

(2) Offspring placement in out-of-home care
	(1) Children of mothers with a history of both substantiated maltreatment and out of home care had 2.8 times risk of any CPS involvement (aHR 2.83, 95%CI 2.53-3.16), 4.5 times the risk of substantiated maltreatment (aHR 4.46, 95%CI 3.57-5.58), and 7.1 time the risk of having time in out-of-home care (aHR 7.09, 95%CI 4.91-10.26) when compared to those with no CPS involvement (adjusting for all covariates). 

(2) Children had an approximately 2-3 times increased risk of CPS outcomes if their mothers had a CPS notification aged 13-17 years compared with the children of mothers with a CPS notification earlier in childhood.  

	Back Nielsen et al. (2019)
	To determine whether parental post-traumatic stress disorder (PTSD) is associated with childhood psychiatric morbidity among children of refugees.
	Retrospective cohort
	Denmark 
	Nationwide Danish population-based registers including Danish Civil Registration System, the Danish Immigration Service, the Danish Psychiatric Central Research Register, and Statistics Denmark. 
	Jan 1 1995-Dec 31 2015
	Biological children of refugees were born before December, 2015 (N=51,793). Separated into two groups: Descendants and refugee children.

Descendants: born after parents’ arrival in Denmark (n=35,329)

Refugee children: born before arrival in Denmark (n=16,464).

Mean age not specified, but all children under 18 years.
	(1) Parental PTSD
	Refugee
	Offspring factors: Child age, child sex, child geographical origin, sibling status.

Parental factors: disposable household income.
	(1) Child psychiatric contact (psychiatric hospital contact with corresponding International Classification of Diseases (ICD) diagnosis). 

Separated by type of psychiatric contact: Substance use disorders, psychotic and affective disorders, nervous disorders, disorders of psychological development, emotion disorders, behaviour disorder, other
	N/A
	Parental PTSD is a predictor of offspring psychiatric contact. 

(1) Increased risk of psychiatric contact among children of parents with PTSD compared with children whose parents do not have PTSD (descendant adjusted HR: 1.41 95%CI 1.22-1.78; refugee children adjusted HR 1.75, 95%CI 1.37-2.23)

(2) Among descendants, females were less likely to have psychiatric contacts during the study period compared with males (adjusted HR 0.40, 95%CI 0.34-0.47).

(3) Descendants with a higher income were more likely to have a psychiatric contact (mid-income tier adjusted HRs 1.29, 95%CI 1.02-1.44; high-income tier HR1.46, 95%CI 1.04-2.05) compared to those with low income.

(4) Nervous disorders more frequent among children of parents with PTSD (p=.0072) compared with children whose parents do not have PTSD.

	Bager et al. (2020)

	To estimate the hazard of psychiatric disorders in children of traumatised parents as compared to children of non-traumatised Danish- born parents. 
	Retrospective cohort
	Denmark 
	Danish Civil Registration system, the Danish National Patient Register and the Danish Psychiatric Central Research Register. Trauma-exposed parents identified through electronic patient file systems of five rehabilitation centres specialised in the treatment of traumatized refugees. 
	Jan 1 1986-Dec 31 2016
	Children with trauma-exposed parents vs children without trauma-exposed parents (total n=3,346,993).

Children of trauma-exposed parents identified though rehabilitation centres’ records (total n=19,294). 

Mean age not reported, all children aged under 18 years.
	(1) Parental torture trauma and war trauma
	Refugee
	Offspring factors: sex, child age at immigration

Parent factors: sex, parental psychiatric and physical morbidity, parental region of origin, parent treated in clinic 
	(1) Child psychiatric disorder (identified through ICD codes).  
	N/A
	(1) Children of refugee parents with registered torture trauma and war trauma had a lower risk of being diagnosed with a psychiatric disorder compared to children of Danish- born parents without trauma. Similar pattern for each category of psychiatric disorder; actual estimates vary depending on country of origin and if the parent was treated in a clinic.

	Bell et al. (2019)

	To investigate whether school entry abilities are an important focus of evaluation for children of parents with psychiatric disorders at a severity level requiring hospitalisation. 
	Retrospective cohort
	Australia 
	The Australian Early Development Census, Hospital Morbidity data from the WA Department of Health
	2002- 2009
	Children born in Western Australia between 2003 and 2004 with an Australian Education Development Census (AEDC) record in 2009 (n=18,876, mean age 5.5 years (SD 0.29)).

Exposure group is children with a parent with psychiatric hospitalisation (n=1082, 5.7% of total cohort) 


	(1) Parental psychiatric hospitalisation

(2) Parental psychiatric disorder, separated into major diagnostic categories (mood, anxiety, substance abuse, psychotic, personality, eating, organic, disorder of childhood, development, or other psychiatric diagnoses)
	N/A
	Offspring factors: child Aboriginality, child’s English as Second Language (ESL) status

Parent factors: parent age, mother’s marital status, local community socioeconomic disadvantage and remoteness indices, type of parental psychiatric disorder.
	N/A
	(1) School readiness, as determined by developmental vulnerabilities in AEDC. 

Five key AEDC domains: physical health and wellbeing, social competence, emotional maturity, communication skills and general knowledge, language and cognitive skills.
	(1) Children with parents who had been hospitalised for psychiatric care were more likely to experience developmental vulnerability in school readiness compared to children with parents with no psychiatric hospitalisations varying by AEDC domain ranging for mothers from OR 1.37; 95%CI 1.15-1.64 for communication skills and general knowledge to OR 1.51; 95%CI  1.28-1.78 for emotional maturity and for fathers from OR 1.38; 95%CI 1.09-1.74 for communication skills and general knowledge to OR 1.50; 95%CI  1.20-1.87 for emotional maturity.

(2) Both maternal and paternal psychiatric hospitalisation had similar effects on children's school readiness.

(3) Children whose parents had only one psychiatric admission, regardless of its duration, had increased odds of developmental vulnerability. 1 day admission 32-59% increase; Admission that lasted multiple days 30-47% increase; and two or more psychiatric hospitalisations 35-63% increase compared to children with parents with no psychiatric hospitalisation. 

(4) Type of parental psychiatric disorder impacted odds of developmental vulnerability depending on AEDC domains: e.g., children with parent with a primary diagnosis of mood disorder had twice the odds (OR 2.24, 95%CI 1.34-3.83) of being vulnerable on the physical health and wellbeing domain compared to children with parents with no psychiatric hospitalisations.

	Benros et al. (2013)

	To investigate if children of mothers with cancer might be at higher risk of developing psychiatric disorders. 
	Retrospective cohort
	Denmark 
	The Danish Civil Registration System, the Danish Psychiatric Central Register and the Danish Cancer Registry. 
	1 January 1978-1 April 2011
	Child with psychiatric disorders, linked to parents who were alive on 1 January 1978 or born 1 January 1978 and 1 April 2011. 

Outcomes for offspring psychiatric disorders split into individuals with schizophrenia (n= 19,505, mean age at entry = 15.84) and individuals with child psychiatric disorders (n=61,950, mean age at entry = 2.73 years).

Offspring generally aged 0-30.
	(1) Parental lung cancer diagnosis
	N/A
	Parent factors: type of parental cancer, sex of parent, parental age, parental urbanicity, parent’s history of psychiatric disorders, time of psychiatric disorder diagnosis.
	(1) Offspring psychiatric disorders

(2) Offspring schizophrenia
	N/A
	(1) There was no significant risk of schizophrenia in offspring of parents with all cancer (except smoking-related) (Incidence Rate Ratio (IRR), 0.98; 95% CI, 0.95-1.01) compared to parents with no cancer diagnosis.

(2) Children of parents with lung cancer had a significantly increased risk of child psychiatric disorders, with a 25% increased risk in offspring of mothers with lung cancer (IRR 1.25, 95%CI 1.07-1.46) and a 35% increased risk in offspring of fathers with lung cancers (IRR 1.35, 95%CI 1.20-1.53), after adjusting for covariates compared to parents with no cancer diagnosis. 

	Berg et al. (2014)
	To investigate the association between parental death during childhood (i.e., before age 15 years) and school performance in the final compulsory school year at age 15 to 16 years, and the potential contribution of childhood socioeconomic and psychosocial factors.
	Retrospective cohort
	Sweden
	The Cause of Death Register, the National School Register, the National Population and Housing Censuses and the Patient Discharge Register, the Register of Court Convictions, Register of Children and Young Persons Subjected to Child Welfare Measures 
	1973-2008
	Study population: subjects born in Sweden between 1973 and 1981 who had school performance data available. Split into four groups:

1. No parental death (n=749, 697)

2. Paternal death only (n=15,728)

3. Maternal death only (n=6,388)

4. Death of both parents (n=304)

Mean age of child at the time of father’s death was 9.1 years and 9.6 years for mother's death. 
	(1) Death of parent including death by natural deaths, accident, violence and suicide before age 15 years. 
	N/A
	Offspring factors: age of child at parental death, child birth year and gender.

Parent factors: the type of death of a parent, parent sex, socioeconomic position of the childhood household, indicators of psychosocial problems in the family.


	N/A
	(1) School performance (grade point)

(2) School attainment (school failure)
	(1) Parental death was associated with lower mean grades for offspring (paternal death: β=-0.09, 95%CI -0.10 to -0.08; maternal death β=-0.10, 95%CI -0.11 to -0.08), after controlling for socioeconomic position and indicators of psychosocial problems in family compared to no parental death.

(2) Parental death was associated with higher ORs of finishing primary school with incomplete grades (i.e., school failure). This was significant for paternal (aOR 1.40, 95% 1.31-1.49) and maternal death (aOR 1.18, 95%CI 1.05-1.32), but not for death of both parents (aOR 1.17, 95%CI 0.75-1.81) compared to no parental death.

	Berg et al. (2016a)

	To study the links between parental alcohol-related disorders and offspring school performance and, specifically,  whether associations vary by gender of parent or child and whether associations are mediated by other adverse psychosocial circumstances commonly appearing together with parental alcohol problems, such as parental mental health problems or criminal behaviour. 
	Retrospective cohort
	Sweden
	The Medical Birth register, the Total Population Register, the Multi-Generation Register, the Hospital Discharge Register, the National School Register, and the Longitudinal Integration Database for Health Insurance Labour Market Studies. 
	1990-2012
	All children born in Sweden in 1990-1996.

Offspring with parental alcohol-related disorder (n=15,105).

Offspring with no parental alcohol-related disorder (n=725,513). 

Children aged 15-16 years.
	(1) Parental alcohol- related disorders 
	N/A
	Offspring factors: child placed in societal care

Parent factors: parental mental health problems, illicit drug use and criminal behaviour, sex of parent, parent education.


	N/A
	(1) Offspring school performance (grade points, mathematics test scores)

(2) Offspring eligibility for secondary education
	(1) Maternal alcohol-related hospital admission had a negative impact on school performance in girls compared to boys (Z-score -0.48 vs -0.37 respectively, p<0.001) for final primary and secondary school grades, and for mathematics test scores (Z-score -0.41 vs -0.31 respectively, p=0.003) compared to offspring with no parental alcohol-related disorder.

(2) Offspring with maternal alcohol-related disorder had lower odds of being ineligible for secondary education (OR 0.89, 95%CI 0.81-0.96), while offspring with paternal alcohol-related disorder had higher odds (OR 1.15, 95%CI 1.09-1.22) of being ineligible for secondary education, compared to parents with no alcohol-related disorders..

	Berg et al. (2016b)
	To analyse risk of depression in young adults with experience of childhood parental death, using national register data on hospital admissions and outpatient care for depression. 
	Retrospective cohort
	Sweden 
	The Multi-Generation Register, the Cause of Death Register, the National Hospital Discharge Register, and the Total Population Register. 
	2006-2013
	All children born in Sweden between 1973 and 1982, not adopted, alive and residing in Sweden

Sample split by exposure to parental death before offspring aged 18 years :

(1) No parental death (n=831,220)  

(2) Maternal death, natural causes (n= 7,084) and external causes (n=2,456)

(3) Paternal death, natural causes (n= 13,049) and external causes (n=9,264)

(4) Both parents’ death (n=519)

Analysis stratified into three categories for age of child at parental loss: 0-5 years, 6-11 years, 12-17 years 
	(1) Death of parent from either natural causes or external causes during childhood.
	N/A
	Parent factors: parental substance abuse, sex of parent, parent education

Offspring factors: childhood environment, age of child when experienced death of parent


	(1) Offspring hospitalisation for depression

(2) Offspring outpatient care for depression
	N/A
	(1) Higher risk of hospitalisation for depression in young adulthood for offspring with maternal (HR, 1.43; 95%CI 1.24-1.64) or paternal (HR 1.63, 95%CI 1.50-1.78) death during childhood compared to no parental death There was an a higher risk of hospitalisation for depression among male and female offspring whose mother or father died from external causes compared to no parental death. As the offspring aged, the hospitalisation risk for depression declined (0.-5 years: HR 1.88; 95%CI 1.62-2.20 to 12-17 years: HR 1.45; 95%CI 1.30-1.62) compared to no parental death.

(2) Higher risk of outpatient care for depression for offspring after the death of both parents during childhood (HR, 2.14; 95% CI, 1.63-2.80) compared to no parental death. There was a higher risk of outpatient care for depression for both male and female offspring if either the mother or father’s deaths was either due to natural or external causes, respectively, compared to no parental death. As the offspring aged, the outpatient risk for depression declined (0.-5 years: HR 1.62; 95%CI 1.47-1.78 to 12-17 years: HR 1.35; 95%CI 1.26-1.43) compared to no parental death.



	Berg et al. (2019b)
	To investigate the possible association between parental death and violent criminal offending.   
	Retrospective cohort
	Sweden 
	The Medical Birth Register, the Multi-Generation Register, the Cause of Death Register, the Crime Register and the Longitudinal Integration Database for Health Insurance and Labour Market Studies. 
	1998- 2013
	Individuals born in Sweden between 1983 and 1993, linked with parents, and no record of emigration 

Population split by parent death: 

(1) Maternal death, natural causes (n=5370) and external causes (n=1884)

(2) Paternal death, natural causes (n=10,406) and external causes (n=7654)

(3) No parental death (n=1,078,627)

Analysis split by child age at parental death: age 0-5 years, 6-10 years, 11-14 years 
	(1) Death of parent either by natural causes (i.e., diseases) or external causes (i.e., accidents, homicide, or suicides)
	N/A
	Offspring factors: age of child at parent death and type of death, social welfare benefits in surviving children

Parent factors: parental substance use, parents who were involved in a violent crime, sex of parent, socioeconomic status, parental educational level, parental hospitalisations for psychiatric disorder and substance abuse (when child 0-14 years)
	N/A
	(1) Offspring involved in violent crime during ages 15 to 20-30 years.
	(1) Maternal death at offspring age 6-10 years (HR: 1.19; 95%CI 1.00-1.43) was associated with offspring involvement in violent crime, but not at ages 0-5 (HR 1.20; 95%CI 0.97-1.48) or 11-14 (HR 0.97; 95%CI 0.82-1.16) years compared to no parental death.

(2) Paternal death at offspring age 0-5 (HR 1.32; 95%CI 1.18-1.49), 6-10 (HR: 1.30; 95%CI 1.17-1.44) and 11-14 (HR 1.25; 95%CI 1.13-1.39) years was associated with offspring involvement in violent crime compared to no parental death.


	Berg et al. (2022b)
	To investigate parental post-traumatic stress in relation to psychiatric care utilisation among children of refugees with particular attention on the child's own refugee status, sex of both child and parents, and specific psychiatric diagnoses. 
	Retrospective cohort
	Sweden 
	Swedish national registers, regional data on healthcare use, Multi-Generational Register and Longitudinal Database for Integration Studies. 
	2011 - 2017
	Swedish adolescents born 1995-2000 with refugee parents

Offspring with parental post-traumatic stress (n=1813).

Offspring with no parental post-traumatic stress (n=14,330).

Children aged between 11-18 years old (mean age not specified)
	(1) Parental post-traumatic stress 
	Refugee
	Offspring factors: sex of offspring, offspring duration of residence in Sweden

Parent factors: parent education, parent country of origin, single parenthood. 
	(1) Offspring use of psychiatric care   
(2) Offspring anxiety
(3) Offspring depression
	N/A
	(1) Offspring whose mothers experienced post-traumatic stress (HR 2.09 95%CI 1.72-2.52) had higher risk of utilising psychiatric care compared to offspring whose mothers did not experience post-traumatic stress.

(2) There was no association between paternal post-traumatic stress and offspring risk of psychiatric care utilisation (HR 1.01 95%CI 0.79-1.29). 

	Berg et al. (2022a)
	To investigate the impact of maternal and paternal post traumatic stress on the school performance of refugee children. 
	Retrospective cohort
	Sweden 
	Swedish Register of the Total Population, Swedish Multi-Generation Register, Swedish National Agency for Education and regional health care databases
	2011-2017
	Adolescents born between 1995 and 2000 in refugee families.

Full sample (n=18,831). 

5.8% of sample had fathers with posttraumatic stress.

5.2% of sample had mothers with posttraumatic stress.

1.1% of sample had both parents with posttraumatic stress.

Offspring mean age not specified.
	(1) Parental post-traumatic stress (treated for or received a diagnosis related to posttraumatic stress)
	Refugee
	Parental factors: parental education attainment, country of origin income level, single parenthood

Offspring factors: offspring gender, offspring graduation year, age when offspring received residence permit, offspring being in psychiatric care


	N/A
	(1) Offspring educational attainment (GPA during final year)

(2) Offspring eligibility for upper secondary-level education programs

(3) Record of offspring graduation from school
	(1) Offspring whose mothers were affected by posttraumatic stress (z= -0.04, 95%CI -0.13, 0.04), fathers were affected by posttraumatic stress (z= -0.14, 95%CI -0.22, -0.07) or had both parents affected by post-traumatic stress (z= -0.18, 95%CI -0.35, -0.02) had lower GPAs compared to offspring whose parents did not experience posttraumatic stress.

(2) Offspring whose fathers were affected by posttraumatic stress had higher odds of being ineligible for upper secondary education (OR 1.37, 95%CI 1.14-1.65) compared to offspring with no parental posttraumatic stress.

(3) Offspring whose mothers were affected by posttraumatic stress did not have higher odds of upper-secondary education ineligibility (OR 1.05, 95%CI 0.88-1.29) compared to offspring with no parental posttraumatic stress.

(4) There was no significant associations between parental posttraumatic stress (for any group) and offspring not having graduated by end of study period.

	Berg et al. (2019a)
	To investigate the impact of PTSD in refugee and native Swedish parents on children’s school performance and to compare the impact of PTSD with that of other major psychiatric disorders
	Retrospective cohort
	Sweden
	The Multi-Generation Register, National Hospital Discharge Register, National School Register, Longitudinal Integration Database for Health Insurance and Labour Market Studies
	1997-2009
	All children who finished compulsory school during the years 2004-2009, whose mother and father could be identified in linked data.

Population split into: 

(1) Probable refugee families with parental PTSD (n=2,111) or no PTSD (n=61,690).

(2) Non-refugee families with parental PTSD (n=1893) or no PTSD (n=638,119).

Offspring age not specified.
	(1) Parental PTSD
	Refugee
	Offspring factors: offspring year of birth, offspring gender, child country/region of birth, geographic residency,

Parent factors: parental education, family income, social welfare recipiency, parents’ country/region of birth (refugee status), parents’ major psychiatric disorders (other than PTSD)
	N/A
	(1) Offspring school performance: grade points, scores on national mathematics tests, eligibility for secondary level education programmes
	(1) Offspring of refugee mothers and fathers with PTSD and no other major psychiatric disorder had lower grades (maternal PTSD: β= -0.31, 95%CI -0.41, -0.21; paternal PTSD: β= -0.37, 95%CI -0.46, -0.27) and lower scores on mathematic tests (maternal PTSD: β= -0.19, 95%CI -0.28, -0.10; paternal PTSD: β= -0.25, 95%CI -0.34, -0.16) compared to refugee offspring with no parental psychiatric disorders. 

(2) Offspring of non-refugee mothers and fathers with PTSD and no other major psychiatric disorder had lower grades (maternal PTSD: β= -0.46, 95%CI -0.54, -0.38; paternal PTSD: β= -0.51, 95%CI -0.63, -0.40) and lower scores on mathematic tests (maternal PTSD: β= -0.32, 95%CI -0.40, -0.23; paternal PTSD: β= -0.44, 95%CI -0.56, -0.32) compared to non-refugee offspring with no parental psychiatric disorders. 

(3) Offspring of refugee mothers with PTSD and no other major psychiatric disorder had higher odds of ineligibility for secondary education (OR 1.66, 95%CI 1.38-2.00) compared to offspring of refugee mothers with no psychiatric disorder.

(4) Offspring of refugee fathers with PTSD and no other major psychiatric disorder had higher odds of ineligibility for secondary education (OR 2.02, 95%CI 1.69-2.41) compared to offspring of refugee fathers with no psychiatric disorder.

(5) Offspring of non-refugee mothers with PTSD and no other major psychiatric disorder had higher odds of ineligibility for secondary education (OR 2.28, 95%CI 1.85-2.80) compared to offspring of non-refugee mothers with no psychiatric disorder.

(6) Offspring of non-refugee fathers with PTSD and no other major psychiatric disorder had higher odds of ineligibility for secondary education (OR 2.63, 95%CI 1.97-3.49) compared to offspring of non-refugee fathers with no psychiatric disorder.

	Bjorkenstam et al. (2011)
	To assess whether low grades after 9 years of compulsory school increased suicide risk, and whether childhood socioeconomic status measures as parental education modified this relation.
	Retrospective cohort
	Sweden 
	Total Population Register, the National School Register, the Causes of Death Register, Swedish Population and Housing Census 1990, National Patient Register, Total Enumeration Income Survey, Multi Generation register.
	July 1988 – Dec 2006
	Swedish students born between 1972 and 1981.

Cohort followed from age 15 to maximum age 34 (depending on year of birth).

Female offspring: n=414 died by suicide, n=435,879 did not die by suicide.

Male offspring: n=1076 died by suicide, n=460,973 did not die by suicide.

Mean age at suicide: 23.8 years (both genders) 
	(1) Parental hospital admission for psychiatric disorders 

(2) Offspring school attainment: Grade point average
	N/A
	Offspring factors: offspring year of graduation, offspring sex

Family living conditions: parental education, lone parent status, parental receipt of social welfare or disability pension, offspring place of schooling, offspring adoption status, maternal age.

Parent factors: parental hospital admission for psychiatric disorders 
	(1) Offspring death by suicide
	N/A
	(1) The risk of suicide is higher for offspring with a low grade point average (GPA 1) compared to offspring with a high grade point average (GPA 5) for females (RR 2.67, 95%CI 1.42-5.01) and males (RR 4.57, 95%CI 2.82-7.40).

(2) Adjusting for parental disease (Model 3) did not significantly impact the risk of offspring suicide for females (Model 1: RR 3.41, 95%CI 1.85-6.29; Model 3: RR 3.11, 95%CI 1.68-5.75) and males (Model 1: RR 5.19, 95%CI 3.23-8.33; Model 3: RR 4.97, 95%CI 3.09-7.98) who had a GPA of 1 compared to a GPA of 5. This indicates that the effect of low grades on suicide risk is independent of parental-level factors.

	Bould et al. (2015a)

	To investigate which parental mental illnesses are associated with eating disorders in their offspring.   
	Retrospective cohort
	Sweden
	Register of Total Population, The Multi-Generation Register, the National Patient Register, Clinical Database for Child and Adolescent Psychiatry in Stockholm
	2001-31 December 2007
	Stockholm Youth cohort (born between 1984 and 1985) linked to parents. 

Offspring with parental mental illness (n=12,388, mean maternal age=29.0 (5.3) years)

Offspring with no parental mental illness (n=146,309, mean maternal age=29.2 (5.0) years)

Offspring aged 12-24 years (followed from age 12)).
	Parental mental illness

(1) Anxiety   
(2) Depression   (3) Bipolar affective disorder
(4) Substance misuse 
	N/A
	Offspring factors: sex, number of siblings

Parent factors: maternal age, occupational class, maternal education, family type 
	(1) Offspring eating disorder 
	N/A
	(1) Mental illness in parents, specifically bipolar affective disorder (AHR 2.28, 95%CI 1.39-3.72), personality disorder (AHR 1.57, 95%CI 1.01-2.44), and anxiety/depression (AHR 1.57, 95%CI 1.32-1.86), confers higher risk of eating disorders in female offspring compared to offspring with no parental mental illness.

(2) There was no association between parent substance use (AHR 1.08, 95% 0.82-1.43), parental schizophrenia (AHR 1.41, 95% 0.96-2.07)), or parental somatoform disorder (AHR 1.25, 95% 0.74-2.13) with child eating disorder risk.

	Bould et al. (2015b)
	To investigate whether parental eating disorders (ED) predict ED in children, using a large multigeneration register-based sample. 
	Retrospective cohort
	Sweden 
	Register of Total Population, The Multigeneration Register, Clinical Database for Child and Adolescent Psychiatry in Stockholm, Stockholm County Council Health Service Use Register, Stockholm Adult Psychiatric Care Register, The Medical Birth Register at the National Board of Health and Welfare
	2001-31 December 2007
	Children in Stockholm Youth Cohort, born between 1984 – 1995

Offspring with parental eating disorder (n=775, mean maternal age=28.0 (5.1) years)

Offspring with no parental eating disorder (n=157,922, mean maternal age=29.2 (5.0) years)

Offspring entered the study at age 12 and followed until maximum age 24 years.

	(1) Parental eating disorder (ED)
	N/A
	Offspring factors: sex, family type (number of parents), number of siblings

Parent factors: maternal age at child’s birth, parental occupational class, maternal level of education,


	(1) Offspring eating disorder (ED)
	N/A
	(1) Female offspring with at least one parent with an eating disorder (HR 1.97, 95%CI 1.17-3.33) or a mother with an eating disorder (HR 2.35, 95%CI 1.39-3.97) have higher risk of having an eating disorder compared to offspring without parental eating disorders.



	Brew et al. (2018)
	To determine whether there is a critical exposure period for maternal depression or anxiety on offspring asthma or whether cumulative exposure is most important, and to investigate evidence of confounding. 
	Retrospective cohort
	Sweden 
	The Swedish Medical Birth Register, the Multi-Generation Register and the National Patient Register.   
	2001-2014
	Swedish children born between 2006 and 2009 and parents 

Subsample was children with asthma (n=31,351, 8.7% of total sample, age not specified).

Offspring aged 4 years.
	(1) Maternal or paternal depression (diagnosis or medication)

(2) Maternal or paternal anxiety (diagnosis or medication)
	N/A
	Offspring factors: Offspring birth date, offspring birthweight, child gestational age, offspring gender, 

Parent factors; stage/period of pregnancy of maternal depression or anxiety (preconception, pregnancy, postnatal, current), sex of parent, parity, maternal smoking, parental education, parental history of asthma.
	(1) Offspring asthma (identified through ICD codes or medication prescription)
	N/A
	(1) Exposure to maternal depression or anxiety at any single period (OR 1.30, 95%CI 1.26-1.35) and during two periods (OR 1.44, 95%CI 1.38-1.52) was associated with higher odds of offspring asthma compared to offspring with no exposure to maternal mental illness.

(2) Compared to exposure during the pre-conception, pregnancy, and current periods, offspring had the highest odds of asthma if they were exposed to maternal mental illness during the postnatal period (adjusted OR 1.26, 95%CI 1.15-1.38).

	Brew et al. (2022)
	To investigate whether bereavement in early life increases the risk of chronic inflammatory diseases in  offspring and whether there is a difference in bereavement experienced by women or men. 
	Retrospective cohort
	Sweden
	Swedish Medical Birth Register, Multi-Generation Register, Cause of Death Register, National Patient Register, the Longitudinal integration Database for Health Insurance and Labor Market Studies. 
	Jan 2001 - Dec 2012
	Grandparents, parents, and children (three generations)

Generation 1 (G1): grandparents of G3 (mean age of grandmothers at death 40.2 years (SD 7.6), mean age of grandfathers at death 43.4 years (SD 9.9)).

Generation 2 (G2): parents of G3 (born in 1973-1997, age not specified). n=17,440 females experienced bereavement during childhood; n=17,210 males experienced bereavement during childhood.

Generation 3 (G3): children (base population, born 2001-2012, n= 453,516, ages ≤12.9 years). Incidence of inflammatory disease in G3 was 20.4 per 1000 person-years.
	(1) Parental death for G2 (i.e., death of G1)     
	N/A
	Maternal mood disorders (G2), maternal education attainment (G2), paternal mood disorders (G2), paternal education attainment (G2) 
	(1) Chronic inflammatory disease in children (G3).
(2) Obesity (G2)
(3) Smoking (G2)
(4) Mood disorders (G2)
(5) Asthma (G3)  
	(1) Education attainment (levels of tertiary education)
	(1) Early bereavement experienced by females in G2 in their childhood is associated with higher incidence of their children being diagnosed with asthma (HR 1.06, 95%CI 1.00-1.13) or using asthma medication (HR 1.15, 95% CI 1.08-1.23) before the age of 3, compared to females in G2 who did not experience early bereavement.

(2) Early bereavement experienced by G2 males confers a higher risk of their children developing autoimmune disease after the age of 3 (HR = 1.31, 95% CI: 1.06-1.62) compared to offspring of G2 males who did not experience early bereavement.

(3) Maternal mood disorders and maternal education attainment mediated the association between G2 parental bereavement exposure and offspring (G3) asthma.

	Burrell et al. (2017)
	To investigate to what degree different risk factors influence suicide risk in offspring bereaved by parental death from external causes.
	Retrospective cohort
	Norway
	Norwegian longitudinal registers: the Central Population Register, the Cause of Death Register and the Statistics Norway's Events Database. 
	1992-2012
	Offspring who were bereaved by parental death from external causes.

Cases: bereaved offspring who died from suicide at an age of 12-65 years old (n=375, mean age at suicide 40.7 years (SD 12.6)). Each case matched to 20 live controls also bereaved by parent death (n=7500).

Cases further split into daughters (n=112, mean age at suicide 41.6 years (12.2)) and sons (n=263, mean age at suicide 40.3 years (SD 12.7)).
	(1) Death of parent, due to
(i) Suicide   
(ii) Transport accident   
(iii) Other cause 
	N/A
	Offspring factors: sex, age, offspring education, offspring socioeconomic status (annual income)

Parent factors: migrant status, parent education
	(1) Death of offspring by suicide. 
	N/A
	(1) Youth whose parent died from suicide had higher odds of dying by suicide compared to youth whose parent died from a transport accident and other cause (aOR 1.99, 95%CI 1.55-2.56). This association varied based on sex of offspring (females aOR 2.72, 95%CI 1.67-4.43; males aOR 1.74, 95%CI 1.29-2.34).

	Cheesman et al. (2020)
	To index environmental effects of parents on children's anxiety and depression symptoms using the parental genome. 
	Prospective cohort
	Norway
	Norwegian Mother, Father and Child Cohort Study (MoBa), linked with Norwegian registry data containing pedigree and twin zygosity information
	1999 to 2008, 2018
	Parents recruited from 1999 to 2008, and their children 

Offspring with available depression and anxiety data, n=27,010 pairs (twins, siblings, cousins)

Offspring outcomes assessed at age 8.
	(1) Maternal depression

(2) Maternal anxiety
	N/A
	Parent factors: maternal depression, maternal anxiety
	(1) Offspring depression

(2) Offspring anxiety 
	N/A
	(1) Parental genetic variations that are associated with lower offspring depression symptoms are also associated with higher offspring depression symptoms when the parental genetic variations are present in the offspring genome.

(2) The genetic nurture effect (indirect parent genetic effects on offspring depression and anxiety) was partially mediated via an observed measure of maternal anxiety and depression, which explained 64% of the original genetic nurture effect. Maternal depression included as a covariate attenuated the genetic nurture effect from 14% to 5%; maternal anxiety included as a covariate attenuated effect from 14% to 8%.

	Chen et al. (2015b)
	To investigate whether a parental cancer diagnosis is associated with a higher-than-expected risk of injury among children by using a Swedish national register-based cohort study. 
	Retrospective cohort
	Sweden
	Swedish Multi-Generation Register, the Swedish Cancer Register, the Swedish Patient Register, the Swedish Register of Education and the Swedish Medical Birth Register.  
	1 January 2001 – 31 December 2010  
	Total children born in Sweden during 1983-2002 followed until 18 years old. 

Split into offspring with parental cancer (n=78,815) and offspring without parental cancer (n=1,885,812)

Parent data also linked to children; age not specified.
	(1) Parental cancer diagnosis

(2) Parental psychiatric disorder after cancer diagnosis
	N/A
	Offspring factors: sex 
	(1) Offspring injury (hospital contact for injury during childhood)
	N/A
	(1) Offspring with a parental cancer diagnosis had a 7% higher risk of hospital contact for injury compared to children without parental cancer, adjusting for covariates (HR 1.07, 95%CI 1.05-1.09).   

(2) The higher risk of injury for children with parental cancer was most pronounced during the first year after parental cancer diagnosis, with a 27% higher risk compared to children without parental cancer (HR 1.27, 95%CI 1.22-1.33). 

(3) Children whose parents developed a comorbid psychiatric disorder after the cancer diagnosis had a higher risk of childhood injury (HR 1.21, 95%CI 1.12-1.31) compared to children whose parent with cancer did not develop a psychiatric disorder.

(4) Offspring with parental cancer also had a higher rate of intentional self-harm (HR 1.09, 95%CI 0.95-1.25) and undetermined or other injuries (HR 1.11, 95%CI 0.98-1.26) compared to offspring without parental cancer. There was no association between parental cancer and offspring injury from assault (HR 0.99, 95%CI 0.87-1.13).

	Chen et al. (2015a)
	To assess the impact of parental cancer on the risk of childhood death. 
	Retrospective cohort
	Sweden 
	The Swedish Multi-Generation Register, Cancer Register, the Cause of Death Register, Register of Education, Medical Birth Register and Swedish Population and Housing Census. 
	July 1991-December 2009
	Children recorded in the Sweden Multi-Generation Register born between July 1973 and December 2002.

Exposure is child experiencing a parental cancer diagnosis (n=113,555).

Offspring aged 0-18 years, mean age not specified.
	(1) Parental diagnosis of cancer

(2) Parental death from cancer   
	N/A
	Offspring factors: age and sex of offspring, gestational age of offspring, mode of delivery and birth weight of the offspring.

Parent factors: maternal age at child’s birth, highest educational level and socio-economic classification of the parents, sex of parent.


	(1) Death of offspring, either by non-cancer related causes, external causes, and cancer-related causes. 
	N/A
	(1) Offspring whose parents had a cancer diagnosis had a 39% higher risk of all cause death compared to offspring whose parents did not have a cancer diagnosis (adjusted HR: 1.39, 95%CI 1.16-1.66.

(2) If the offspring were exposed to parental cancer from ages 1-12 years, the offspring had higher risk of death from cancers (adjusted HR: 2.06, 95%CI 1.13- 3.75) compared to offspring who were not exposed to parental cancer during this time period.

(3) For offspring aged 13-18 years, higher risk of all cause (adjusted HR 1.52, 95%CI 1.25-1.86), non-cancer-related (adjusted HR 1.43, 95%CI 1.14-1.79), and cancer-related (adjusted HR 2.07, 95%CI 1.33-3.24) death was found for offspring exposed to parental cancer compared to offspring who were not exposed to parental cancer. 

	Chen et al. (2018b)
	To investigate the risk of psychiatric disorders among children of parents with cancer in a national population-based setting. 
	Retrospective cohort
	Sweden
	Swedish Multi-generational Register, Cancer Register, Patient Register, Prescribed Drug Register, Medical Birth Register, Register of Education, Cause of death Register and Migration Register. 
	1 January 2001 – 31 December 2010
	Children born between 1983 and 2000, whose parents are diagnosed with cancer, diagnosed either during pregnancy (prenatal) or after birth (postnatal). Matched comparison group also randomly selected (10:1 comparison to case).

Children with parental cancer diagnosis during pregnancy (n=1047)

Children without parental cancer diagnosis during pregnancy (n=10,470)

Children with parental cancer diagnosis after birth (n=100,292)

Children without parental cancer diagnosis after birth (n=1,002,920)

Mean age not specified.
	(1) Parental cancer diagnosis

(2) Parental death following cancer diagnosis
	N/A
	Offspring factors: offspring age

Parent factors: sex of parents with diagnosis, whether the parent had cancer during pregnancy or after birth (analysis conducted separately), parental psychiatric disease history.
	(1) Offspring psychiatric disorders including affective disorders,  anxiety disorders, stress reaction and adjustment disorders, eating disorders, autism spectrum and attention deficit/hyperactivity disorder. 

(2) Offspring use of prescribed psychiatric medication
	N/A
	(1) Parental cancer during pregnancy (prenatal) had no significant effect on the risk of psychiatric disorders (males HR 1.05, 95%CI 0.78-1.40; females HR 1.18, 95%CI 0.88-1.59) or psychiatric medication use (males HR 1.09, 95%CI 0.70-1.69; females HR 1.37, 95%CI 0.96-1.95) for offspring, compared to offspring without parental cancer during pregnancy.

(2) Offspring whose parent had a cancer diagnosis after birth (postnatal) had higher odds of psychiatric disorders and medication use among males (HR 1.06 95%CI 1.03-1.10; OR 1.09, 95%CI 1.04-1.13 respectively) and females (HR 1.09, 95%CI 1.06-1.13; OR 1.14, 95%CI 1.10-1.18 respectively) compared to offspring with no cancer diagnosis.
(3) Offspring with parental cancer had a higher risk of stress reaction and adjustment disorders compared to offspring without a parental cancer diagnosis. This was observed in both males (HR 1.24, 95%CI 1.08-1.43) and females (HR 1.27, 95% CI, 1.14-1.41).

(5) If the offspring had a parent with cancer who was diagnosed postnatally and who died, there was higher odds of antidepressant use (males OR 1.21, 95%CI 1.11-1.32; females OR 1.29, 95%CI 1.21-1.38) compared to offspring with no parental cancer. Similar effects were observed for anxiolytics, and hypnotics and sedatives. 

	Chen et al. (2018a)

	To investigate the associations of parental cancer with IQ, stress resilience, and physical fitness among men who underwent a mandatory military conscription examination during early adulthood. 
	Retrospective cohort
	Sweden 
	The Swedish Multi-Generation Register, the Conscription Register, Cause of Death Register, Migration Register, Cancer Register, Medical Birth Register, Register of Education, Population and Housing Census, and Patient Register. 
	1980- 2010
	Men born in Sweden during 1973-1983 who had undergone a conscription examination during 1990-2010 (mean age=18.2 years).

Men with parental cancer (n=20,383).

Men without parental cancer (n=444,866).

	(1) Parental diagnosis of cancer

	N/A
	Offspring factors: offspring birth year, offspring conscription year, gestational age and birth weight of offspring.

Parent factors: paternal and maternal educational level at time of birth, parental socioeconomic status at time of birth, and parental age at time of man’s birth, parental history of psychiatric disorder.


	(1) Offspring IQ

(2) Offspring Stress Resilience

(3) Offspring Physical Fitness
	N/A
	(1) Offspring experiencing parental cancer was associated with higher risks of moderate (Relative risk ratio (RRR) 1.10, 95%CI 1.05-1.16) and low (RRR 1.12, 95%CI 1.05 -1.19) physical fitness compared to offspring who did not experience parental cancer.

(2) No overall association between parental cancer and IQ after adjustment. If the offspring experienced parental death from cancer, there was higher risk of low IQ (RRR 1.11 (95%CI 1.01-1.24) compared to offspring who did not experience parental cancer.

(3) Offspring being exposed to parental cancer was associated with a higher risk of low offspring stress resilience (RR 1.09, 95%CI 1.04-1.15) compared to offspring who were not exposed to parental cancer.

(4) The overall associations of parental cancer with IQ, stress resilience, and physical fitness were not modified by the parental history of psychiatric disorder.

	Corlis & Damashek (2021)

	To examine whether parental or family factors moderated the relation between a history of maltreatment and engagement in delinquent behaviour during adolescence. 
	Prospective cohort
	USA
	Longitudinal Studies of Child Abuse and Neglect (LONGSCAN), administrative data linked from Child Protective Services
	1991-2012
	Children across five geographic regions of the US.

Children who never experienced maltreatment (‘no maltreatment’, n=638)

Children who experienced maltreatment only in childhood (‘childhood-only maltreatment’, 12-18 years old, n=645)

Children who had reports of maltreatment between 0-12 years old and 12-16 years old (‘persistent maltreatment’, n=47)

Children who experienced maltreatment only between 12-16 years old (‘adolescent only’, n=12)

Data collected regularly from 0 to 18 years of age, other age statistics not specified.

Race of included children: African American (n=625) Caucasian (n=309), Mixed race (n=116), Latino/Hispanic/L. American (n=84), Native American (n=3), Asian (n=2), Other (n=9).
	(1) Parental emotional distress (composite measure of parental depression and overall stress)

	N/A
	Parent and family risk factors: monitoring, quality of parent-child relationship, community and religious disengagement, negative life events, poverty 
	N/A
	(1) Delinquency (composite measure): Delinquent and violent behaviour, tobacco, alcohol and drug use
	(1) Maltreatment (any maltreatment) was associated with higher levels of adolescent delinquent involvement (r=0.08, p=0.002) compared to no maltreatment.

(2) No significant interaction between parental emotional distress and child maltreatment on offspring delinquency.

	Dean et al. (2010)

	To examine the full range of mental health outcomes among offspring of parents with serious and other mental disorders compared with those whose parents had no such history. 
	Retrospective cohort
	Denmark 
	The Danish Civil Registration System, the Centrale Person Register and the Psychiatric Central Register. 
	1994-31 December 2008 
	Residents of Denmark born between 1980 and 1994 with maternal identity known (n=865,078, residents aged 14, follow up from 15 to 29 years old).

Exposure: parental history of mental disorder, split into 7 groups (sample size per group not reported):

(1) Two parents with serious mental disorder (nonaffective or affective psychosis) 

(2) One parent serious mental disorder, other parent with psychiatric contact   

(3) One parent nonaffective psychosis, other parent without psychiatric contact

(4) One parent with affective psychosis, other without psychiatric contact

(5) Two parents with psychiatric contact

(6) One parent psychiatric contact, one without psychiatric contact.

(7) No history of mental disorder in either parent 
	(1) Parental history of  mental disorders 
	N/A
	Parent factors: history of mental illness in the family, severity of parental mental disorder and the number of affected parents, sex.
	Offspring psychiatric contact (as indicative of mental health outcomes)

(1) Psychiatric disorders
(2) Schizophrenia
(3) Bipolar
(4) Schizoaffective disorder
(5) Anxiety
(6) Personality disorder   
	 N/A
	(1) For almost all of the 10 mental disorder outcomes for offspring within each of the 6 parental exposure groups, the incidence rate was higher compared with the unexposed group. For example, offspring with both parents with a serious mental illness had higher incidence of schizophrenia (IRR 13.15, 95%CI 6.58-23.11), schizophrenia spectrum disorders (IRR 11.06, 95%CI 5.74-18.97), affective disorders (IRR 2.77, 95%CI 1.98-4.58), anxiety disorders (IRR 3.10, 95%CI1.98-4.58), personality disorders (IRR 4.44, 95%CI 2.44-7.31), substance misuse (IRR 8.16, 95%CI 4.59-13.22), other psychiatric contact (IRR 4.16, 95%CI 2.52-6.39), or any psychiatric contact (IRR 3.61, 95%CI 2.57-4.90) compared to parents with no history of mental disorders.

(2) When only 1 parent had a disorder (any mental disorder), the risk of any psychiatric contact was more than twice that of offspring without parental disorder history.     

	Dean et al. (2018)
	To establish patterns of association between externalising and internalising vulnerabilities in early childhood and parental mental disorders across the full spectrum of diagnoses. 
	Retrospective cohort
	Australia 
	Australian Early Development Census (AEDC), NSW Ministry of Health's Mental Health Ambulatory and Admitted Patients Data Collections.
	2000 - 2009
	Children who entered their first year of full-time schooling (age 5) in New South Wales, Australia in 2009 and were assessed using AEDC. Child records linked to parental records. 

Children with at least one parent with a psychiatric diagnosis (n=10,563).

Children with a mother affected by a psychiatric diagnosis (n=7498).

Children with a father affected by a psychiatric diagnosis (n=7498)

Children with both parents affected by a psychiatric diagnosis (n=1184).
	(1) Parental mental disorder
(2) Parental substance use disorder   (3) Parental personality disorder   
	N/A
	Offspring factors: sex, child age at AEDC assessment, English as a second language

Parent factors: sex, mother’s age at the birth of the child cohort member

Other: SEIFA code
	Classified by vulnerabilities in three subdomains
(1) Aggressive behaviour
(2) Hyperactive and inattentive behaviour
(3) Anxious and fearful behaviour 
	N/A
	(1) Children with either parent with a history of any mental disorder had higher odds of aggressive behaviour (AOR 1.73, 95%CI 1.62-1.85), hyperactive and inattentive behaviour (AOR 1.65, 95%CI 1.55-1.76) and anxious and fearful behaviour (AOR 1.45, 95%CI 1.36-1.55) compared to children with no history of mental disorder.

(2) Parental sex had a significant interaction effect in the case of mothers with substance use disorder, where stronger impact on all types of offspring psychopathology was found. 

	D'Onofrio et al. (2010)
	To test whether the association between smoking during pregnancy (SDP) and offspring criminal convictions was consistent with   due to familial background factors by controlling for measured covariates and using a quasi-experimental approach.
	Retrospective cohort
	Sweden
	The Swedish Medical Birth Registry, the National Crime Register, the Conscript Registry, the Education Register, the 1990 Swedish population and Housing Census, the Cause of Death Register, the Migration Register
	1983- 2004
	All children born in Sweden from 1983 to 1989 with relevant data, (n=609,372) and siblings differentially exposed to SDP (n=50,339). 

Age not specified.

No sample sizes of offspring affected by SDP reported.
	(1) Maternal smoking during pregnancy (SDP). Analyses split into moderate and high levels of SDP.
	N/A
	Parent factors: maternal age at birth, family structure at time of birth, socioeconomic status of parents, parents education, parents history of criminal behaviour

Offspring factors: birth order, gestational age of each child

Other: differentially exposed siblings, e.g., siblings who were not exposed to SDP where the case offspring was exposed
	N/A
	(1) Offspring violent crime

(2) Offspring nonviolent crime
	(1) There was no association between SDP and violent convictions when comparing differentially exposed siblings (i.e., adjusting for covariates, HRmoderate 1.02, 95%CI 0.79-1.30; HRhigh 1.03, 95%CI 0.78-1.37), signifying the impact of background familial factors. 

(2) Smoking during pregnancy also was associated with offspring nonviolent convictions compared to mothers who did not smoke during pregnancy (HRmoderate 1.62, 95%CI 1.58-1.66; HRhigh,1.87,  95%CI 1.82-1.92), but no association when accounting for differing sibling exposure (HRmoderate 0.89, 95%CI 0.78-1.01; HRhigh 0.89, 95%CI 0.78-1.02).

	Edwards et al. (2017)
	To examine whether parental externalizing behaviour (EB) impacts the likelihood of young adult alcohol use disorder (AUD) differentially as a function of timing and chronicity of exposure. 
	Retrospective cohort
	Sweden 
	The Swedish Hospital Discharge Register, the Multi-Generation Register, the National Census Registry, and the Swedish Crime Register. 
	1970-2011
	Young adults born in Sweden between 1970 and 1985 with alcohol use disorder.

Split into three cohorts based on year of birth: 

1. Born 1970-1974 (n=515,947)

2. Born 1975-1979 (n=449,322)

3. Born 1980-1984 (n=434,220)

Age of cohorts not specified, offspring alcohol use disorder between age 19-24.
	(1) Parental externalizing behaviours (EB)

(2) Parental substance use disorders     
	N/A
	Parent factors: sex of parent, parent education.

Offspring factors: timing of exposure to parental externalizing behaviours, cumulative exposure to EB.
	(1) Offspring alcohol use disorder (AUD) included related disorders abuse and dependence, alcoholic liver disease and alcohol induced pancreatitis. 
	N/A
	(1) Parental EB acts as a risk factor for offspring AUD across all age groups (age 0-6 OR 2.44, 95%CI 2.23-2.68; age 7-12 OR 2.29, 95%CI 2.05-2.55; age 13-18 OR 2.32, 95%CI 2.07-2.60), that is, offspring with parental externalising behaviours have higher odds of AUD compared to offspring with no parental externalising behaviour.

(2) Higher degrees of exposure to parental EB lead to higher odds of offspring AUD (e.g., exposure in all time periods OR 4.84, 95%CI 4.12-5.69) compared to offspring not exposed to parental EB. 

(2) Likelihood of AUD did not differ as a function of timing of exposure.

	Fang et al. (2011)
	To assess the association between maternal bereavement of a close relative from one year before pregnancy to child birth, as a proxy of parental stressful experience, and the risk of asthma among the children. 
	Retrospective cohort
	Sweden 
	The Swedish Patient Register, the Drug Prescription Register, the Swedish Medical Birth Register, the Migration Register and the Swedish Multi-Generation Register
	1 July 2005-31 December 2009
	Swedish children born during July 2004- December 2008 and mothers. Offspring exposed to maternal bereavement (n=7832); offspring not exposed to maternal bereavement (n=418,502).

Swedish children born during January 1997- December 2002 and mothers. Offspring exposed to maternal bereavement (n=10,830); offspring not exposed to maternal bereavement (n=482,983).

Exposure: maternal loss of a close relative (older child, spouse, parent or sibling) from one year before pregnancy to childbirth.

Age not specified.

	(1) Maternal bereavement: Maternal loss of a close relative (older child, spouse, parent or sibling) from one year before pregnancy to childbirth.

	N/A
	Parent factors: smoking during pregnancy Sex of parent
	(1) Child asthma (hospital contact for asthma or at least two dispenses of inhaled corticosteroids or montelukast)
	N/A
	(1) Overall, exposed children (those with mothers who experienced bereavement) did not have higher risk/odds of asthma compared to unexposed children in both the younger (HR 1.06, 95%CI 0.97-1.15) and older samples (OR 1.06, 95%CI 0.95-1.17). However, a positive association was clearer among boys (younger sample HR 1.09, 95%CI 0.98-1.22; older sample OR 1.10, 95%CI 0.96-1.24) but null among girls (younger sample HR 1.00, 95%CI 0.87-1.15; older sample OR 0.99, 0.84-1.18).


	Fang et al. (2019)
	To analyse the differences in sex distribution in the intergenerational transfer risk of major depressive disorder (MDD).     
	Retrospective cohort
	China
	Patient records of those hospitalized at the Department of Psychiatry, Xijing Hospital. Missing data confirmed through family members. 
	1 Jan 2008-31 Dec 2017
	Patients with a positive family history (FHP) of MDD (aged 15-65 years). Split into 4 groups: 

(1) Female patients with maternal FHP (n= 220, mean age 36.7 years (SEM 3.9)).

(2) Female patients with paternal FHP (n=116, mean age 42.7 years (SEM 2.7)).

(3) Male patients with maternal FHP (n=98, mean age 36.8 years (SEM 4.9)).

(4) Male patients with paternal FHP (n=96, mean age 39.1 years (SEM 4.6)).
	(1) Parents with Major depressive disorder (MDD). 
	N/A
	Offspring factors: sex 
	(1) Offspring major depressive disorder (MDD). 
	N/A
	(1) The interaction of sex between patients and their depressed parents was demonstrated by daughters having more risk of depression then sons (p<0.05).

(2) Depressed mothers more strongly influenced the emotions of their offspring, and this influenced daughters stronger than sons, however offspring had an equal risk of depression with paternal FHP.

	Gibberd et al. (2019)
	To estimate the proportions of Aboriginal SGA births, preterm births, and perinatal deaths in Western Australia (WA) from 1998 to 2010 that can be attributed to smoking misuse of alcohol or drugs, and assault. 
	Retrospective cohort
	Australia 
	Western Australia Hospital Morbidity Data Collection, WA Register of Developmental Anomalies, Midwives Notification System, Family Connections System
	1998-2010
	Singleton Aboriginal infants born from 1998 to 2010 in WA (n=28,119). Age of sample not reported.

Maternal data linked to each identified infant. 

Mothers smoked during 47% of pregnancies.

Alcohol misuse recorded for 3% of pregnancies.

Drug misuse recorded for 6% of pregnancies.

Assault recorded for 7% of pregnancies.
	(1) Maternal smoking during pregnancy 
(2) Maternal misuse of drugs during pregnancy
(3) Maternal misuse of alcohol during pregnancy
(4) Maternal experience of assault during pregnancy  
	Aboriginal Australians
	Offspring factors: infant year of birth, infant sex,

Parent factors: maternal parity, maternal age, maternal infections during pregnancy, maternal long-term health (chronic conditions, height)


	(1) Offspring preterm birth

(2) Offspring perinatal death of child

(3) Offspring infants were small for gestational age (SGA)f
	N/A
	(1) Maternal smoking was associated with over twice the odds of SGA birth (aOR 2.28, 95%CI 2.11-2.45), 26% higher odds of preterm birth (aOR 1.26, 95%CI 1.17-1.36), and 49% higher odds of perinatal death (aOR 1.49, 95%CI 1.23-1.80) compared to offspring of mothers who did not smoke during pregnancy.

(2) Compared to mothers who neither smoked or misused drugs, those who only smoked had twice the odds of an SGA infant (aOR 2.28, 95%CI 2.12-2.46), and those who only misused drugs had twice the odds of an SGA infant (aOR 2.52, 95%CI 2.00-3.19). There were higher odds of SGA for mothers who both smoked and misused drugs (aOR 2.82, 95%CI 2.44-3.25) compared to those who did not.

(3) Alcohol misuse was associated with 118% higher odds of SGA (aOR 2.18, 95%CI 1.84-2.58) and 82% higher odds of perinatal death (aOR 1.82, 95%CI 1.16-2.88) compared to those who did not misuse alcohol.

(4) Mothers experiencing assault was associated with higher odds of SGA (aOR 1.61, 95%CI 1.42-1.82) and preterm birth (aOR 1.40, 95%CI 1.22-1.60) compared to mothers who did not experience assault.

	Gifford et al. (2015)
	To examine the intergenerational effects of parental conviction of a substance-related charge on children's academic performance and, conditional on a conviction, whether completion of an adult drug treatment court (DTC) program was associated with improved school performance. 
	Retrospective cohort
	USA
	North Carolina Administrative office of the Courts (NCAOC), the Drug Treatment Court Management Information System (DTC-MIS), the North Carolina Department of Public Instruction and the North Carolina Bureau of Vital Statistics. 
	2000-2012  
	Samples of public-school children in grades 3-12, split into two subsamples

(1) Children whose parents were not convicted of any offence- excluding traffic offenses other than DWI during 2005-2012 (n=842,767) and children whose parents were convicted on a substance- related charge and not referred to a DTC during this same time period (n=76,119). 

(2) Second sample limited to children whose parents were referred to a DTC during 2000-12 (n=2,846)

Age not specified.

Race/ethnicity of children whose parents were not convicted of any crime: White non-Hispanic (62.4%), Black non-Hispanic (27.2%), Other non-Hispanic (5.3%), Hispanic (5.15)

Race/ethnicity of children whose parents were convicted of a substance-related conviction: White non-Hispanic (53.2%), Black non-Hispanic (38.2%), Other non-Hispanic (6.5%), Hispanic (2.0%).

	(1) Parental conviction of a substance-related charge   
	N/A
	Parent factors: sex, parent education and socioeconomic status
	N/A
	(1) Offspring school performance (academic performance in maths and reading)

(2) Offspring school absenteeism (student missed ≥10% of the school year)
	(1) Children whose parents were convicted of substance-related offenses had 13.3% of a standard deviation of lower math scores (t= -0.133, SEM 0.009, p<0.001) compared to children whose parents had no criminal convictions.

(2) Children whose parents were convicted of substance-related offenses had 10.9% of a standard deviation of lower reading scores (t= -0.109, SEM 0.009, p<0.001) compared to children whose parents had no criminal convictions.

(3) Children of substance-related convicted parents were more likely to be chronically absent than children of non-convicted parents (t= -0.040, SEM 0.002, p<0.001).

	Gimenez et al. (2013)
	To analyse how the loss of a parent affects children's well-being. 
	Retrospective cohort
	Taiwan 
	The Annual Birth Certificate Records, the Annual Death Certificate Records, the College and University Joint Entrance Examinations files, the National Military Enrollment records, the Labor Insurance, Farmer Insurance, and Government Employee Insurance files, the National Marriage Certificate records. 
	1981-2003
	Offspring who were 18 years old on September 1 on each of the years 2000 to 2003.

Offspring who became paternal orphans before turning 20 years of age (n=68,363, father’s mean age when deceased = 43.2 years (SD 8.2)), offspring’s mean age when father died 12.2 years (SD 8.2)).  

Offspring who became maternal orphans before turning 20 years of age (n=22,918, mother’s mean age when deceased = 38.6 years (SD 7.1), offspring’s mean age when mother died 12.0 years (SD 5.0)).
	(1) Death of parent 
	N/A
	Offspring factors: gender, socioeconomic status

Parent factors: age, gender 
	N/A
	(1) Offspring education attainment (probability of acquiring higher education, as through university entrance exam scores)

(2) Offspring teenage marriage

(3) Offspring teenage employment

(4) Offspring military enrollment
	(1) The results for all offspring show that the effect of maternal bereavement has significantly larger negative impact on the probability of acquiring higher education than the paternal effect, but both are significant (p<0.05). That is, offspring have lower likelihood of educational attainment if they have experienced death of a parent compared to those who did not.

(2) Offspring males are more likely to enlist in the miliary after either a short-term or a long-term loss of either parent compared to offspring males who did not experience parental loss (p<0.05)

(3) Compared to offspring who have not experienced parental loss, the loss of either parent has a significant positive effect on probability of teenage marriage for offspring females, with the largest impact for offspring females from the lowest-income quartile families. That is, parental loss increases probability of teenage marriage (p<0.001).

(4) Offspring (males and females) who experienced parental death have significantly higher likelihood of teenage employment (p<0.001) compared to offspring who did not experience parental death. 

	Green et al. (2018)
	To identify early childhood developmental vulnerability profiles within the general population that may confer risk for later mental disorders. 
	Prospective cohort
	Australia 
	New South Wales Child Development Study (NSW-CDS), Australian Early Development Census (AEDC), Department of Family and Community Services Case Management System – Key Information Directory System (KIDS), NSW Ministry of Health Mental health Admitted Patients and Mental Health Ambulatory records, NSW Bureau of Crime Statistics and Research, ABS Registry of Births, Deaths and Marriages, NSW Ministry of Health’s Perinatal Data Collection.
	1994-2009
	Children in the NSW-CDS sample with complete linked data (Mean age = 5.6 years (SD 0.4)).

Parents with any mental illness (n=10,709)

Parents with any smoking during pregnancy (n=9376)





	(1) Parental mental illness

(2) Maternal smoking during pregnancy  
	N/A
	Offspring factors: child sex, child maltreatment, child low birth weight, child mental illness

Parent factors: parent offending - criminal behaviour, socioeconomic disadvantage (SEIFA) 


	(1) Offspring developmental vulnerability; four classes of risk  
Class 1: No risk
Class 2: Mild generalised risk  
Class 3: Misconduct risk   
Class 4: Pervasive risk
	N/A
	(1) Parental mental illness was associated with increased odds of children being in risk class 2 (aOR 1.24, 95%CI 1.14-1.34), risk class 3 (aOR 1.50, 95%CI 1.37-1.64), and risk class 4 (aOR 1.45, 95%CI 1.31-1.61) when included as a covariate in a latent class analysis,

(2) Maternal smoking during pregnancy also led to higher odds of the child being included in risk class 2 (aOR 1.63, 95%CI 1.50-1.76), risk class 3 (aOR 1.55, 95%CI 1.41-1.70) and risk class 4 (aOR 1.81, 95%CI 1.63-2.02) when included as a covariate in a latent class analysis.

	Green et al. (2019)
	To examine associations between developmental vulnerability profiles determined at the age of 5 years and subsequent childhood mental illness between age 6 and 13 years in an Australian population cohort. 
	Prospective cohort
	Australia
	Wave 2 Linkage of the New South Wales Child Development Study (NSW-CDS), Australian Early Development Census (AEDC), NSW Ministry of Health Mental Health Emergency Department, Admitted Patient Data Collection and Mental Health Ambulatory records, Department of Family and Community Services Case Management System – Key Information Directory System 
	2009-2016
	Offspring linked from AEDC (mean age at time of linkage= 13.15 years ((SD= 0.4), range=11.6-14.9 years).

Linked parents with mental illness (n=17,653)
	(1) Parental mental illness 
	N/A
	AEDC early childhood risk categories
(1) Established special needs status
(2) Pervasive risk
(3) Misconduct risk
(4) Mild generalised risk

Offspring factors: child sex, socioeconomic disadvantages. 
	Offspring mental disorder including: 
(1) Phobias and anxiety
(2) Childhood- onset emotional disorders
(3) Stress reactions
(4) Hyperkinetic disorders
(5) Conduct disorders
(6) Developmental disorders
(7) Autism spectrum disorders
(8) Self-harm. 

(9) Number of days child has mental health contact
	N/A
	(1) Offspring of parents with mental illness have higher odds of experiencing any mental disorder in childhood (OR 1.94 95%CI 1.79-2.09), compared to offspring of parents without mental illness.

(2) Offspring with parental mental illness have higher risk of days with a mental health contact (RR 1.24; 95% CI 1.08- 1.43) compared to offspring without parental mental illness. 

(3) Parental mental illness showed significant associations with childhood mental disorders in adjusted models: phobias and anxiety (OR 1.76, 95%CI 1.46-2.12), emotional disorders (OR 2.01, 95%CI 1.46-2.76), stress reactions (OR 2.60, 95%CI 1.92-3.52), hyperkinetic disorders (OR 1.65, 95%CI 1.24-2.20), conduct disorders (OR 1.99, 95%CI 1.55-2.54), developmental disorders (OR 1.51, 95%CI 1.23-1.86), autism spectrum disorders (OR 1.58, 95%CI 1.23-2.02), self harm (OR 2.04, 95%CI 1.34-3.10). That is, offspring of parents with mental illness have higher odds of having childhood mental disorders compared to offspring without parental mental illness.

	Guldin et al. (2015)
	To examine the long- term risks of suicide after parental death and how the risk trajectories differed by cause of parental death while accounting for major potential confounding variables. 
	Retrospective cohort
	Denmark; Sweden; Finland 
	The Nordic Perinatal Bereavement Cohort, the Swedish Register of Education, and the Danish Integrated Database for Labor Market Research
	1968-2010. 

Note. different entry and censor dates depending on country.
	Individuals identified from the Nordic Perinatal Bereavement Cohort, split into a bereaved offspring (n=189,094) and matched non-bereaved offspring cohort (n=1,890,940)

Just under half of all of offspring were 12-18 years old at age of index date. 
	(1) Parental death within the child’s first 18 years of life
	N/A
	Parent factors: type of death, sex,

Offspring factors: age of child before parent death, sex, parental socioeconomic status, parental psychiatric history.
	(1) Offspring suicide 
	N/A
	(1) Compared with nonbereaved offspring, bereaved offspring had higher overall risk of suicide (IRR 2.02, 95%CI 1.67-2.44).

(2) Risk of suicide was higher for offspring who had a parent who died of suicide (IRR 3.44, 95%CI 2.61-4.52) compared to non-bereaved offspring.

(3) Risk of suicide for bereaved offspring remained high for at least 25 years after parental death.

	Haapea et al. (2022)
	To study the effects of parent’s death to offspring’s psychiatric disorders and especially on timing of their occurrence
	Retrospective cohort
	Finland
	Northern Finland Birth Cohort 1986, Cause of Death Register (Statistics Finland), The Care Register for Health Care, Finnish outpatient registers (specialised care, primary care) from the National Institute for Health and Welfare, the register of reimbursable medicines hosted by the Social Insurance Institution, the register of disability pensions hosted by the Finnish Center for Pensions
	1985-2013
	Women and their live born children born in northern Finland with an expected date of birth between 1 July 1985 and 30 June 1986 (Northern Finland Birth Cohort 1986), whose children were alive at 18 years old.

Sample split into:

Children with parental death before 18 years old (n=422; mean age at parental death 10.2 years (SD 5.1))

Control children, matched by gender and socioeconomic status at birth (n=6172)

	(1) Parental death
	N/A
	Parent factors: parental psychiatric disorder, gender

Offspring factors: opinion about their family’s financial situation at the age of 16 years


	(1) Offspring psychiatric disorder
	N/A
	(1) Offspring with parental death were diagnosed with a psychiatric disorder earlier than their control subjects (survival proportions from the Kaplan-Meier analyses at 10 years: 88.6% vs 93.1%, and in the end of the follow up: 68.7% vs 76.2%, p=0.001).

(2) Offspring with natural causes of parental death were diagnosed with a psychiatric disorder earlier than their control subjects (survival proportions at 10 years: 88.3% vs 93.8%, p<0.001) whereas those with unnatural causes of parental death did not differ from their control subjects (survival proportions at 10 years: 89.2% vs 90.6%, p=0.284).

(3) Adjusting for covariates, the offspring with parental death had higher risk for earlier diagnosis of a psychiatric disorder compared to control subjects (HR 1.52, p=0.001). The risk was increased for those with natural parental death causes (HR 1.53, p=0.003), specifically for offspring with parental death caused by neoplasms (HR 1.85, p=0.030) and endocrine, nutritional and metabolic diseases (HR 1.81, p=0.011).

	Hamad et al. (2022)
	To examine the association between parental diabetes diagnosis and major osteoporotic fracture (MOF) risk in offspring using objective measures derived from administrative healthcare databases. 
	Retrospective cohort
	Canada 
	Manitoba Health Insurance Registry, Hospital Abstracts databases and the Medical Claims database. 
	1 April 1997 – 31 March 2016
	Offspring >40 years of age who had at least 1 parent identified in the data and with health insurance coverage between 1 April 1997 and 31 December 2015 (n=176,714  with parental diabetes). 

86.8% offspring were ≤44 years old at index date, 70.8% of parents were ≥65 years at index date.
	(1) Parental diabetes diagnosis 
	N/A
	Offspring factors: fracture risk factors
	(1) Offspring Major Osteoporotic fracture (MOF)
	N/A
	(1) Compared to offspring with no parental diabetes, parental diabetes is not associated with offspring major osteoporotic fracture (MOF) after adjusting for fracture risk factors, whether diabetes was diagnosed in fathers (HR 1.02, 95%CI 0.97-1.08), mothers (HR 1.02, 95%CI 0.97-1.07), either parent (HR 1.02, 95%CI 0.98-1.07) or both parents (HR 1.01, 95%CI 0.93-1.11).

	Hemady et al. (2022)
	Explore the interrelationships between maternal childhood and prenatal risk factors and poor infant outcomes.
	Retrospective cohort
	United Kingdom (UK)
	Avon Longitudinal Study of Parents and Children (ALSPAC).

Obstetric records
	1 April 1991-31 Dec 1992
	Offspring (n=8,379; infants at birth)
Pregnant women aged 15-45 years (n=8,379; mean age 28.7 years (SD 4.9))

	(1) Maternal exposure to adverse childhood experiences (ACEs). ACES included physical, emotional, and sexual abuse, physical neglect, emotional neglect, parental incarceration, parental death, parental separation, parental divorce, and having a parent with a mental illness.
	N/A
	Maternal covariates: Age, educational attainment, ethnicity, parity.   

Childhood risk factors: Parental death or divorce, parent with mental illness, parental incarceration, emotional abuse, sexual abuse, physical abuse, emotional neglect, physical neglect.   

Prenatal risk factors: discrimination, financial difficulties, anxiety, depression, smoke exposure, cigarettes smoked, gestational diabetes, pre-eclampsia, urinary tract infection (UTI), herpes, alcohol/drug use. 

Environmental risk factors: partner smoked, household member smoked, time spent in enclosed room with people smoking
	(1) Infant preterm birth (PTB) 

(2) Low birth weight (LBW)
	N/A
	Network analysis found:
(1) PTB was positively associated with gestational diabetes, pre-eclampsia, and parity, and negatively associated with education.

(2) Maternal experience of physical abuse was positively associated with LBW, as was, passive smoke exposure, gestational hypertension, pre-eclampsia, smoking, and age.

(3) Maternal ethnicity and parity were negatively associated with LBW.



	Hemmingsson et al. (2016)
	To investigate the association between exposure to fathers' alcohol consumption and offspring's own risk of alcohol-related hospitalisation.
	Retrospective cohort
	Sweden
	Nationwide survey of conscripted Swedish males for compulsory military service in 1969-70, the National Hospital Discharge Register, and the Population census.
	1973-2009
	Male offspring and their fathers
Offspring (n=49,321; age at conscription survey 18-20 years; and aged 20-60 years at follow-up)
Fathers (number and mean age not specified)
	(1) Paternal  alcohol consumption
	N/A
	Offspring factors: risk use of alcohol, smoking, low emotional control, psychiatric diagnosis, parental divorce, level of education, and living alone
	(1) Alcohol- related hospitalisation in offspring  
	N/A
	(1)  The risk of alcohol-related hospitalisation during 1973-2009 was higher compared with the sons of fathers who never drank alcohol for offspring who reported their father drank rarely (HR 1.16; 95% CI 1.03-1.30), occasionally (HR 1.34; 95%CI 1.19-1.73) or often (HR 1.73; 95%CI 1.47-2.04).

	Hiyoshi et al. (2021)
	To examine the extent to which both behavioural and familial characteristics and adult socioeconomic factors across life course may mediate the association between parental death at age 0 to 12 and all-cause mortality by the age of 63.
	Retrospective cohort
	Sweden
	Stockholm Birth Cohort Multigenerational Study.

Swedish national registers, including mortality, and local Social Registers e.g. multigeneration register, census
	1953-2016
	Offspring with parental death between 0-12 years (n=385; mean age not specified).   
Offspring with no parental death (n=12,708)

Parent (n=13,093; mean age at death not specified).
	(1) Death of parent
	N/A
	Offspring: sex, birth order, social class (based on father’s occupation), psychological resilience.

Family and behavioural medicators: parental psychiatric problems, parental alcohol problems, receipt of social assistance.  Offspring delinquency.

Socioeconomic medicators: education, social class income.
	(1) Death of offspring (all-cause)  
	N/A
	(1) Offspring who experienced a parental death was associated with had a higher risk of all-cause mortality (Hazard Ratio (HR) 1.38; 95%CI: 1.01-1.90) in offspring.


	Hoeg et al. (2018)
	Investigates the association between parental loss before the age of 18 years and the formation and dissolution of marriage and cohabitation relationships in adulthood, in relation to factors that may help identify potentially vulnerable subgroups of bereaved children, that is, sex of the deceased parent, cause of death and child's age at the time of death.
	Retrospective cohort
	Denmark
	Central Population Register (CPR), National Fertility Database, Register of Cause of Death, Statistics Denmark, Household and Family Register and Population Register, Income Statistics Register, Population Education Register, National Prescription Registry, Central Psychiatric Register.
	1 Jan 1988-31 Dec 2013
	Offspring during 1 Jan 1970-31 Dec 1995 with bereavement and non-bereavement and relationship formation (n=35,682  and n=750,940 males, respectively and n=33,691 and n=704,860 females, respectively).

Offspring during 1 Jan 1970-31 Dec 1995 with bereavement and non-bereavement and separation (n=18,834  and n=377,476 males, respectively and n=20,139 and n=390,108 females, respectively)
Age not specified for offspring who were followed from age 18 until married/ cohabitated, death, emigration or 31 December 2013.
Parent (number and mean age at death not specified).
	(1) Death of parent
	N/A
	Parental income, education (post 1981), and psychiatric illness, cause of death.

Offspring gender, age at time of parental death, calendar period.
	N/A
	(1) Age at relationship formation.

(2) Time to relationship separation.
	(1) Found no difference between bereaved and non-bereaved men in the rate of entering a marriage or cohabiting relationship (RR  1.00; 95%CI0.99-1.02), whereas there was a 9% higher rate for bereaved women (RR 1.09; 95%CI 1.07-1.10). 

(2) Both bereaved men (RR 1.05; 95%CI 1.01-1.10) and women (RR 1.12; 95%CI 1.08-1.17) had an increased rate of entering into a relationship if parental death was by suicide than the non-bereaved.      

(2) Separation rates were 13% higher for bereaved men (HR: 1.13; 95%CI 1.11-1.15) and 9% higher for bereaved women (HR 1.09; 95% CI 1.07-1.11) than for their nonbereaved counterparts. Parental loss to suicide had a higher risk for separation than for other causes of death for men (HR 1.19; 95%CI 1.13-1.26) and women (HR 1.17; 95%CI 1.11-1.23) compared to the non-bereaved.

	Hoeg et al. (2019)
	To investigate the association between early parental death and attaining a specific level of education, from basic school to university graduate studies.
	Retrospective cohort
	Denmark
	Central Population Register (CPR), the Danish Education Registry, the Danish Fertility Database, the Danish Register of Cause of Death, the Danish Income Statistics Register, the National Prescription Registry, and the Central Psychiatric Register
	1982-2013
	Offspring and their parents
Offspring bereaved (n=10,907) and non-bereaved (n=468,025) males.
Offspring bereaved (n=10,792) and non-bereaved (n=454,419) females.
Offspring age at parent's death: 0-17 years
Parents (number and mean age not specified).
	(1) Parental death
	N/A
	Calendar period.

Offspring factors: age.

Parental factors:  age group, education, income, and psychiatric illness at the time of offspring birth.
	N/A
	(1) Bereaved offspring education attainment level
	(1) Bereaved offspring were less likely to finish compulsory school (males: RR 0.95; 95% CI 0.93-0.97; females RR 0.96; 95%CI 0.94-0.98), high school or vocational training (males RR  0.78; 95%CI 0.76-0.80; females: RR 0.82; 95%CI 0.80-0.84), bachelor degree (males: RR 0.74; 95%CI 0.70-0.79; females: RR 0.83; 95%CI 0.79-0.86) and university graduate degree (males: RR 0.77; 95%CI 0.68-0.86; females (RR 0.77; 95%CI 0.69-0.86) than unexposed offspring.

	Hu et al. (2019)
	To investigate how parental hospital admissions for mental health disorders and/or deliberate self-harm (DSH) in different developmental periods impact on the child's DSH risk in adolescence.
	Retrospective nested case control
	Australia
	Hospital Morbidity Data System (HMDS), the Mental Health Information System (MHIS), the Emergency Department Data Collection (EDDC), , Death Registrations, Midwives Notification System, Birth Registrations
	1981-2011
	Offspring who had a DSH-related hospital admission between age 10-19 (cases) (n=7,151). n=Matched 1:20 offspring who did not have a DSH-related hospital admission or have died by the date of the first DSH-related hospital admission of the matched case (control) (n=143,020). 


Mean age of offspring or parent(s) not specified.
	(1) Parental mental health disorder
	N/A
	Child perinatal factors (birth weight percentile by gestation, gestational age, birth order), early maternal socio-demographic characteristics (maternal age, marital status at time of child’s birth, socioeconomic status of neighbourhood where mother resided at time of child’s birth), paternal age at childbirth,
parental death before end of the exposure period, child’s lifetime hospital admissions related to mental health disorders that occurred before end of the exposure period.
	(1) First DSH-related hospital admission between age 10-19 years for offspring
	N/A
	(1) Having one parent with a lifetime mental health admission was associated with a 1.26-fold (95%CI: 1.16-1.36,) increase in the odds of having a DSH-related hospital admission during adolescence compared to having no parents with either mental health or DSH-related hospital admissions.

(2) Having both parents who had a lifetime mental health admission was associated with a 1.41-fold (95%CI: 1.21-1.65,) increase in the odds of having a DSH-related hospital admission during adolescence compared to having no parents with either mental health or DSH-related hospital admissions.

(3) Pre-pregnancy, parental lifetime mental health admission was associated with a 1.97-fold (95%CI: 1.53-2.55) increase in the odds of having a DSH-related hospital admission during adolescence compared to having no parents with either mental health or DSH-related hospital admissions.


	Hwang et al. (2017)
	To determine the association of maternal substance use disorders (SUDs) during pregnancy with adverse neonatal outcomes and infant hospital re-admissions, observational stays, and emergency department utilization in the first year of life.
	Retrospective cohort
	United States (US)
	Massachusetts Pregnancy to Early Life Longitudinal (PELL) data system (including all births and fetal death records, hospital discharge, emergency department, outpatient observation, birth defect, cancer registries, early intervention and special supplemental nutrition program for Women, Infants and Children), Massachusetts Bureau of Substance Abuse Services Management Information System. 
	2003-2010
	Mothers and singleton infants born during 2003-2009.
Mothers ( n=509,548.  Of these, n=13,012 had SUDs; mean age not stated)
Offspring (n=509,548)
Race/ethnicity of mothers who had SUDs: Non-Hispanic white (n=9251), Non-Hispanic black (n=1439), Non-Hispanic Asian (n=136), Hispanic (n=1888), Other non-Hispanic (n=227)

Race/ethnicity of mothers who had no SUDs: Non-Hispanic white (n=337,492), Non-Hispanic black (n=41,092)., Non-Hispanic Asian (n=37,547), Hispanic (n=69,066), Other non-Hispanic (n=10,796) 

	(1) Maternal substance use disorder
	N/A
	Maternal characteristics (i.e. maternal age, race/ethnicity, education, marital status, health insurance, parity, smoking during pregnancy, adequacy of prenatal care, psychiatric diagnoses, chronic conditions, pregnancy-related conditions, delivery complications, mode of delivery).

Infants (i.e. prematurity, except for preterm birth, NAS, prolonged hospital stay).
	(1) Neonatal adverse outcomes (i.e. preterm birth, low birth weight, neonatal mortality, neonatal abstinence syndrome,  cardiac problems, respiratory problems, neurologic abnormalities, infectious conditions, hematologic conditions, GI. Feeding, nutrition conditions, intrauterine growth restriction, prolonged hospital stay (>2 days for vaginal births and >4 days for caesarean). For infants born ≥35 weeks gestational age.

(2) Hospital-based infant care in first year of life included rehospitalisation after discharge from birth hospital, observational stays or emergency department (ED) use.
	N/A
	(1) Compared with non-SUD infants, SUD-exposed infants had a greater risk for all neonatal outcomes.  

(2) Compared with non-SUD infants, SUD-exposed infants were more likely to use hospital inpatient services for those born <37 weeks (OR 1.10; 95%CI1.04-1.17), but less likely to use the ED for those born at <37 weeks (OR 0.82; 95%CI 0.74-0.91) or ≥37 weeks (OR 0.88; 95%CI 0.84-0.92).

	Jaaskelainen et al. (2016)
	To examine (i) whether parental substance abuse is associated with children's mental disorders in mid-childhood (7-12years) and mental disorders and own substance use in adolescence (13-17years); and (ii) whether children are affected differently by a mother or father's substance abuse.
	Retrospective cohort
	Finland
	Finnish national administrative registers (including Register for Prescription Medication Costs, Causes of death register, Register of Education, Health Care register, Register on Congenital Anomalies, Care Register for Social Welfare)
	1991-2009
	Offspring: (n=63,639; 7-12 and 13-17 years)  Mothers: (n=62,835; mean age at birth 29.2 years (SD 5.1))  
Fathers: (n=62,057; mean age at birth 31.6 years (SD 5.8))

	(1) Parental substance abuse (i.e. inpatient or outpatient alcohol and/or illicit drug abuse-related diagnosis or treated for substance abuse in a social welfare institute, had bought prescription medication for treatment of alcohol or drug dependence, or died with an underlying or contributory cause related to substance abuse, or had a child with a register entry on foetal alcohol or drug exposure during pregnancy (mothers only). 

(2) Parental mental disorder (i.e. inpatient or outpatient care with a diagnosis of mental disorder or having an entitlement for higher reimbursement for medication prescribed for certain severe psychiatric disorders according to the Special Reimbursement Register)
	N/A
	ACEs) (including, maternal mental disorder, paternal mental disorder, both parents mental disorder, at least one parent received long-term social assistance, mother died, father died, both parents died, non-intact family at age 0-6 years).

Additional ACEs for child aged 13-17 years (i.e. non-intact family at age 0-13 years, mother’s education <10 years, father’s education<10 years, mother’s age at birth of index child, father’s age at birth of index child).

Child's gender, previous mental disorder (for analysis of 13-17 years).

Parental education, age, gender, parental substance abuse x mental disorder interaction.


	(1) Offspring mental disorders at age 7-12 years  (i.e. inpatient or outpatient care with a diagnosis of mental disorder or purchases of prescribed medication intended for the treatment of depression, anxiety or psychosis).

(2) Offspring mental disorders and (3) harmful substance use at 13-17 years (i.e. inpatient or outpatient care with a diagnosis related to alcohol or drug use, intoxication or poisoning, care periods in substance abuse treatment institutes or substance abuse as an underlying or contributory cause of death)
	N/A
	(1) At age 7-12 years, maternal or paternal substance abuse was not associated with child mental disorders compare to no parental substance use.  However, maternal (OR 1.50; 95%CI 1.28-1.76) and paternal (OR 1.27; 95%CI 1.08-1.48) and both parent (OR 2.06; 95%CI 1.43-2.98) mental disorders were associated with child mental disorders compare to no parental mental disorder.

(2) At age 13-17 years, maternal (OR 1.35; 95%CI 1.14-1.61), paternal (OR 1.21; 95%CI 1.08-1.35), and other parent (OR 1.64; 95%CI 1.25-2.13) substance abuse was associated with child mental disorders compare to no parental substance use.  Maternal (OR 1.80; 95%CI 1.64-1.98) and paternal (OR 1.30; 95%CI 1.16-1.45) and both parent (OR 2.08; 95%CI 1.70-2.54) mental disorders were associated with child mental disorders compare to no parental mental disorder.

(3) At age 13-17 years, maternal (OR 1.93; 95%CI 1.41-2.65), paternal (OR 1.67; 95%CI 1.35-2.08), and other parent (OR 2.50; 95%CI 1.66-3.79) substance abuse was associated with child harmful substance use compare to no parental substance use.  Maternal (OR 1.48; 95%CI 1.19-1.85) and paternal (OR 1.38; 95%CI 1.10-1.73) and both parent (OR 1.63; 95%CI 1.11-2.38) mental disorders were associated with child harmful substance use compare to no parental substance use.



	Jakobsen et al. (2011)
	To examine the association between the death of a biological parent and subsequent suicide attempts by young people (aged 10-22 years), and to explore sociodemographic factors as modifying factors. 
	Retrospective nested case- control
	Denmark
	National Database register, the Fertility Database, the Danish Cause of Death Register, Population Statistics, Education Statistics, and the National Patient Register
	1983-2006
	Offspring and their parents 
Offspring n=3465;  suicide attempt mean age 17.46 years (SD 2.37)
Offspring matched comparisons (n=69,300)
 
	(1) Parental death
	N/A
	Offspring factors: age, and sex. 

Parental factors: income.
	(1) Offspring suicide attempt 
	N/A
	(1) Young people who had experienced death of a biological parent had an increase risk of attempted suicide (RR 1.71; 95%CI 1.49-1.96) compared to matched comparisons. The risk of attempted suicide among offspring was higher for those with a history of losing both parents than for those who had lost only one parent (RR 4.66;95%CI: 2.55-8.52).

	Jeppesen et al. (2013)
	 To examine the prevalence of psychosocial problems in teenager offspring of parents with cancer.
	Retrospective cohort case- control study
	Norway
	Young-HUNT surveys, the National Population Registry, and the Cancer Registry Norway
	1998-2000
	Offspring (n=143; teenagers; 13-19 years)
Offspring matched controls (n=429)
Parent with cancer (n=120 age at cancer diagnosis: 45 years (mothers) and 49 years (fathers))

	(1) Cancer diagnosis of parents
	N/A
	Not stated.
	(1) Psychosocial problems in offspring
	N/A
	(1) No differences were observed for teenagers with a parent with cancer compared with controls for: somatic stress symptoms (OR 0.89; 95%CI 0.60-1.33); feeling lonely (OR 1.28; 95%CI 0.58-2.87); low self-esteem (OR 1.09; 95% CI 0.68-1.74); anxiety/ depression (OR 0.84; 95%CI 0.51-1.29), school problems (OR 1.09; 95%CI 0.74-1.60); eating problems (OR 0.88; 95%CI 0.46-1.68); or high problem cases (OR 0.98; 95%CI 0.66-1.46).

	Joergensen et al. (2018)
	To investigate how experience of parental cancer in childhood or adolescence is associated with primary school achievement, educational attainment and income in early adult life.
	Retrospective cohort
	Denmark
	Danish Medical Birth Registry, Statistics Denmark Register, the Danish Ministry of Education Academic Achievement Register, the Danish Population's Education Register, the Danish National Patient Registry, the Nordic Cancer Registries, and the Danish Register of Causes of Death
	1978-1999
	Offspring (born 1978-1999) and their parents with cancer
Offspring with parental cancer (n=18,367; age at parental cancer diagnosis: 0-17 years)
Offspring with no parental cancer (n=341,676)
Parents with cancer (n=34,373; mean age not specified).

Parents with no cancer (n=382,117)
	(1) Parental cancer diagnosis 
	N/A
	Offspring factors: ’sex, and year of birth, 

Parental factors: maternal and paternal age at childbirth, highest level of education
	N/A
	(1) Primary school achievement in offspring (Grade Point Average: GPA).  

(2) Socioeconomic attainment in offspring.
	(1) Offspring who had experienced parental cancer achieved a slightly lower final GPA in ninth grade and had a higher risk of low educational attainment (RR 1.20; 95%CI 1.14 -1.25) or medium education attainment (RR 1.05; 95%CI 1.01-1.08) compared to high education attainment than offspring with parents with no cancer.

(2) Offspring who had experienced parental cancer had attenuated income at the age of 30 (RR 1.11; 95%CI 1.06- 1.16) compared to offspring with parents with no cancer.

	Kailaheimo-Lonnqvist & Kotimaki (2020)
	To examine disability pension and various educational outcomes after external (accident, violence, suicide) or natural parental death during childhood or adolescence, taking into account possible heterogeneous associations by parental resources. 
	Retrospective cohort
	Finland
	Finnish Growth Environmental Panel, and
Finnish registry data
	1982-2014
	Offspring and their parents
Offspring (n=179,479; mean age not specified)
Paternal death (n=2599; father's age at birth ranged from 32-36 years (SD 6-7) based on cause of death). Maternal death (n=838; mean age not specified)

	(1) Parental death (i.e. external or natural)
	N/A
	Offspring factors: sex, and year of birth

Parental factors: median family income at offspring age 5 and 18 years, highest level of education when offspring was 0-18 years, father's age at birth, and stepparent (lived in a stepfamily between ages 0-18), single parent (lived in a single parent household before parental death)
	N/A
	(1) Offspring educational performance and attainment (i.e. GPA at end primary school, university education)

(2) Offspring receive a disability pension between ages 18-24 years
	(1) Offspring after father or mothers death had a lower educational performance (0.28 or 0.21 points lower GPA, respectively) and were 12.7% to 10.6% percentage points lower probability, respectively, of finishing secondary education, and were 8.8% and5.6% less likely, respectively, to enrol in university than non-bereaved offspring.

(2) Offspring after father or mothers death had 
a higher probability (1.2% and 0.8%, respectively) of receiving a disability pension then non-bereaved offspring.

	Kendler et al. (2015)
	To determine to what extent genetic and environmental factors contribute to the risk for alcohol use disorder (AUD).
	Retrospective cohort
	Sweden
	Swedish Hospital Discharge Register, Swedish Prescribed Drug Register, National Censuses Registry, Total Population Registry, Multi-Generation Register, Outpatient Care Register, Primary Health Care Register, and Swedish Crime and Suspicion Register.
	1960-2011
	Adoptees born 1950-1993, offspring not living with 1 parent, and offspring living with a step-parent from 1960-1993. 
Adoptees (n=18,115; mean age at first registration for those with AUD 33.9 (SD 11.4)).
Offspring not living with 1 parent (n=171,989, mean age not specified)
Offspring living with a step-parent (n=107,696, mean age not specified).
Biological parent (n=18,115; mean maternal age 24.4 years).
Adoptive parent (n=18,115; mean maternal age 37.5 years). 
	(1) Adoptive or biological parent diagnosed with AUD 
	N/A
	Parents (i.e. AUD, drug abuse, psychiatric illness, criminal conviction, maternal divorce, education, maternal age, death, medical hospitalisation.

Siblings (i.e. drug abuse, psychiatric disease, AUD, criminal conviction, medical hospitalisation).

Adoptees/ offspring (i.e. sex, birth year, genetic risk score, environmental risk score, age at first cohabitation with adoptive parents (adoptees only).


	(1) AUD recorded in medical, legal or pharmacy registry records in adoptees or siblings.

(2) AUD recorded in medical, legal or pharmacy registry records in offspring not living with 1 parent.

(3) AUD recorded in medical, legal or pharmacy registry records in offspring living with a step-parent.

 
	N/A
	(1) AUD in adoptees was associated with AUD in biological parents (OR 1.32; 95% CI, 1.15-1.52) as well as adoptive parents (OR 1.31; 95% CI, 1.02-1.69) compared to non-AUD.  AUD in adoptees was associated with AUD in biological siblings (OR 1.85; 95%CI 1.44-2.39) compared to non-AUD.

(2) AUD in offspring living with a step- parent was associated with AUD in biological fathers (OR 1.59; 95% CI, 1.52-1.67) and biological mothers (OR 1.29; 95%CI 1.05-1.59) compared to non-AUD. 

(3) AUD in offspring living with a step-parent was associated with AUD in step-parents (OR 1.11; 95%CI 1.02-1.21) and biological parents (OR 1.72; 95%CI 1.63-1.81) compared to non-AUD. 

	Kennedy et al. (2018)
	To explore the specific influence of childhood bereavement on the stress resilience development trajectory 
	Retrospective cohort
	Sweden
	Swedish Multi-Generation Register, the Education Register, the Swedish Population and Household Census, the Swedish Medical Birth Register, the Causes of Death Register, the Swedish Conscript Register, and the National Patient Register
	1973-1983
	Male offspring and their parents and siblings
Male offspring (n=20,276; mean age at conscription ranged by stress resilience: 18.1-18.2 years)

Parents and siblings (number and mean age not specified).
	(1) Parental death
	N/A
	Offspring factors: cognitive ability, physical fitness, body mass index (BMI), gestational age, birth weight, diagnosis of small for gestational age.

Parental factors: parental socioeconomic status based on occupation type, highest education level, and parental inpatient psychiatric diagnosis. 
	(1) Lower stress resilience in adolescent offspring
	N/A
	(1) Male offspring had an increased risk of subsequent low stress resilience (RR 1.49, 95% CI 1.41-1.57) and an increased risk of moderate stress resilience (RR 1.08; 95%CI 1.03-1.13) in late adolescence compared to high stress resilience after the death of a parent or sibling compared to the non-bereaved reference cohort. 

	Keskinen et al. (2013)
	To investigate the association between parental psychosis and potential risk factors for schizophrenia and their interaction.
	Retrospective cohort
	Finland
	The Northern Finland 1966 Birth Cohort (including women and live-born children in Lapland and Oulu),   Finnish Hospital Discharge Register,   National registers of the Finnish Social, Insurance Institute, Population, Register.   
	1966-2010
	Offspring (n=10,526; mean age at diagnosis of schizophrenia: 25.8 years (SD 6.4)).
Schizophrenia cases (n=150, mean age not specified)  
Non-psychotic comparison (n=10,376, mean age not specified)

	(1) Parental psychosis (maternal/ paternal)
	N/A
	Biological (i.e. 
birth weight, birth length, gestation, birth weight/gestation, mother’s smoking during pregnancy, paternal age at time of birth, maternal age at time of birth).

Psychosocial (i.e. maternal antenatal depressed mood, wantedness of the pregnancy, place of residence, family type, father’s social class, maternal education, grant multiparity.
)
	(1) Offspring diagnosed with schizophrenia 
	N/A
	(1) There was an increased risk of an offspring being diagnosed with schizophrenia if there were biological risk factors for parental psychosis (HR 4.0; 95%CI 1.5-10.5), but not if there were psychosocial risk factors (HR 1.6; 95%CI 0.6-4.2) compared to reference group.



	Kinnunen et al. (2018)
	To investigate whether parental traumatic brain injury (TBI) increases the overall risk for psychiatric disorders and the risk for specific psychiatric diagnoses in the children affected by parental TBU.
	Retrospective cohort
	Finland
	1987 Finnish Birth Cohort Study, Finnish Medical Birth Register, Care Register of Health Care, Finland Central Population Register, Statistics Finland
	1987-2008
	Children born alive in Finland in 1987 (1987 Finnish Birth Cohort) who survived the perinatal period (n=59,476)

No age statistics specified.
	(1) Parental traumatic brain injury (TBI)
	N/A
	Parent factors: mother’s age at offspring’s birth, father being known in 1987, highest socio-economic status of either parent, highest level of education completed by either parent, death of a parent during the follow-up period of 1987-2008, either parent having in- or outpatient treatment due to a mental disorder during the follow-up period 1987-2008, receipt of social welfare during follow-up period

Offspring factors: offspring gender
	(1) Offspring mental disorder
	N/A
	(1) When adjusting for covariates, disorders of psychological development (OR 1.85, 95%CI 1.00-3.43, p=0.05) among female offspring were significantly related for offspring with parental TBI compared to those without parental TBI.

(2) After adjusting for covariates, experiencing parental TBI (compared to no parental TBI) was significantly associated with any mental disorder (OR 1.43, 95%CI 1.11-1.83, p=0.005), substance-use-related disorders (OR 1.71, 95%CI 1.07-2.72, p=0.025), and behavioural and emotional disorders (OR 1.75, 95%CI 1.23-2.48, p=0.002) among male offspring.

(3) In adjusted analysis, maternal TBI was significantly associated with substance-use-related disorders among male offspring (OR 2.56, 95%CI 1.10-6.00, p=0.030), compared to no maternal TBI.

(4) After adjustment for covariates, the paternal TBI association (paternal TBI compared to no paternal TBI) with any mental disorder (OR 1.45, 95%CI 1.09-1.91, p=0.009) and behavioural and emotional disorders (OR 1.92, 95%CI 1.31-2.81, p=0.001) among male cohort members remained significant.

(5) Additional adjustment for the social welfare benefits covariate attenuated the risk estimates, but did not change the overall pattern of findings.

	Kjollesdal et al. (2020)
	To investigate the association between offspring birthweight (BW) and a history of cardiovascular disease (CVD) or type 2 diabetes (T2D) in parents or grandparents in a multiethnic sample in Oslo, Norway.
	Retrospective cohort
	Norway
	Data on offspring were obtained from routine maternity unit records.

The STORK Groruddalen cohort study questionnaires obtained health information on parent and grandparents.
	2008-2010
	Offspring, parents and grandparents.
Offspring (n=509, gestational age: 39.4 weeks (SD 1.6))
Parent/mothers (n=509 mothers, maternal mean age at inclusion 30.2 years (SD 4.8)))
Grandparents (n=479 to 504, depending on maternal/ paternal and T2D and CVD status available)

	(1) Grandparental type 2 diabetes and CVD
	Multiethnic cohort
	Gestational diabetes mellitus (GDM), preeclampsia, mother’s weight at first visit, diet and physical activity, adult maternal socioeconomic position, maternal childhood socioeconomic position, grandmother’s smoking during pregnancy with the mother, paternal smoking and weight.
	(1) Offspring low BW
	N/A
	(1) Higher offspring BW Z-scores were associated with lower odds of T2D among maternal (OR 0.71;95% CI 0.53-0.97) and paternal (OR 0.68; 95%CI 0.49-0.94) grandmothers compared to reference group.

(2) No association between offspring BW and CVD among grandparents.

	Kristiansen (2021)
	To examine the consequences of parental hospitalisations with the diagnoses cancer and acute cardiovascular disease (and all causes of death on a child's mental health and the child's educational achievement. 
	Retrospective cohort
	Denmark
	Hospital records,  death records, school enrolment, school test scores (6th to 9th grade), medication prescriptions datasets. 
	1972-1998
	Offspring and their parents
Offspring (n=86,590; age at parental health event or death: 14-18 years). 
Mother (n=40,928; age at child's birth health event: 29.3 years (SD 5.2) and death: 28.9 (SD 5.6)).
Father (n=45,662 age at child's birth: health event: 33.0 years (SD 6.8) and death: 33.4 (SD 7.7)).

	(1) Parental hospitalisation for cancer or cardiovascular disease or parental death
 
	N/A
	Offspring factors: sex, age at time of the parental health event

Parental factors: 
socioeconomic status, income quartile, parent’s highest level of completed education, mother's and father's age at child birth, ethnic background, siblings, first born child in the family, birth cohort 
	(1) Mental health diagnosis in offspring with prescription of anti-depressants and therapy one year after the parent event.
	(1) Education achievement in offspring indicated by school test scores and post-compulsory school enrolment.
	(1) One year after the parent’s health event, offspring were 2.1% percentage points more likely to be having therapy and a 1.5% increase in percentage points for anti‐depressant  medication than prior to the event   

(2) There was no different in offspring who experienced the parental health event within one year before the 9th grade exam compared to offspring who experienced the event one year after the exam. 

(3) Offspring who experience a parent's death shortly before the 9th grade exam received a test score 21% of a standard deviation
lower compared to parental death after the exam.

	Kumari et al. (2013)
	To examine the relationship maternal depression with gestational age, infant birth weight and APGAR score of 1 and 5 minutes.
	Prospective cohort
	India
	Obstetrics Department of Institute of Medical Sciences hospital records
	Not specified.
	Mothers and their offspring.
Offspring (n=200; infants at birth)
Mothers (n=200;  aged between 20-30 years).
	(1) Depression during pregnancy for mothers
	N/A
	Maternal factors: age at birth, education, income and parity, body mass index of 2nd and 3rd trimester
	(1) Negative neonatal outcomes for offspring
	N/A
	(1) Females who reported higher depression during pregnancy were more likely to deliver an infant of shorter gestational age (p<0.01) and more likely to deliver a low birth weight infant (p<0.01) along with lower APGAR scores of 1 and 5 minutes (p<0.01). 

	Kuramoto et al. (2010)
	To examine whether the risk for psychiatric morbidity requiring inpatient care was higher for offspring who experienced parental suicide, compared with offspring of fatal accident decedents, and whether the association varied according to the deceased parent's gender.
	Retrospective cohort
	Sweden
	Multi-Generation Register, National Inpatient Registry, and the Cause of Death Register
	1973-2003
	Offspring <18 years (n=38,440; age at parental death: 9.7-10.4 years (SD 4.8-5.1))
Parents (n=138,891, including n=33,505 suicide deaths (maternal mean age 37.4 years (SD 7.1) and paternal mean age 40.1 years (SD 8.0) and n=105,386 unintentional deaths (maternal mean age 37.6 years (SD 7.7) and paternal mean age 40.1 years (SD 8.4))  

	(1) Parental suicide

(2) Parental unintentional death
	N/A
	Offspring factors: year of birth, sex, age when parent died.

Parental factors: sex, age at death, , history of psychiatric hospitalisation. 
	(1) Offspring suicide attempt resulting in hospitalisation

(2) Offspring psychiatric hospitalisation for depression, anxiety, personality disorder, alcohol use disorder, or drug use disorder
	N/A
	(1) After maternal death from suicide, offspring had a higher risk of self-harm hospitalisation (HR 1.80; 95%CI 1.19-2.74) than maternal death from unintentional means.

(2) There was no increased risk of self-harm hospitalisation for offspring after paternal death from suicide (HR 1.14; 95%CI 0.96-1.35) compared to paternal death from unintentional means.

(3) There was no increased risk of offspring psychiatric hospitalisation by disorder after maternal or paternal death from suicide, except for paternal death and hospitalisation for depression (HR 1.29; 95%CI 1.03-1.61) or anxiety (HR 1.35; 95%CI 1.09-1.66) compared to parental death from unintentional means.

	Landberg et al. (2018)
	To examine associations between fathers' alcohol consumption and risk for total and cause-specific mortality in offspring.
	Retrospective cohort
	Sweden
	Nationwide survey of conscripted males in 1969-70, and the National Cause of Death register
	1971-2008
	Male offspring and their fathers
Male offspring (n=46,284; aged 18-20 at conscription; and aged between 20-60 years at follow-up)

Fathers (number and mean age not stated).
	(1) Paternal alcohol consumption
	N/A
	Offspring factors: risky use of alcohol, smoking, poor emotional control, receiving a psychiatric diagnosis, and having had contact with police/ childcare authorities.

Parental factors: father’s occupational class.

	(1) Death of offspring related to alcohol-related causes, violent cases of death (excluding suicide), and suicide.

(2) Death of offspring due to other health-related problems
	N/A
	(1) Offspring whose fathers drank alcohol were at an increased risk of all mortality if their father rarely (HR 1.11; 95%CI 1.00-1.22), occasionally (HR 1.16; 95%CI 1.04-1.29) drank alcohol compared to if their father did not drink alcohol.

(2) Offspring whose fathers drank alcohol were at an increased risk of alcohol-related mortality if their father occasionally (HR 1.56; 95%CI 1.13-2.16) or often (HR 2.05; 95%CI 1.34-3.13) drank alcohol compared to fathers who did not drink alcohol.

(3) Offspring whose fathers drank alcohol were not at increased risk of mortality from suicide or violence compared to fathers who did not drink alcohol.

	Landstedt et al. (2019)
	To examine the role of childhood peer status positions for the association in mental health across two generations.
	Retrospective cohort
	Sweden
	Stockholm Birth Cohort Multigenerational Study using data from the Stockholm Metropolitan Study and RELINK53, including all individuals born in 1953 and resident in Sweden in 1960, 1965 and/or 1968 as well as their ascendent, contemporaneous and descent family members.  Data was accessed from the Social Register and National Patient Register.
	1953-2016
	Offspring born in Stockholm in 1953 who resided in the greater Stockholm area in 1963 (n=12120; age range 20 to 63 years).
Parents (number and mean age not specified).

	(1) Poor mental problems of parents
	N/A
	Offspring factors: school class size, peer status position.

Parent factors: social class, mental health problems.

Derived 8 combinations of mental health problems in parents (Y/N) and peer status position of the offspring (i.e. marginalised, low, medium, high).
	(1) Mental health problems of offspring
	(1) Childhood peer status 
	(1) Male offspring with mental health problems in the parent generation in marginalised  (OR 3.84; 95%CI 1.99-7.42) and low (OR: 3.11; 95%CI 1.67-5.81) status positions have increased odds for mental health problems compared to reference group.  

(2) Male offspring with mental health problems in the parent generation with medium (OR 1.88; 95%CI 0.97-3.62) and high (OR 1.70; 95%CI 0.72-4.04) status positions did not have a higher odds of mental health problems compared to reference group.

(3) Female offspring with mental health problems in the parent generation in marginalised  (OR 3.13; 95%CI 1.49-6.60), medium (OR 2.67; 95%CI 1.58-4.52) and high (OR 2.85; 95%CI 1.45-5.59) status positions had a higher odds of mental health problems compared to reference group.  Female offspring with mental health problems in the parent generation from a low status position (OR 1.77; 95%CI 0.90-3.52) did not have a higher odds of mental health problems compared to reference group.


	Lee et al. (2019)
	To examine the multiple intergenerational risk factors of obesity among children aged 24 to 80 months using national cohort data.
	Retrospective cohort
	Korea
	Korean National Health Insurance (KNHI) database, including qualification (i.e. information on insured person and their dependents) data, national health checkup data for infants, children and adults, and health insurance claims data.
	2002-2013
	First born offspring and parents (n=1,001,775 families).
Maternal mean age at delivery 30.33 years (SD 3.98) 

Offspring aged 24 to 80 months.
	(1) Obesity in children aged 24-80 months
	N/A
	Socioeconomic status of family (indicated by medical aid beneficiary status).

Maternal factors: history of obesity, history of abdominal obesity, older pregnancy, hypertension, diabetes mellitus, and smoking, drinking, bulimia, and depression after pregnancy.   

Paternal factors: history of obesity, history of abdominal obesity, hypertension.

Offspring factors: preterm, congenital malformation in nervous system, macrosomia, overweight (0 to 24 months), exclusive breastfeeding (4 to 9 months), sugar-sweetened beverage intake (18-54 months), regular breakfast intake (66-80 months)
	(1) Obesity in children aged 24 to 80 months 
	N/A
	(1) Maternal obesity was a significant predictor of childhood obesity using decision tree analysis (14.53%) as was paternal obesity (17.91%).  

(2) The most common predictors of childhood obesity were: mothers with gestational hypertension (32.14%), mothers with gestational diabetes (9.13%), offspring non-compliance of exclusive breastfeeding (13.45%), drinking during pregnancy (10.0%), and offspring irregular intake of breakfast (10.99%).   

(3) Being a medical aid beneficiary also was a predictor of childhood obesity for fathers who were both obese (27.78%) and not obese (13.21%).



	Levine et al. (2016)
	To test hypotheses related to the transgenerational transmission of parental genocide exposure on the risk and course of schizophrenia. 
	Retrospective cohort
	Israel
	National population registry on all offspring whose parents were born in Nazi-dominated European countries. Data obtained from Ministry of the Interior (i.e. study population), Central Bureau of Statistics (i.e. socioeconomic status), and Ministry of Health for the National Psychiatric Case Registry (i.e. diagnosis of schizophrenia).


	1950-2014
	Offspring and their parents
Offspring (born 1948-1989;n=51,233; ages ranged from 25 to 66 years)
Parents (born 1922-1945; number of parents and mean age not specified).

	(1) Parental genocide exposure
	Offspring of Holocaust survivors
	Parent factors: parental age at childbirth, parental diagnosis of schizophrenia.

Offspring factors: birth year, gender and socioeconomic status of the offspring at birth.  Age at onset was included to examine course of schizophrenia.
	(1) Risk and course of schizophrenia in offspring for parents exposed at 4 time periods: (i) likely in utero only (parent born in 1945); (ii) combined likely in utero and postnatal (parent born 1933-44 in Germany); and (iii) Likely early postnatal, if Holocaust exposure occurred by age 1-2 years (parent born 1931-1932 in Germany); and (iv) likely late postnatal group, ages 3-12 or ≥13 years (parent born 1928-30 in Germany)
	N/A
	(1) Rates per 100,000 person years did not significantly differ for the risk of schizophrenia between the direct (38.43, 95% CI: 35.5- 41.40) and indirect (i.e. indirect genocide trauma exposure via their family or social group) (38.21, 95% CI: 21.87- 54.56) exposure groups.   

(2) Maternal Holocaust exposures in utero only (HR 1.74; 95%CI 1.13- 2.66), combined in utero and postnatal (HR  1.48; 95%CI 1.05- 2.10) and paternal Holocaust exposures combined in utero and postnatal (HR 1.48; 95%CI 1.08-2.05), and early postnatal (aged 1-2; HR 1.49; 95%CI: 1.10, 2.00) had a higher psychiatric re-hospitalisation rate than the indirect exposure group. 

	Li et al. (2014)
	To examine the association between parental death in children and adolescents and subsequent all-cause mortality risk until early or mid-adulthood, as well as cause- specific mortality. 
	Retrospective cohort
	Denmark; Sweden; and Finland
	Cause of death registers, Medical Birth Registers, Danish integrated database for labour market research, Swedish Register of Education, Statistics Finland
	Denmark (1968-2009)

Sweden (1973-2008)

Finland (1987-2010)
	Offspring with a parent death (n=189,094 age at parental death 0-18 years)
Offspring with no parent death (n=7,112,919)
Parent (number and mean age not specified)
	(1) Parental death in childhood from 6 months of age to 18 years
	N/A
	Offspring factors: sex, gestational age, and Apgar score. 

Parental factors: maternal age at birth, parity, maternal education at child birth, maternal social status at child birth, maternal smoking during pregnancy.
	(1) Death of offspring: all cause, natural and unnatural.
	N/A
	(1) Parental death was associated with an increased offspring all-cause mortality (Mortality RR 1.50; 95% CI 1.43-1.58), an increased offspring natural (MRR 1.45; 95%CI 1.34-1.58) and unnatural (MRR 1.60; 95%CI 1.49-1.71) death compared to offspring with no parental death. 

	Lund et al. (2019)
	To identify constellations of early parental risk characterised by variations in drinking, mental health, and education in both parents and examine their prospective associations with children's contact with the health care system for anxiety and/or depression (i.e. diagnoses or treatment). 
	Retrospective cohort
	Norway
	Nord-TrØndelag Health Study (Young-HUNT) and Adult-HUNT Surveys, Statistics Norway (i.e. educational attainment) and the 
Control and Payment of Health Reimbursements Registry for practitioners in primary health care, the Norwegian prescription database, and the Norwegian patient registry. 
	Young and Adult HUNT surveys during 1995-1997 and/or 2006-2008, 

Health registries:
2008-2018
	Adolescent offspring and their parents
Adolescents who participated in Young-Hunt survey aged 13-19 years (n=8,773, mean age at young-HUNT participation: 16.05 years (SD 1.79) and mean age at study entry in 2008: 23.80 years (SD 5.68)).
Parents who participated in the Adult-Hunt survey(n=6,696, age not specified)
 
	(1) Parental alcohol intake (i.e. number of drinking days per month and quantity).
	N/A
	Offspring factors: sex, age at study participation.

Parent factors: years of education as an indicator of socioeconomic status), gender, anxiety or depression. 
	(1) Offspring diagnosis or treatment of anxiety and depression
	N/A
	(1) Offspring of parents with lowest parental education, relatively low drinking and mental health symptoms (RR: 1.13; 95% CI 1.01-1.25) and parents with low-intake yet frequent parental drinking with elevated paternal mental health symptom scores (RR:, 1.52; 95% CI 1.03-2.22) had an increased risk of anxiety and/or depression during adolescence and early adulthood compared with offspring of parents with the highest education, low frequency and quantity of drinking and lowest mental health symptoms. 

	Martikainen et al. (2018)
	To estimate the contribution of parental substance abuse on offspring psychiatric morbidity in late adolescence and early adulthood, with emphasis on the timing and persistency of exposure.
	Retrospective cohort
	Finland
	Statistics Finland individual-level register, National Institute for Health and Welfare’s hospital discharge records (1986-2011),  the Social Insurance Institution’s national prescription register (2001-2011) and household income. 
	1986-2011
	Offspring born during 1986-1996 (n=136,604; aged 0-14 years until first instance of psychiatric morbidity, end of year of 25th birthday, emigration, death or end of 2011)
Parent (number of parents and mean age not specified).
	(1) Parental substance abuse
	N/A
	Offspring factors: time-varying social characteristics at age 15: family type, education and economic activity, sex, region of residence based on hospital districts, language, indicator for psychiatric morbidity before age 15, calendar year, and sibling fixed effects.

Parent factors: education at offspring ages 0-14 years based on the highest achieved education level of either parent, average household income, occupational social class, and family type
	(1) Offspring psychiatric morbidity 
	N/A
	(1) Exposure to parental substance at age 0-4 (HR 1.36; 95%CI: 1.25-1.47), 5-9 (HR 1.37; 95%CI 1.28-1.46) and 10-14 (HR: 1.25; 95%CI 1.18-1.34) was associated with offspring psychiatric morbidity at age 15-25 compared to reference groups.

(2) Offspring with early exposure at age 5-9 years (HR: 1.33; 95%CI 1.01-1.74) had a higher psychiatric morbidity compared to siblings exposed at other ages or never exposed compared to reference group.


	Matheson et al. (2017)
	To determine the independent and moderating effects of maltreatment and parental schizophrenia spectrum disorders (SSD) on early childhood social-emotional functioning. 
	Retrospective cohort
	Australia
	New South Wales Child Development Study, Australian Early Development Census, NSW Department of Family and Community Services Case Management System, NSW Mental Health Ambulatory Data Collection, NSW Admitted Patients Data Collection, and NSW Register of Births, Deaths and Marriages - Birth Registrations
	2003-2009
	Offspring (n=69,116; mean age 5.6 years (SD 0.4)).
Parent (mean age not stated)
	(1) Childhood maltreatment  (2) Parental SSD
	N/A
	Offspring factors: age, sex and socioeconomic status, exposure to maltreatment.

Parent factors: SSD.
	(1) Social-emotional dysfunction in children (i.e. poor social competency, poor prosocial/ helping behaviour, anxious/fearful behaviour, aggressive behaviour, hyperactivity/ inattention).
	N/A
	(1) Parental history of SSD and a report of any child maltreatment was associated with social emotions dysfunction in children  (i.e. poor social competency (OR 1.6; 95%CI 1.3-2.0), poor prosocial/ helping behaviour (OR 1.2; 95%CI 1.0-1.5), anxious/fearful behaviour (OR 1.5; 95%CI 1.2-1.8), aggressive behaviour (OR 1.3; 95%CI 1.1-1.6), hyperactivity/ inattention (OR 1.7; 95%CI 1.4-2.0) compared to reference groups.


	Merikukka et al. (2018b)
	To systematically examine whether parental hospital-treated somatic illnesses, diagnosed during an offspring’s childhood (1987-1995), are associated with later use of psychotropic medication (1996-2012) by the offspring
	Retrospective cohort
	Finland
	1987 Finnish Birth Cohort, Finnish prescription register, Finnish Hospital Discharge Register, receipts of social assistance registered by the National Institute for Health and Welfare, Statistics Finland
	1987-2012 
	Offspring and parents from the 1987 Finnish Birth Cohort with a known father (n=57,752)

No age specified.
	(1) Parental hospital-treated somatic illnesses when offspring were aged 0-8 years (analysed as a burden of accumulated illnesses)
	N/A
	Parent factors: parent sex, parental death, education level, social assistance, psychiatric inpatient care

Offspring factors: offspring sex
	(1) Offspring psychotropic medication use between ages 9-24 years old (used as a proxy for mental disorders)
	N/A
	(1) Female offspring with psychotropic medication use, compared to females without psychotropic medication use, were more likely to have a mother with a diagnosis of pulmonary heart disease and diseases of pulmonary circulation (OR 7.48, 95%CI 1.48-37.82), cerebrovascular diseases (OR 2.49, 95%CI 1.42-4.39), harmful use of substances (OR 2.25, 95%CI 1.18-4.30), substance dependence (OR 1.70, 95%CI 1.08-2.41), neurotic, stress-related and somatoform disorders (OR 1.57, 95%CI 1.02-2.41), mood disorders (OR 1.43, 95%CI 1.06-1.94), symptoms, signs, and ill-defined conditions (excluding headache; OR1.18, 95%CI 1.04-1.33), and acute infections and other diseases of the upper respiratory tract (OR 1.17, 95%CI 1.01-1.34), and disorders of the female genital tract (OR 1.12, 95%CI 1.01-1.23).

(2) For male offspring, the likelihood of psychotropic medication use was increased among those with a mother with a diagnosis of personality disorders (OR 2.49, 95%CI 1.58-3.93), benign neoplasms (OR 1.24, 95%CI 1.01-1.51), disorders of the female genital tract (OR 1.19, 95%CI 1.06-1.33), and pregnancy with abortive outcome (OR 1.18, 95%CI 1.09-1.28), compared to maternal reference groups.

(3) Female offspring with psychotropic medication use were more likely to have a father with a diagnosis of poisonings (OR 2.18, 95%CI 1.02-4.63), personality disorders (OR 1.57, 95%CI 1.07-2.30), migraine and transient cerebral ischemic attacks and related syndromes (OR 1.56, 95%CI 1.24-1.96), substance dependence (OR 1.32, 95%CI 1.03-1.70), acute infections and other diseases of the upper respiratory tract (OR 1.20, 95%CI 1.05-1.38), compared to fathers with no respective diagnosis.

(4) Fathers of male offspring who used psychotropic medication, were more likely to have had diseases of the blood and blood-forming organs (OR 3.02, 95%CI 1.04-6.01), injuries of trunk (OR 1.49, 95%CI 1.02-2.19), diseases of the esophagus, stomach, and duodenum (OR 1.39, 95%CI 1.05-1.84), lung diseases (OR 1.31, 95%CI 1.04-1.65) and symptoms, signs, and ill-defined conditions (excluding headache; OR 1.21, 95%CI 1.03-1.42), compared to fathers of male offspring who did not use psychotropic medication.

	Merikukka et al. (2018a)
	To systematically examine whether parental somatic illnesses, diagnosed during an offspring’s childhood, are associated with later mental disorders of the offspring and, if so, identify which parental somatic illnesses in particular increase the likelihood for later mental disorders among the offspring.
	Retrospective cohort
	Finland
	1987 Finnish Birth Cohort, Finnish Hospital Discharge Register, receipts of social assistance registered by the National Institute for Health and Welfare, Statistics Finland
	1987-2012
	Offspring and parents from the 1987 Finnish Birth Cohort with a known mother (n=58,551)

No age specified.
	(1) Accumulation of parental somatic illnesses, diagnosed during an offspring’s childhood from 0-8 years
	N/A
	Parent factors: Parent sex, parental death, education, social assistance, psychiatric inpatient care

Offspring factors: offspring sex
	(1) Offspring psychiatric diagnoses between ages 9-24 years
	N/A
	(1) Female offspring with diagnosed mental disorders, compared to females without any diagnosed mental disorder, were more likely to have a mother with a diagnosis of poisoning by analgesics (OR 4.70, 95%CI 1.69-13.09), toxic effect of alcohol (OR 3.75, 95%CI 1.04-13.55), traumatic brain injury (OR 1.78, 95%CI 1.04-3.06), diseases of the lower urinary tract (OR 1.71, 95%CI 1.06-2.77), poisoning by psychotropic drugs and sedatives narcotics (OR 1.63, 95%CI 1.07-2.50), soft tissue disorders (OR 1.48, 95%CI 1.20-1.82), lung diseases (OR 1.28, 95%CI 1.02-1.62), or disorders of female genital tract (OR 1.22, 95%CI 1.09-1.36).

(2) For male offspring, the likelihood for mental disorder was increased among those with a mother with a diagnosis of diabetes mellitus (OR 1.80, 95%CI 1.07-3.04), disorders of the female genital tract (OR 1.27, 95%CI 1.13-1.44), symptoms, signs and ill-defined conditions (excluding headache; OR 1.20, 95%CI 1.04-1.39), or pregnancy with abortive outcome (OR 1.13, 95%CI 1.03-1.24), compared to male offspring whose mothers did not have the respective condition.

(3) Female offspring with psychiatric diagnoses were more likely to have a father with a diagnosis of poisoning by analgesics (OR 4.31, 95%CI 1.51-12.28), endocrine, nutritional and metabolic diseases or immunity disorders (excluding disorders of the thyroid gland and diabetes mellitus; OR 2.18, 95%CI 1.24-3.81), skull fracture (OR 1.64, 95%CI 1.13-2.38), migraine and transient cerebral ischaemic attacks and related syndromes (OR 1.46, 95%CI 1.13-1.89), other intestinal diseases (OR 1.23, 95%CI 1.01-1.50), or acute infections and other diseases of the upper respiratory tract (OR 1.19, 95%CI 1.02-1.39), compared to female offspring with no psychiatric diagnoses.

(4) Male offspring with a  mental disorder were more likely to have a father with a diagnosis of toxic effects of alcohol (OR 2.33, 95%CI 1.09-5.01) or lung disease (OR 1.33, 95%CI 1.04-1.70) compared to male offspring without mental disorders.

	Moberg et al (2017)
	To investigate employment, disability pension and income in offspring of parents with MS compared with matched reference persons in a nationwide register-based cohort study.
	Retrospective cohort
	Denmark
	Danish Multiple Sclerosis Registry, the Civil Registration system, the Employment Classification Module including the Disability Pension, and the Income Statistics Register
	1950- 2012
	Parents with MS and their offspring
Offspring aged ≤18 years at parents’ MS diagnosis  (n= 2456; aged between 30-57 years in 2012)
Parents with confirmed MS diagnosis and clinical onset between 1950-1986 (n= 7409; median age at birth of offspring was 28 years (range: 15-54). 

Matched reference cohort (n= 19,648)

	(1) Parental diagnosis of MS
	N/A
	Parental factors:  age at childbirth,  parents’ highest educational level.
	N/A
	(1) Offspring employment;

(2) Offspring on disability pension; and

(3) Offspring income
	(1) Offspring of MS parents did not have a higher likelihood of employment compared to the matched reference cohort at age 30 (OR 0.89; 95%CI 0.84-0.95), 40 (OR 0.99; 95%CI 0.99; 95%CI 0.92-1.08) or 50 (OR 0.90; 95%CI 0.80-1.02) years.

(2) Offspring of MS parents did had a higher likelihood of being on the disability pension at age 30 (OR 1.31; 95%CI 1.15-1.50) and 40 (OR 1.20; 95%CI 1.06-1.35; 95%CI 0.92-1.08), but not at age 50 (OR 1.13; 95%CI 0.97-1.33) years compared to the matched reference cohort.

(3) Offspring of MS parents had a higher likelihood of a lower income at age 45-49 years compared to the matched reference cohort (OR 0.91; 95%CI 0.84-0.99).

	Moberg et al. (2016)
	To examine the impact of having a parent with multiple sclerosis (MS) on (1) grade achieved in basic school; (2) probability of education above basic school level; and (3) probability of health-related education.
	Retrospective cohort
	Denmark
	Danish Multiple Sclerosis Registry, the Civil Registration system, the School Grade Register (2002-2013), the Population’s Education Register (1981-2013)
	1950- 2013
	Parents with MS and their offspring
Offspring born between 1955-1998 (n= 4177)
Parents with confirmed MS diagnosis and clinical onset between 1950-1986 (n= 7409; median age at birth of offspring was 27.9 years (range: 15-54).
)  Matched reference cohort (n= 33,416)

	(1) Parental diagnosis of MS
	N/A
	Parental factors:  age at childbirth, sex of MS parent, parents’ highest educational level. 
	N/A
	(1) Education attainment of offspring

(2) Offspring selecting health-related degrees: physiotherapy, occupational therapy, nursing, public health, psychology, or medicine.
	(1) Offspring of MS parents achieved higher average grades than the matched reference cohort in their final exam of basic school with a mean grade difference of 0.46 (95%CI 0.22-0.69;).

(2) There was no difference between offspring of MS parents and the matched reference cohort for achievement of education level above basic school (OR 1.04; 95%CI 0.98-1.10).

(3) A trend toward more MS offspring attaining health-related educations (OR 1.10; 95%CI 1.00-1.21; p = 0.06) compared to the matched reference cohort

	Niemelä et al. (2012)
	To examine the prevalence of children affected by parental cancer at national level and whether these children use specialised psychiatric services more than their peers.
	Retrospective cohort
	Finland
	1987 Finnish Birth Cohort study, Finnish Hospital Discharge Register (HDR), and Finnish Central Population Register
	1987-2008
	Offspring born in Finland in 1987 (n=59,476; mean age not specified)

Parents with a cancer diagnosis between 1987-2008 (number and mean age not specified).
	(1) Parental (biological) cancer diagnosis

(2) Parent cancer diagnosis and psychiatric disorder
	N/A
	Parental factors: socioeconomic status (based on most recent occupation) education, and parental psychiatric disorder
	(1) Offspring use of specialised psychiatric services (i.e. outpatient and inpatient  services)
	N/A
	(1) Male offspring with a mother (OR 0.92; 95%CI 0.76-1.10) or father (OR 1.15; 95%CI 0.94-1.40) with cancer did not have a higher odds of use of psychiatric services than their peers, while females with a mother (OR 1.20; 95%CI 1.04-1.40) or father (OR 1.25; 95%CI 1.05-1.49 with cancer did have a higher odds of use of psychiatric services than their peers.

(2) Male offspring with a mother (OR 1.32; 95%CI 0.92-1.88) or father (OR 1.40; 95%CI 0.86-2.30) with cancer and a psychiatric disorder did not have a higher odds of use of psychiatric services than their peers, neither did female offspring with a mother (OR 1.40; 95%CI 0.98-2.00) with cancer and a psychiatric disorder, but female offspring with a father (OR 1.53; 95%CI 1.02-2.29) with cancer and a psychiatric disorder did have a higher use of psychiatric services than peers.

(3) Male and female offspring with a mother with a psychiatric disorder and a father with cancer (OR 3.21; 95%CI 2.10-4.92 and OR 1.88; 95%CI 1.30-2.72, respectively) had a higher odds of use of psychiatric services than their peers, as did male and female offspring with a mother with cancer and a father with a psychiatric disorder (OR 1.66; 95%CI 1.06-2.60 and OR 2.63; 95%CI 1.80-3.84, respectively).

	Niemelä et al. (2014)
	To estimate the prevalence of children affected by parental traumatic brain injury (TBI) and investigate whether these children had greater use of psychiatric services than their peers
	Retrospective cohort
	Finland
	1987 Finnish Birth Cohort, Finnish Hospital Discharge Register, Finnish Central Population Register, Statistics Finland
	1987-2008
	Children and families included in the 1987 Finnish Birth Cohort, who survived the perinatal period (n=59,476)

Split by exposure to parental TBI (yes/no)

No age specified, 21-year follow-up
	(1) Parental traumatic brain injury (defined through treatment for TBI as an inpatient)
	N/A
	Parent factors: parental socio-economic status, education, parental death, severity of TBI

	(1) Offspring use of inpatient and/or outpatient psychiatric care
	N/A
	(1) An increased likelihood for outpatient care of children was observed if either the mother had suffered from mild (OR 2.15, 95%CI 1.64-2.80) or severe TBI (OR 1.55, 95%CI 1.06-2.27) or if the father of cohort member had mild (OR 1.34, 95%CI 1.05-1.70) or severe TBI (OR 1.63, 95%CI 1.33-1.99). Consequently, a child’s likelihood for outpatient care was increased if either the mother or father had mild (OR 1.58, 95%CI 1.32-1.73) or severe (OR 1.45, 95%CI 1.21-1.73) TBI compared to no TBI.

(2) A child’s likelihood for psychiatric inpatient care was increased if their mother had mild (OR 2.04, 95%CI 1.41-2.96) or severe TBI (OR 2.20, 95%CI 1.38-3.51), if their father had mild (OR 1.50, 95%CI 1.07-2.08) or severe TBI (OR 1.65, 95%CI 1.25-2.18), or if either parent had suffered from mild (OR 1.58, 95%CI 1.23-2.01) or severe TBI (OR 1.60, 95%CI 1.26-2.04), compared to offspring with no parental TBI.

(3) An increased likelihood for psychiatric care in hospitals (inpatient and/or outpatient) was observed if a cohort member’s mother had suffered from mild (OR 2.10, 95%CI 1.62-2.73) or severe TBI (OR 1.75, 95%CI 1.22-2.51), if the father of the cohort member had mild (OR 1.35, 95%CI 1.05-1.66) or severe TBI (OR 1.67, 95%CI 1.38-2.02), or if either parent had mild (OR 1.80, 95%CI 1.37-2.38) or severe TBI (OR 1.49, 95%CI 1.12-198), compared to offspring with no parental TBI.

	Niemelä et al. (2016)
	To investigate psychiatric diagnoses given to children affected by parental cancer in psychiatric and somatic specialized health care settings.
	Retrospective cohort
	Finland
	Finnish Birth Cohort data, the Care Register of Health Care information on educational achievement from Statistics Finland
	1987-2008
	Offspring cases (n=3,909; mean age at first admission to specialised psychiatric service: outpatient 15.9 years (SD 2.8),   inpatient 12.3 years (SD 5.7))
Offspring comparisons (n=55,567; mean age at first admission to specialised psychiatric service: outpatient 16.1 years (SD 2.9),   inpatient 13.4 years (SD 5.7))
Parents (number not specified; mother’s mean age at child birth for cases 31.4 years (SD 5.4) and comparisons 28.7 years (SD 5.2))
	(1) Parental cancer diagnosis before early adulthood in offspring
	N/A
	Parent factors: educational achievement, death, mother's age, whether father is known to authorities, parent inpatient or outpatient treatment due to mental disorder.
	(1) Offspring with a mental disorder diagnosis treated as an outpatient or inpatient
	N/A
	(1) Offspring females with a parent with a diagnosis of cancer had a higher likelihood of an outpatient-treated mental disorder (OR 1.16; 95%CI 1.01-1.32) but not inpatient mental disorder treatment (OR 0.88; 95%CU 0.72-1.09) compared to parents with no cancer diagnosis.

(2) Offspring males with a parent with a diagnosis of cancer did not have a higher likelihood of an outpatient (OR 0.90; 95%CI 0.77-1.05) or inpatient (OR 0.95; 95%CU 0.77-1.18) mental disorder treatment compared to parents with no cancer diagnosis.

	Piotrowska et al. (2020)
	To identify longitudinal patterns (representing transitions between profiles) of childhood socio-emotional and cognitive vulnerability in the general population from early to middle childhood, in relation to key risk factors (e.g. parental mental illness and offending). 
	Retrospective cohort
	Australia
	New South Wales Child Development Study, Australian Early Development Census, Middle Childhood Survey of psychosocial and behavioural functioning in 2015, National Assessment Program- Literacy and Numeracy assessment, NSW Department of Family and Community Services Case Management System (2001-2016), NSW Admitted Patient Data Collection (2001-2016), NSW Emergency Department Data Collection (2005-2016, NSW Mental Health Ambulatory Data Collection (2001-2015, and the NSW Bureau of Crime Statistics Research Reoffending Database (1994-2015) 
	2001-, 2016
	Offspring (n=19,087; examined at two time points: ages 5-6 and 10-11 years).  

Parents (number and mean age not specified).

	 (1) Parental mental illness

(2) Parental criminal offending.
	N/A
	Offspring factors: sex, child protection services contact.

Parent factors: family socio-economic disadvantage, parental mental illness, parental offending.


	(1) Offspring with socio-emotional dysfunction 
	N/A
	(1) Offspring at 5-6 years were identified as emotionally vulnerable were more likely to be living in an area of socioeconomic disadvantage [Exp(B) = 1.20; 95%CI 1.07-1.34], have at least one parent with a diagnosed mental illness [Exp(B) = 1.41; 95%CI 1.23-1.61], have a child protection record [Exp(B) = 2.11; 95%CI 1.83-2.42], and have at least one parent with a history of offending [Exp(B) = 1.28; 95%CI 1.11-1.48] than a typically developing offspring cohort.

(2) Offspring at 10-11 years were  identified as emotionally vulnerable were more likely to be living in an area of socioeconomic disadvantage [Exp(B) = 1.81; 95%CI 1.67-1.95] than a typically developing offspring cohort.

	Raitasalo et al. (2019)
	To examine whether the severity of parental alcohol abuse is related to mental and behavioural disorders in their children. 
	Retrospective cohort
	Finland
	The Medical Birth Register,  the Population Register, the Care Register for Health Care, the Care Register for Social Welfare, the Register of Social Assistance,  the Register of Congenital Malformations,  the Prescription Register,  the Special Refund Entitlement Register,  the Register of Completed Education and Degrees and  Causes of Death Statistics.
	1997-2012
	Offspring born in 1997 (n=57,377; aged 0-15 years)
Mothers (n=57,074; mean age not specified)  
Fathers (n=56,714; mean age not specified)

	(1) Parental alcohol abuse  
	N/A
	Offspring factors: sex.

Parental factors: parent education, receipt of long-term social assistance, parents living with the child, parents’ psychiatric disorders.
	(1) Mental and behavioural disorders in offspring
	N/A
	(1) Offspring with mothers with less severe alcohol problems (HR 1.36; 95%CI 1.14-1.61) and severe alcohol problems (HR 1.29; 95%CI 1.11-1.49), had  higher rates of mental and behavioural disorders than mothers with no alcohol abuse.

(2) Offspring with fathers with less severe alcohol problems (HR 1.19; 95%CI 0.92-1.54) did not have a higher rate, while offspring with fathers with severe alcohol problems had a higher rate (HR 1.16; 95%CI 1.02-1.32) of mental and behavioural disorders than fathers with no alcohol abuse.


	Ranning et al. (2015)
	To study how often severe psychiatric disorders adversely affect a person's ability to be a parent, indicated by the child being placed in out-of-home- care (OOHC).
	Retrospective cohort
	Denmark
	Danish Civil Registration  System, Danish Medical Birth Registry, Children and Young People Receiving Social Benefits Register, education level from Statistics Denmark, Danish Psychiatric Central Research Register
	1982-2013
	Offspring (n=782,092; aged 0-17 years)  
Mothers with offspring in OOHC (n=246 with schizophrenia; n=64 with bipolar disorder; n=211 with depression; and n=20,595 from general population).  
Mothers with offspring not in OOHC (n=823 with schizophrenia; n=593 with bipolar disorder; n=5,105 with depression; and n=775,571 from general population).
Fathers with offspring in OOHC (n=144 with schizophrenia; n=21 with bipolar disorder; n=138 with depression; and n=19,699 from general population).  
Fathers with offspring not in OOHC (n=1,069 with schizophrenia; n=489 with bipolar disorder; n=2,757 with depression; and n=765,565 from general population).
Parents mean age not stated
	(1) Serious mental illness in parents (i.e. schizophrenia, bipolar disorder, unipolar depression)
	N/A
	Calendar year.

Offspring factors: age


	N/A
	(1) First out of home placement for offspring
	(1) Offspring of mothers (IRR 23.75; 95% Cl 20.94-26.93) and fathers (IRR 7.85; 95% Cl 6.67-9.25) with a diagnosis of schizophrenia had the overall highest IRRs of offspring placement in OOHC compared to the general population.

(2) Offspring of mothers (IRR 5.76; 95% Cl 4.50-7.36) and fathers (IRR 1.87; 95% Cl 1.22-2.88) with a diagnosis of bipolar disorder and mothers (IRR 4.28; 95% Cl 3.73-4.90) and fathers (IRR 3.28; 95% Cl 2.78-3.88) with unipolar depression offspring placement in OOHC compared to the general population

	Ranning et al. (2020)
	Examining associations between parents' Severe Mental Illness (SMI) and mortality in offspring and the incidence of somatic morbidity in the offspring-along- side specific associations with parental diagnoses of depression, bipolar disorder or schizophrenia. 
	Retrospective cohort
	Denmark
	Danish Civil Registration System, Danish National Hospital Registry, Psychiatric Central Research Registry, and education level from Statistics Denmark
	1982-2012
	Offspring with parents with SMI (n=47,456; aged 0-30 years)
Offspring with parents with no SMI (n=1,694,442)
Parents (number and mean age not stated)
	(1) Severe mental illness in parents (i.e. schizophrenia, bipolar disorder, unipolar depression)
	N/A
	Calendar year.

Offspring factors: age and gender.

Parental factors: age, employment status, and level of education 
	(1) First contact for somatic morbidity in offspring 

(2) All-cause death of offspring
	N/A
	(1) Offspring of parents with ≥1 SMI had a higher risk of somatic hospital contact (IRR 1.13;95% CI 1.12-1.14) compared to parents with no SMI.

(2) Maternal (IRR 1.19; 95%CI 1.17-1.20) and paternal (IRR 1.07; 95%CI 1.05-1.09) depression, maternal bipolar disorder (IRR 1.09; 95%CI 1.04-1.13) and maternal (IRR 1.15; 95%CI 1.12-1.17) and paternal (IRR 1.06; 95%CI 1.04-1.08) schizophrenia all had a higher risk for offspring of somatic hospital contact, but paternal bipolar disorder (IRR 1.03; 95%CI 0.97-1.09) did not compared to parents with no SMI.

(3) Offspring with parental SMI had a higher mortality rate (MR 1.21; 95% CI 1.12-1.31) compared to parents with no SMI..

	Rasanen et al. (2019)
	To investigate whether parental somatic illnesses during childhood increase the risk for later psychosis in their offspring. 
	Retrospective cohort
	Finland
	Northern Finland Birth Cohort 1986, Care Register for Health Care, Finnish outpatient registers, Social Insurance Institution registers, Finnish Centre for Pensions
	1985-2013
	Offspring born between 1 July 1985 and 30 June 1986 (n=9,137;  diagnosed with psychosis aged 16-28 years)
Parents (number and mean age not specified).
	(1) Hospitalisation of parents for somatic illnesses (e.g. neoplasm, injury, infectious disease)
	N/A
	Offspring factors: sex, and use of cannabis at age 16.

Parent factors: family socioeconomic status at birth, father's age at child’s birth, psychiatric morbidity, and perinatal complications.
	(1) Offspring psychosis 
	N/A
	(1) Offspring with a mother hospitalised with neoplasm (OR 0.92; 95%CI 0.47-1.79) or injury (OR 1.00; 95%CI 0.51-1.96) had no increased odds of psychosis compared to mothers with no somatic illness.

(2) Offspring with a father hospitalised with neoplasm (OR 2.75; 95%CI 1.35-5.62) or due to factors influencing health status and contact with health services  (OR 2.66; 95%CI 1.35-5.27) had an increased odds of psychosis compared to fathers with no somatic illness.

(3) Offspring with fathers hospitalised for certain infectious and parasitic diseases, diseases of the nervous or digestive systems, or an injury had no increased odds of psychosis compared to fathers with no somatic illness.


	Richards Steed et al. (2022)
	To (i) identify space-time clusters of parents and grandparents of children with a clinical autism spectrum disorder (ASD) diagnosis and matched controls; (ii)identify developmental windows of parents and grandparents with the highest relative risk for ASD in their children/ grandchildren; and (iii) identify how the relative risk may vary through the maternal or paternal line.
	Retrospective cohort
	USA
	The Utah Registry of Autism and Developmental Disabilities, the Utah Population Database, birth certificates, medical records, including inpatient records, All Payers Claims, and Emergency Department records, and drivers license records.
	1989 to 2014
	Offspring, both parents, and maternal and paternal grandparents
Offspring with a clinical ASD diagnosis (n=3,957; aged birth/ infancy (0-1, child: 2-11 or adolescent: 12-17 years)
Parents with a clinical ASD diagnosis during 1989-2014 and birth years from 1949-1995 (n=7,914; mean age not specified)
Grandparents with a clinical ASD diagnosis during 1989-2014 and birth years from 1929-1977 (n=15,828; mean age not specified)
Race/ethnicity not reported.
	(1) Clinical diagnosis of ASD
	N/A
	 N/A
	(1) Offspring clinical ASD diagnosis 
	N/A
	(1) Thirteen increased relative risk (RR) space-time clusters were identified from maternal and paternal lines compared to matched controls.

(2) Paternal grandparents in urban areas carried the highest RR (2.86-2.96) compared to matched controls 

	Ronsmans et al. (2010)
	To investigate the effect of the death of the mother or father on the survival of the child up to age 10 years in rural Bangladesh.
	Retrospective cohort
	Bangladesh
	Health and demographic Surveillance System data, and   periodic censuses.
	1982-2005
	Offspring (n=14,868 deaths by age 10 years)
Mothers (deaths n=1385; median age at time of death was 29 years)

Fathers (deaths n=2691; median age at time of death was 41 years) 
Mothers (alive comparisons n=143,473)
Fathers (number of alive comparisons not stated)
	(1) Parental death during first 10 years of offspring’s life 
	Rural
	Offspring factors: age and gender

Parental factors: geographic area, number of pregnancies, maternal age, maternal education, and paternal socioeconomic status.
	(1) Offspring death
	N/A
	(1) Offspring whose mother died had higher rates of death from birth up to age 10 years (ARR range from 2.13 to 18.74) than offspring whose mother had not died.

(2) Offspring whose father died did not have higher rates of death from birth up to age 10 years (ARR range from 0.52 to 1.75) than offspring whose mother had not died.

	Rostila et al. (2016)
	To investigate whether parental death during childhood influences self-inflicted injuries/ poisoning in young adulthood.
	Retrospective cohort
	Sweden
	Multi-Generation Register, the Cause of Death Register, the National Hospital Discharge Register, the Register of the Total Population, the  Educational Register, and the Register of Court Convictions
	1991-2013
	Offspring born 1973-1982 (n=31,618 with at least one parent death before 18 years; mean age of females admitted to a hospital with a self-inflicted injury was 24.5 years, and males 25.9 years).
Offspring comparisons with no parental death before 18 years (n=839,784).
Maternal deaths (n=9,180; mean age not specified)
Paternal deaths (n=22,004; mean age not specified)
	(1) Parental death before offspring aged 18
	N/A
	Offspring factors: sex, year of birth, regional of residency.

Parental factors: ethnicity, parental education, parental psychiatric disorder, parental substance abuse, parental criminality, and being a recipient of social welfare 
	(1) Offspring first hospital admission due for self-inflicted poisoning or injury/suicide (attempted)
	N/A
	(1) Offspring who had a mother or father died due to external causes (HR 2.03; 95%CI 1.67-2.46 and HR 2.03; 95%CI 1.84-2.25, respectively) or natural causes (HR 1.19; 95%CI 1.01-1.39 and HR 1.28; 95%CI 1.15-1.43, respectively)  had higher rates of at least one hospital admission due to self-harm from age 18 to 40 years compared to offspring whose parents did not die.
 

	Smith et al. (2014)
	To examine the influences of a set of early life conditions (ELCs) on all-cause and cause-specific mortality among elderly individuals, with special attention to one of the most dramatic early events in a child's, adolescent's, or even young adult's life, the death of a parent. 
	Retrospective cohort
	USA
	Utah Population Database, including death certificates and Medicare claims
	1904-2011
	Offspring (n= 92,618; age in 1992: females76.7 years (SD 7.30) and males 75.2 years (SD 6.66)) 
Parents (number and mean age not specified).

Race/ethnicity not specified.
	(1) Parental death
	N/A
	Offspring factors: childhood and adult socioeconomic status, birth order, number of siblings, marital status, and comorbidities.

Parental factors:  family history of longevity,  age at time of offspring’s birth, and religious participation, and remarriage of the surviving parent.
	(1) Risk of all-cause and cause-specific mortality in offspring (aged ≥65years)
	N/A
	(1) Female offspring whose parents died when they were young had an increased risk of all-cause mortality after age 65 (mother or father died when offspring aged 5-17 years HR 1.12 and 1.09, respectively) compared to offspring with no parental death. 

(2) Male offspring whose parents died when they were young did not have an increased risk of all-cause mortality after age 65 compared to offspring with no parental death.

	Solberg et al. (2021)
	To examine the risk of attention-deficit/ hyperactivity disorder (ADHD) in offspring of parents with ADHD and parents with other psychiatric disorders by parental and offspring sex, using parents without the specific disorders as comparison.
	Retrospective cohort
	Norway
	The Medical Birth Registry of Norway, the Norwegian Prescription Database, the Norwegian Patient Registry, and the National Educational Database
	1967-2015
	Offspring born 1967-2011 and alive at 2015 (n= 2,486,088l age range: 4-48 years) 

Mother and father no ADHD (n=2,447,559); Mother no ADHD and father with ADHD (n=16,952); Mother with ADHD and father no ADHD (n=20,032); and mother and father with ADHD (n=1,545).

Mothers (age range: 14-98 years)  

Fathers (age range: 15-100 years)
	(1) Parental diagnosis of ADHD.

(2) Parental diagnosis of bipolar disorder, schizophrenia spectrum disorder or major depressive disorder.
	N/A
	Offspring factors: year of birth. 

Parent factors: age at birth, other mental illness 
	(1) Offspring diagnosis of ADHD.
	N/A
	(1) The highest intergenerational recurrence ADHD risk was when both parents had ADHD (RR 11.7; 95%CI 11.0-12.5) compared to the referent group.

(2) Maternal ADHD (RR 8.4; 95%CI 8.2-8.6)was associated with offspring ADHD as was paternal ADHD ( RR 6.2; 95%CI 6.0-6.4) compared to the referent group.

(3) Where parents had a mental disorder, there was approximately doubled risk of offspring ADHD compared to families with unaffected parents.

(4) Risk of ADHD in offspring was similar for maternal ADHD and paternal ADHD in daughters (RR 1.9; 95%CI 1.8-2.1 and RR 1.5; 95%CI 1.4-1.7, respectively) and sons (RR 1.9; 95%CI 1.8-2.0 and RR 1.6; 95%CI 1.5-1.7, respectively) compared to the referent group.

	Sorensen et al. (2011)
	To investigate in a large cohort the risk of alcohol use disorders (AUD) in the offspring of parents with or without AUD and with or without hospitalisation for other psychiatric disorder (OPD).
	Retrospective cohort
	Denmark
	Danish Psychiatric Central Register, Copenhagen Perinatal Cohort data (1959-1961), and the Danish National Hospital Register
	1959-2006
	Offspring (n=7,177 total and n=5,953 with no parents with AUD; mean age not specified)
Parents (n= 14, 354; mothers and fathers mean age at offspring birth 26 and 30 years, respectively)

	(1) Parental diagnosis of AUD or other psychiatric disorder 
	N/A
	Offspring factors: sex

Parent factors: social status; psychiatric disorders
	(1) Offspring risk of AUD
	N/A
	(1) Both maternal and paternal AUD was associated with a higher odds of offspring AUD (OR 1.96; 95%CI 1.42-2.71 and OR 1.99; 95% CI 1.54-2.68, respectively) compared to parents with no AUD. 

(2) Maternal OPD was associated with a higher odds of offspring AUD (OR 1.46; 95%CI 1.15-1.86), but not paternal OPD (OR 1.26; 95%CI 0.95-1.66) compared to parents with no OPD.

	Stephansson et al. (2010)
	To examine whether daughters of mothers with a lifetime history of diabetes were at an increased risk for development of breast cancer. 
	Retrospective cohort
	Sweden
	Swedish Multigeneration register, the Register of Causes of Death,  the Patient Register, the Cancer Register, the Population Register, and the Register of Population Changes
	1952-2005
	Female offspring and their mothers
Female offspring born from 1931 onwards  (n=291,360; mean age not specified) 
Mothers with diabetes who were alive in 1947 (n=291,360; age at diabetes diagnosis: 50 to 59 years)  
	(1) Diagnosis of diabetes for mothers  
	N/A
	 N/A
	(1) Diagnosis of breast cancer for female offspring
	N/A
	(1) Offspring daughters of mothers with a lifetime history of diabetes were at a decreased risk of breast cancer. The decrease in risk was stronger for premenopausal (< 55 years of age) than postmenopausal (≥ 55 years of age) breast cancer (SIR 0.83 and 0.91, respectively)

(2) Offspring daughters of mothers with diabetes and a history of breast cancer in the mother increased the risk of breast cancer in the daughter (Standardised incidence ratio (SIR) 1.43; 95%CI 1.32-1.54).

	Straatmann et al. (2021)

	Assessed the extent to which mental health problems affect the intergenerational transmissions of out-of-home- care (OOHC) as well as whether there are differential patterns depending on the socioeconomic conditions of the family of origin. 
	Retrospective cohort
	Sweden
	Stockholm Birth Cohort Multigenerational Study, the Patient Register, the Occupational Register in 1953, the Social Registers of Stockholm municipalities from 1953-1972, the national Register on Social Services for Children and Youth from 1973-2016.
	1953-2016
	Grandparent, parent, and offspring
Offspring (n= 24,905; mean age not specified)
Parent (n= 11,333; mean age not specified)   
Grandparents (n=11,333; mean age not specified)

	(1) Parental mental health problems 

(2) Grandparent mental health problems
	Social housing
	Offspring factors: sex. 

Parental factors: sex, mental health problems, placement in out-of-home-care.

Grandparent factors: occupational class, mental health problems.


	N/A
	(1) Offspring placed in OOHC 
	(1) Offspring who had a parent placed in OOHC had an increased odds of being place in OOHC (OR 4.97; 95%CI 4.28-5.77) compared to offspring with parents with no OOHC experience.

(2) Offspring who had a parent placed in OOHC and a grandparent with mental health problems had an increased odds of being place in OOHC (OR 4.49; 95%CI 3.82-5.28) as did offspring who had a parent placed in OOHC who also had mental health problems (OR 4.01; 95%CI 3.40-4.73) compared to offspring with parents with no OOHC experience.

(3) Stratification by occupational class showed that offspring who had a parent placed in OOHC and a grandparent and parent with  mental health problems had an increased odds of being place in OOHC in middle upper (OR 5.51; 95%CI 4.17-7.29) and working (OR 3.47; 95%CI 2.82-4.28) class families compared to offspring with parents with no OOHC experience.


	Vigod et al. (2018)
	To determine, among all children who were exposed to maternal mental disorders prior to age one year, how the timing of the mental disorder onset influences the risk for an out-of-home placement from the one-year birthday up to age 18. 
	 Retrospective cohort
	Denmark
	Danish Civil Registration System, the Danish Medical Birth Registry, the Danish Fertility Database, the Danish Psychiatric Central Research Register and Children and Young People Receiving Social Benefits Register
	1982- 2012
	Offspring born between 1982-2012 (n= 1,868,465; age 1-18 years).
Mother with mental disorder (n=79,377)
Maternal mean age >12 months before offspring delivery to 4-12 months after delivery ranged from 28.4-29.5 years (SD 4.9-5.6)  

Paternal mean age >12 months before offspring delivery to 4-12 months after delivery ranged from 31.4-32.2 (SD 5.8-6.6)
	(1) Maternal diagnosis of new-onset postpartum psychosis 
	N/A
	Calendar year

Offspring factors: sex and age.

Parent factors: maternal and paternal age, maternal parity, and paternal psychiatric contact. 
	N/A
	(1) First 'out-of-home' placement for offspring.
	(1) Maternal mental disorders are associated with 4-5 fold increased risk of out-of-home placement among exposed offspring up to age 18 at timing of maternal illness onset at >12 months before delivery (RR 5.45; 95%CI 5.32-5.66), 0-12 months before delivery (RR 4.56; 95%CI 4.08-5.09); 0-3 months postpartum (RR: 3.55; 95%CI 2.95-4.26); and 4-12 months postpartum (RR 3.93; 95%CIU 3.50-4.41) compared to no maternal mental disorder.

	Virk et al. (2016)
	To examine the rate of type 1 diabetes following bereavement due to death of a first-degree family member in early life.
	Retrospective cohort
	Denmark
	Danish Civil Registration System, the Danish Medical Birth Registry, the Danish National Hospital Register, the Fertility Database; and the Pharmaco-epidemiological prescription database. 
	1980-2010
	Offspring and their parents and siblings.
Offspring born 1980-2005 (n= 94,943; age at diagnosis of diabetes: boys 12.7 years (SD 6.8), girls 11.9 years (SD 6.8))
Parent deaths (n=68 mothers and n=153 fathers; mean age not stated.
Sibling deaths (n=67; age not stated).

	(1) Parental or sibling death during childhood from offspring age ≥5 years 
	N/A
	Offspring factors: calendar year of birth and sex.

Parental factors: maternal age at offspring birth, maternal residence, maternal income, maternal education, parent cohabitation status, and parental history of a diabetes diagnosis.

Sibling factors: sibling order
	(1) Diagnosis of type 1 diabetes in offspring
	N/A
	(1) Increase in the rate of type 1 diabetes among offspring 11-18years (RR: 1.29; 95%CI 1.06-1.56) and >18 years (RR: 1.31; 95%CI 1.00-1.70), but not aged 5-10 years (RR: 1.04; 95%CI 0.86-1.26) compared to unexposed cohort.


	Watkeys et al. (2022)
	To investigate the association between parental mental disorder comorbidity and early childhood developmental vulnerability in offspring. 
	Retrospective cohort
	Australia
	New South Wales Child Development Study,  NSW Registry of Births, Deaths and Marriages Birth Registrations, the Australian Early Development Census, NSW Mental Health Ambulatory Data Collection (2001-2015), Admitted Patient Data Collection (2001-2016), Emergency Department Data Collection (2005-2016)
	1994-2016
	Parents and their offspring
Offspring (n=66,154; mean age 5.6 years (SD 0.4))
Parents (n=15,589) 
Mother's age at child's birth: 30.38 years (SD 5.45) and
father's age at time of child's birth 33.19 years (SD 6.38). 
	(1) Parental mental disorders, including number of disorders (i.e. 1, 2, 3 or ≥4 disorders)
	N/A
	Offspring factors: socioeconomic disadvantage, sex, and Aboriginal and/or Torres Strait Islander heritage. 

Parent factors: number of mental disorders diagnosed in the other parent.
	(1) Early childhood developmental vulnerability (i.e. mild generalised risk, misconduct risk, or pervasive risk, and anxious and fearful behaviour, aggressive behaviour, and hyperactivity and inattention)
	N/A
	(1) The number of mental disorders diagnosed in parents (both mothers and fathers) increased the likelihood (by 2-3 times) ) that offspring experienced developmental vulnerabilities in emotional maturity  compared to parents with no mental disorders. 

	Westerdahl et al. (2013)
	To investigate family history of hypertension as a predictor of hospitalisation for hypertension.
	Retrospective cohort
	Sweden
	Swedish Multigeneration Register (i.e all persons born in Sweden since 1932), National Census data, the Hospital Discharge Register (1964-2008), the Swedish Cause of Death Register, 
	1964-2008
	Swedish population (n= 7,935,319)  
Hypertensive individuals either parent or child (n=37686; 
age at hospitalisation 0-76 years) 
	(1) Parental hospitalisation for hypertension 
	N/A
	Offspring factors: age at diagnosis, socioeconomic status, geographic region of residence
	(1) Offspring hospitalisation for hypertension during 1964-1988 and 1989-2008   
	N/A
	(1) During 1964-1988, hospitalisation for hypertension in offspring was associated with both parents were affected by hypertension ( Standardised incidence ratio (SIR) 1.97; 95%CI 1.84-2.10) and for fathers (SIR 1.92; 95%CI 1.73-2.13) and mothers (SIR 1.97; 95%CI 1.81-2.14) compared to no parent hospitalised for hypertension.

(2) During 1989-2008, hospitalisation for hypertension in offspring was associated with both parents were affected by hypertension (SIR 1.84; 95%CI 1.77-1.91) and for fathers (SIR 1.87; 95%CI 1.76-1.98) and mothers (SIR 1.80; 95%CI 1.71-1.89) compared to no parent hospitalised for hypertension.

	Whitten et al. (2021)

	To examine the independent contributions of prior maternal or paternal criminal conviction and mental disorder diagnosis on the time to the offspring's first contact with child protection services for any reason. 
	Retrospective cohort
	Australia
	New-South Wales Child Development Study data, the Australian Early Development Census, 2015 Middle Childhood Survey, the NSW Register of Births, Deaths, and Marriages - Birth Registration, the NSW Department of Communities and Justice Case Management System – Key Information Directory System (KIDS), NSW Perinatal Data Collection, the NSW Bureau of Crime Statistics and Research Reoffending Database, NSW Admitted Patient Data Collection, NSW Emergency Department Data Collection, and the NSW Mental Health Ambulatory Dataset
	1994-2016
	Offspring (n=71,661)

Offspring contact with child protection services (n=16,585; median age 3.62 years)

Offspring placed in out-of-home-care (OOHC) (n=1,287;  median age 4.77 years) 

Parental (number and mean age not specified)
	(1) Parental criminal offending and mental disorders
	N/A
	Offspring factors: Aboriginal and/or Torres Strait islander status

Parental factors: 
, Mother's age at offspring's birth, prenatal maternal smoking exposure, and maternal Relative Socio-economic Disadvantage at offspring birth
	N/A
	(1) Offspring contact with child protection system  

(2) Offspring placement OOHC
	(1) Both prior paternal offending (HR 2.27; 95%CI 2.14-2.40) and prior maternal offending (HR 1.75; 95%CI 1.63 -1.87) were associated with time to the offspring’s first contact with child protection services compared to no parental offending.

(2) Prior maternal offending (HR 2.58; 95%CI 2.26-2.95) and mental disorder diagnosis (HR 2.33; 95% CI 2.05-2.63) were associated with earlier placement in OOHC, relative to prior paternal offending (HR 1.59; 95%CI 1.35 -1.88) and mental disorder diagnosis (HR 1.06; 95% CI 0.94 -1.19) compared to reference groups.

	Wilcox et al. (2010)
	To examine the risk for suicide, psychiatric hospitalisation, and violent criminal convictions among offspring of parents who died from suicide, accidents, and other causes.
	Retrospective cohort
	Sweden
	Swedish Multi-Generation Register,  the Cause of Death register, the Hospital Discharge Register, the Swedish National Crime Register (1973-2004).
	1969-2004
	Offspring and their parents, reference group of offspring with alive parents.
Offspring (aged 0-25 years) with parents who died (n= 44,397 offspring of suicide decedents; n=41,467 of accident decedents; and n=417,365 of parents who died by other causes).
Parent age at death ( suicide: 44 years (SD 10.0);    accident 47 years (SD11.7); and   other deaths  54 years (SD 10.7)).
	(1) Parental death by suicide, accident or other cause.
	N/A
	Parent factors: psychiatric morbidity and criminal history in both parents. 
	(1) Psychiatric morbidity, and suicide in offspring 
	(1) Violent criminal convictions of offspring.
	(1) Offspring of suicide decedents were at greater risk for suicide (incidence rate ratio [IRR] 1.9; 95%CI 1.4-2.5) compared to offspring with alive parents.

(2) Child (0-12 years) and adolescent (13-17 years) offspring of suicide decedents were at threefold greater risk for suicide (IRR 3.0; 95%CI 1.7-5.3); IRR 3.1, 95% CI 2.1 to 4.6, respectively) compared to offspring with alive parents. 

(3) Child (0-12 years) offspring of parents who had a accidental death had a higher risk for suicide (IRR 2.0; 95%CI 1.1-3.8) compared to offspring with alive parents.

(4) Offspring who experienced parental death were at increased risk of hospitalisation for psychiatric disorders and suicide attempt, as compared with offspring of alive parents across all modes of parental death (IRR range from 1.3 to 1.9).

(5) Offspring who experienced parental death were at increased risk of committing violence crime, as compared with offspring of alive parents across all modes of parental death (IRR range from 1.2 to 1.6).

	Xiao et al. (2021)
	Whether parental birth characteristics, including preterm birth and low birthweight, were associated with Autism Spectrum Disorder (ASD) risk in offspring.
	Retrospective cohort
	Denmark
	Danish Medical Birth Register, the Danish Psychiatric Central Registry, and the Danish National Patient Registry
	1994-2016
	Parents and their offspring
Mother-offspring pairs (n=230,174; mean age not stated)
Father-offspring pairs (n=157,926; mean age not stated)

	(1) Low birth weight in parents
	N/A
	Offspring factors: sex; adverse perinatal outcomes

Parental factors: year of birth, maternal chronic and pregnancy conditions, maternal or paternal educational attainment, and maternal and paternal history of mental illness. 

Grandmaternal: education level and age at delivery, place of residence at birth of parents, and birth parity., 
	(1) Diagnosis of ASD in offspring 
	N/A
	(1) Offspring of mothers or fathers with low birth weight had around 31-43% higher risk for ASD in offspring (maternal preterm birth (OR 1.31; 95%CI 1.12-1.55); maternal low birthweight, (OR 1.35; 95%CI 1.17-1.57); paternal preterm birth (OR 1.43; 95%CI 1.18-1.73); paternal low birthweight (OR 1.38; 95%CI 1.13- 1.70) compared to the reference cohort.     

(2) Parents born very preterm (<32 weeks) had a nearly 2-fold increase in ASD risk in their offspring compared to the reference cohort. 





	Supplementary Table 2. Characteristics of included studies that focus on the impact of an offspring health-related turning point on parental outcomes.

	Authors and publication year
	Objective
	Study design
	Data collection country
	Data sources
	Data collection dates
	Population, including any comparison groups 
	Health-related turning point event(s)
	Setting
	Mediators, moderators, or other risk factors 
	Health outcomes
	Social outcomes
	Main findings

	Bolton et al. (2013)
	To examine outcomes of parents bereaved by the suicide death of their offspring and to compare these with both nonbereaved parent controls and parents who had offspring die in a motor vehicle crash (MVC). 
	Retrospective case-control
	Canada
	Population Health Research Data Repository in Manitoba, Canada 
	1996 - 2007
	Parents of deceased offspring

Deceased child (n=1525, mean age at death 30 years (SD 10.8)). 

Suicide- bereaved parent (n=1415, mean age at time of offspring death 56 years (SD 13.4)).

Motor vehicle crash (MVC)-bereaved parents (n=1132, mean age at time of offspring death 52 years (SD 12.7)).

Non-bereaved parent (matched control, n=1415).

	(1) Offspring suicide

(2) Offspring death by  motor vehicle crash (MVC)
	N/A
	Offspring factors: deceased offspring was the only offspring in the family, age of offspring at time of death.

Parent factors: parental status (mother vs father), marital status, low income, any mental disorder, any physical disorder, age of parent at time of offspring’s death.


	(1) Parental depression

(2) Parental anxiety disorders

(3) Parental alcohol and drug abuse 

(4) Parental physical disorders such as cardiovascular disease, cancer, chronic obstructive pulmonary disease, hypertension and diabetes. 

(5) Parental health service use (outpatient physician visits, hospitalization)
	(1) Parental marital Status   

(2) Parental income 
	(1) Suicide -bereaved parents had significantly higher rates of physician diagnosed depression (p<0.001), anxiety disorders (p=0.005) and any mental disorder (p<0.001) both before and after their offspring died compared to control parents.

(2) Significantly higher rates of physician visits for mental (ARR 1.91, 95%CI 1.61-2.26) and physical illnesses (ARR 1.14, 95%CI 1.04-1.26) and single marital status (ARR 1.18, 95%CI 1.13-1.23) among suicide-bereaved parents after the death of their offspring compared to before the death of their offspring.

(3) Suicide-bereaved parents had higher rates of depression (p=0.005) and hospitalisation for mental illness (p=0.049) in the post-death period compared to MVC-bereaved parents.   

(4) Suicide-bereaved parents had more than double the rates of physician- diagnosed depression (ARR 2.14, 95%CI 1.88-2.43) after losing an offspring to suicide and 40% increase in the rate of anxiety disorders (ARR 1.41, 95%CI 1.24-1.60) and a 60% increase in the overall mental disorders (ARR 1.60, 95%CI 1.47-1.74) comparing pre-death and post-death periods.

(5) In 2 years after offspring death, the prevalence of depression rose to 30.5% among suicide-bereaved parents, whereas controls had a rate of 10.2% in the 2 years after the index date.  

(6) The MVC-bereaved parents had an absolute rate increase of 19.9% in depression between the pre-death and post-death periods, which was significantly larger (p=0.005) than the 15.9% increase observed for suicide-bereaved parents.

	Feudtner et al. (2021)
	To examine whether mothers, fathers, sisters, and brothers of children with 1 of 4 types of pediatric LTCs have higher rates of health care encounters, diagnoses, and prescriptions compared with families of children without these conditions. 
	Retrospective cohort
	USA
	Commercial health insurance claims dataset
	July 1 2015 - Dec 31 2017
	Offspring and parents.

Offspring, median age all offspring 6.0 years (IQR 1-13); case offspring n=6909, matched- control offspring n=18,619). 
Parents (total n=43,357, mean total parent age 40.4 years (SD 8.1); case parents n=11,586, matched-control parents n=31,771).

4 parent cohorts based on case child characteristics: Prematurity cohort (case n=2093, control n=6062), cardiac cohort (case n=1610, control n=4773), oncologic cohort (case n=2655, control n=6502), neurologic cohort (case n=5679, control n=14,434). 

Race/ethnicity of all included children: Asian (5.3%), Black (6.3%), Hispanic (9.6%), White (66.2%), other/missing (13.0%).

Race/ethnicity of all included parents: Asian (6.1%), Black (6.3%), Hispanic (10.1%), White (72.2%), other/missing (5.3%).
	Child life-threatening conditions (LTC): 
(1) Cancer   
(2) Substantial prematurity
(3) Critical congenital heart disease
(4) Conditions resulting in severe and progressive neurological impairment

(5) Child death
	N/A
	Parent factors: Sex of parent
	(1) Parental health care use

(2) Parental diagnoses

(3) Parental prescription use
	N/A
	(1) Mothers who had offspring with LTCs in all four cohorts compared with control mothers has 61% higher rates of the combined 3 outcomes, health care use, diagnoses and prescriptions (IRR 1.61; 95%CI, 1.54-1.68)  

(2) Fathers with offspring with LTCs had 55% higher rates of the combined 3 outcome measures (IRR 1.55 95%CI 1.46-1.64) compared to controls.

(3) Among cohorts, oncologic (IRR 1.62, 95%CI 1.53-1.73) and neurologic case families (IRR 1.76, 95%CI 1.68-1.84) had the highest rate in composite outcomes compared to controls. 

(4) The composite rate of health care utilization among case families of children who died was higher (IRR 1.83, 95%CI 1.66-2.03) compared to controls.

	Fraser et al. (2021)
	To quantify the incidence rates of common mental and physical health conditions in mothers of children with a life-limiting condition.
	Retrospective cohort
	UK
	Anonymised extract data from the Clinical Practice Research Datalink (CPRD) GOLD dataset, the Mental Health Minimum Dataset, Hospital Episodes Statistics, Office for National Statistics death certificate data 
	1 April 2007 – 31 Dec 2017
	Mothers and their children (1:1)

Mothers (total mean age = 34.0 years (SD 7.4)).

Mothers further split by child health status:

(1) Mothers of children with life-limiting condition (n=8950, mean age = 34.0 years (SD 7.7)).

(2) Mothers of children with a chronic condition (n=8868, mean age = 33.8 years (SD 7.3))  

(3) Mothers of children with no long-term condition (n=17,865, mean age = 34.1 years (SD 7.2))

	(1) Child with life limiting condition or chronic condition
	N/A
	Parent factors: maternal age, socioeconomic status, maternal ethnic group, maternal smoking status 
	(1) Maternal mental health outcomes such as anxiety, depression, serious mental illness (schizophrenia and bipolar disorder), referral to secondary mental health services.

(2) Maternal physical health outcomes such as back pain, obesity, hypertension, type 2 diabetes  
 
(3) Maternal death
	N/A
	(1) Significantly higher incidence of all mental health outcomes in mothers of children with a life limiting condition compared to no long-term condition: depression (adjusted IRR 1.21, 95%CI 1.13-1.30), anxiety (adjusted IRR 1.16, 95%CI 1.07-1.25), serious mental illness (adjusted IRR 1.66, 95%CI 1.17-2.34), referral to secondary mental health services (adjusted IRR 1.61, 95%CI 1.37-1.90).

(2) For mothers whose child has a chronic condition, the adjusted incidence of depression (IRR 1.09, 95%CI 1.02-1.17), anxiety (IRR 1.11, 95% 1.03-1.19) and referral to secondary mental health services (IRR 1.17, 95%CI 0.98-1.38) are significantly higher than for mothers whose children have no long-term condition, but their adjusted incidence of serious mental illness was not significantly different (IRR 1.17, 95%CI 0.82-1.67)

(3) The incidence rates of physical health outcomes are significantly higher in mothers of children with a life-limiting condition when compared with mothers whose children have no long-term condition: CVD (IRR 1.73, 95%CI 1.27-2.36), obesity (IRR 1.32, 95%CI 1.20-1.45), hypertension (IRR 1.35, 95%CI 1.20-1.52), type 2 diabetes (IRR 1.22, 95%CI 1.01-1.48), back pain (IRR 1.08, 95%CI 1.01-1.15).
(4) For mothers whose child has a chronic condition, the incidence of obesity (IRR 1.12, 95%CI 1.03-1.23), hypertension (IRR 1.21, 95%CI 1.08-1.36) and back pain (IRR 1.16, 95%CI 1.09-1.23) are significantly higher than for mothers whose children have no long-term condition, but their incidence of type 2 diabetes (IRR 1.09, 95%CI 0.90-1.32) and CVD (IRR 1.06, 95%CI 0.76-1.49) were not significantly different.

(5) The adjusted incidence rates of death in mothers of children with a life-limiting condition was higher (IRR 1.59, 95%CI 1.16 - 2.16) than those with no long-term condition.

	Hiyoshi et al. (2018)
	To investigate the trajectories of parents' income from different sources for up to 8 years, starting from 1 year before the child's cancer diagnosis. 
	Retrospective cohort
	Sweden
	Swedish Childhood Cancer Registry, the Swedish Multi-generation register, the Swedish total population register, the Longitudinal Integration Database for Health Insurance and Labor Market Studies
	2003-2015
	Offspring with cancer and their parents 
Offspring (n=1881; aged ≤18 years).
Mothers with offspring with cancer (n=1881; mean age 36.8 years (SD 7.0); and reference mothers (n=18,116; mean age 36.6 years (SD 7.0))
Fathers with offspring with cancer (n=1745; mean age 39.5 years (SD 7.6) and reference fathers (n=16,758; mean age 39.5 years (SD 7.6))
)

	(1) Offspring cancer diagnosis
	N/A
	Offspring factors: year of diagnosis.

Parent factors: age, living arrangements (single-parent, dual-parent household), number of years of education, employment, parent's country of birth, residential area (rural/urban), and presence of children in the household
	N/A
	(1) Total household income
	(1) Compared to the matched reference group, for mothers income from work decreased the most around the time of the child’s cancer diagnosis, and remained lower until the end of follow-up. Less declines in income from work were observed for fathers for the first 3 years from offspring diagnosis. 

(2) Parents of children with cancer received on average up to 5 times as much income from childcare-related benefits as reference parents and 6-fold higher income from sickness benefits during the cancer diagnosis and following years, but these gradually declined and became no different from that of reference parents a few years after diagnosis

	Lindahl Norberg et al. (2017)
	To investigate the short-term and long-term effects of childhood cancer on mothers' and fathers' income from employment and employment status.
	Retrospective  cohort
	Sweden
	Longitudinal Integration Database for Health Insurance and Labor Market Studies, and the Swedish Childhood Cancer Registry
	1990-2016
	Offspring cancer diagnosis between 2004-2009 (n=1899; aged ≤18 years)
Mothers (n=1881; mean age 36.8 years (SD 7.0))
Fathers (n=1745; mean age 39.5 years (SD 7.6))
Matched comparison group of parents (n=34,874; mothers mean age 36.6 years (SD 7.0) years and father’s mean 39.5 years (SD 7.6))

	(1) Offspring cancer diagnosis
	N/A
	Calendar year.

Parental factors: age, living arrangement, education, employment status, country of birth, municipality of residence, number of children living at home.
	N/A
	(1) Parental income and employment decrease 
	(1) Parent's income decreased in the year of offspring cancer diagnosis for mothers (21% reduction) and fathers (10% reduction) compared to matched controls.

(2) Mothers of offspring with a cancer diagnosis were less likely to remain in employment  for between 1 to 5 years after diagnosis then control mothers. Employment status of fathers of an offspring after a cancer diagnosis was not significantly affected compared to control fathers.

	Metsä‐Simola et al. (2022)
	To use information on parents’ psychotropic medication use both before and after the child’s cancer diagnosis to estimate changes in mothers’ and fathers’ psychotropic medication use over time, and assess whether these associations differ by cancer type, child’s age at diagnosis, presence of an underage sibling, and parent’s living arrangement and education.
	Retrospective cohort
	Finland
	Finnish Cancer Registry, Statistics Finland, Social Insurance Institution
	1995-2021
	Parents whose biological child was diagnosed with cancer during 2000-2016 at the age of 0-19 years.

Mothers with offspring cancer diagnosis: n=3266, mothers mean age at time of offspring diagnosis 30.5 years, child age at diagnosis: 52.7% 0-9 years, 47.3% 10-19 years.

Fathers with offspring cancer diagnosis: n=2687, fathers mean age at offspring diagnosis 41.8 years, child age at diagnosis: 54.9% 0-9 years, 45.1% 10-19 years.


	(1) Offspring with cancer diagnosis (excluding any children who died within a year of diagnosis)
	N/A
	Parent factors: presence of at least one underage sibling in the household. parent’s living arrangements (parent living together with the child’s other biological parent), parent’s education level (tertiary, secondary, basic)

Offspring factors: cancer type (categorised into acute lymphoblastic leukaemia and lymphoblastic lymphoma (ALL/LBL), central nervous system (CNS), all other malignant neoplasms), child’s age at cancer diagnosis
	(1) Parental use of psychotropic medication (anxiolytics, hypnotics and sedatives, antidepressants) 
	N/A
	Estimates are percentage difference in prevalence compared to pre-diagnosis level.

(1) Controlling for within-individual trends and fixed characteristics, psychotropic medication use was elevated by 6.0 percentage points (95%CI 4.8-7.2) immediately after the child’s diagnosis among mothers but returned to the pre-diagnosis level by the end of the 5-year follow-up (1.2%, 95%CI -0.7 to 3.0).

(2) Among fathers, psychotropic medication use was elevated by 3.2 percentage points (95% CI 2.1-4.2) immediately after child’s diagnosis and returned to pre-diagnosis level already during the second year after diagnosis (0.4%, 95%CI -0.8 to 1.6).

(3) Among mothers whose child was diagnosed with a CNS cancer, psychotropic medication use remained persistently elevated (first year 5.1%, 95%CI 2.4-7.8; fourth to fifth year 4.4% 95%CI 0.2-8.5), and among fathers whose child was diagnosed with ALL/LBL, the pre-diagnosis level in psychotropic medication use was reached only at the end of the 5- year follow-up period (first year 5.2%, 95%CI 2.9-7.5; fourth to fifth year 3.0% -0.3-6.4).

(4) Mothers who had other children at home, whose child was diagnosed younger than 10 years, who were in two-parent families had slower return to pre-diagnosis levels. Mothers with secondary education also had a slower return to pre-diagnosis levels than tertiary or basic education.

	Ohman et al. (2021)
	To investigate the socioeconomic consequences of childhood cancer for fathers and mothers. 
	Retrospective cohort
	Sweden 
	Swedish Childhood Cancer Registry,  Intergenerational Registry and Inpatient Registry.
	1990-2016
	Offspring and parents.

Children diagnosed with cancer between 1995 and 2006, 0-18 years old (n=3865, mean age of children diagnosed with cancer 9.0 years (SD 6.0)).

Mothers of children diagnosed with cancer (n=3865, mean age at year of offspring diagnosis 38.5 years (SD 7.3)).

Fathers of children diagnosed with cancer (n=3865, mean age at year of offspring diagnosis 41.2 years (SD 7.8)).

	(1) Child diagnosed with cancer 
	N/A
	Parent factors: Parent education, number of children at home, parent marital status.
	(1) Parental inpatient diagnoses (mental and behavioural disorders)
	(1) Parental employment status 

(2) Parental income level (annual inflation-adjusted earnings)


	(1) The year of diagnosis fathers’ employment rate trajectory remains positive, but their employment rate decreases by 1% the year  after diagnosis. Fathers’ trajectory is negative for the remaining period.

(2) Mothers’ employment rate decreases the year of diagnosis by about 1.5% and by 0.5% the year after diagnosis. Mothers’ employment rate trajectory is positive 2 years after diagnosis and remains positive for the rest of the period. 

(3) The year of diagnosis fathers’ earnings decrease by 7% and mothers by 15%. Two years after the diagnosis, mothers earnings increase. 

(4) No effect of childhood cancer on the rate of inpatient mental disorder diagnoses for fathers or mothers (each year less than 1% diagnosed).

	Pitkänen et al. (2023)
	To examine the parents of Finnish adolescents treated in inpatient or outpatient hospital-level care due to self-harm at age 13-19 years, specifically to examine maternal and paternal trajectories of psychiatric treatment in the three-month periods two years before and after offspring self-harm.
	Retrospective cohort
	Finland
	Statistics Finland, specialised health care use data from the Finnish Institute for Health and Welfare, information on purchases of prescription medication and sickness allowances from the Social Insurance Institution of Finland.
	1987-2017
	Child aged under 15 years living in Finland in 2000 (born in 1987-1996; n=643,796) with information on at least one biological parent (n=642,496).

Exposure: children with first-time self-harm episodes at 13-19 years old linked with mothers (n=3432 mother-child dyads) and fathers (n=3167 father-child dyads)
	(1) Offspring self-harm (defined as first episode of self-harm at age 13-19 years, from the records of inpatient and specialised outpatient health care)
	N/A
	Parent factors: parent gender, parental education (basic/upper secondary/tertiary), parental employment, parental living arrangements (two-parent, one-parent, other), living in university hospital-specific catchment area, timing of psychiatric treatment

Offspring factors: child gender (at birth), child’s year of birth, index year of offspring self-harm
	(1) Parental psychiatric treatment (defined from inpatient/outpatient visits with ICD-10 codes that identify psychiatric disorders, or purchase of psycholeptics, psychoanaleptics (excluding anti-dementia drugs), drugs to treat alcohol dependence or opioid dependence)
	N/A
	(1) The highest probability of psychiatric treatment (0.27, 95%CI 0.25-0.28) among mothers was during the three-month period after offspring self-harm.

(2) Among fathers, the trajectory is essentially flat or marginally increasing, indicating that offspring self-harm induced no changes in the probability of psychiatric treatment.

(3) Both cumulative observed means and the predicted prevalence for psychiatric disorders were clearly higher among the mothers whose child had self-harmed than among the general population of mothers and parents whose child had been in a traffic accident.

(4) Higher prevalence of psychiatric disorders for mothers was observed if they had higher levels of education or were employed.

	Rostila et al. (2018)
	To examine short- and long-term use of psychotropic medication, both before and after the death of a child, and its potential effect modifiers
	Retrospective cohort
	Finland
	2000 Family Study (Finland), Statistics Finland, Social Insurance Institution of Finland
	1970-2012
	Children who were aged 0-14 years at the end of 2000, regardless of their age and family status at the time of death in the 2001-2011 follow-up period. 

Children linked with parents (n=205,456); n=474 mothers and n=428 fathers lost a child.

No age specified.
	(1) Offspring death (all-cause)
	N/A
	Parent factors: age, parental education (basic, secondary, tertiary), number of children in the family aged 7 or under and 18 and under, parental living arrangements (living along, married with/without children, single mothers/father, cohabiting with children, unknown), occupation-based social class, household income per consumption unit and hospital district, sex

Offspring factors: cause of death, age at death
	(1) Parental psychotropic medication use (covered the use of psycholeptics and psychoanaleptics (ATC-codes N05 & N06), excluding medication for dementia (N06D)). 
	N/A
	(1) There was a marked increase in the use of antidepressants and anxiolytics in mothers and fathers following the death of a child, with the highest percentage of medication use around one year after their child’s death.

(2) Compared to non-bereaved parents (5-10%), higher medication use was observed for mothers (20-25%) and fathers (10-15%) one year after bereavement.

(3)The use of antipsychotics increased among bereaved mothers (~5%)  in the first two years following the death of their child compared to non-bereaved mothers (~2%); no differences for fathers.

	Wilcox et al. (2015)
	To examine offspring death due to suicide, accidents, or natural causes in relation to risk of parental sickness absence with psychiatric or somatic disorders. 
	Retrospective cohort
	Sweden
	Multigeneration Register, and agencies where registers were held indicated:  the Social Insurance Agency, and the National Board of Health and Welfare (rather than the data collections or registries)
	2001-2010 
	Offspring and their parents
Offspring (n=1091; mean age ranged by cause of death from: 19.8-21.2 years (SD 2.5-2.7)) 
Parents (n= 1802 experienced offspring death;  maternal mean age ranged by offspring cause of death from: 48-49 years (SD 5.3-5.9) and  paternal mean age ranged by offspring cause of death from: 50-52 years (SD 5.5-6.0). 
	(1) Death of adolescent or young adult offspring aged 16-24 years.
	N/A
	Offspring factors: age at year of death, sex, previous inpatient (1987-) and specialised outpatient (2001-) care due to somatic, psychiatric disorders and suicide attempts.

Parental factors: 
age, marital status, education level, birth country, and urbanicity – all measured in the year before offspring death. Previous inpatient and outpatient health care due to somatic and psychiatric disorders and suicide attempt, previous sickness absence, and previous disability pension derived from the years before the index event (2001-2004)
	(1) Sickness absence exceeding 30 days due to Psychiatric or somatic diagnosis of bereaved parents
	N/A
	(1) Mothers had a higher rate of sickness absence due to psychiatric diagnoses exceeding 30 days for offspring deaths from suicide (HR: 9.9; 95%CI 8.4-11.6); accidents (HR 11.0; 95%CI 9.6-12.6) and natural (HR 5.9; 95%CI 4.9-7.2) causes compared to mothers with no offspring death.

(2) Fathers had a higher rate of sickness absence due to psychiatric diagnoses exceeding 30 days for offspring deaths from suicide (HR: 10.2; 95%CI 8.9-14.2); accidents (HR 11.1; 95%CI 9.1-13.6) and natural (HR 4.0; 95%CI 2.9-5.5) causes compared to fathers with no offspring death.

(3) There was no higher rate of parental sickness absence due to somatic and missing diagnoses for mothers or fathers, except for fathers who had an offspring commit suicide (HR 1.4; 95%CI 1.0-1.8) compared to parents with no offspring death.

	Zhang et al. (2022)
	To examine the extent to which attention-deficit/hyperactivity disorder (ADHD), is linked with Alzheimer's disease (AD) and any dementia, neurodegenerative diseases, across generations.
	Retrospective cohort
	Sweden
	The Medical Birth Register, the Swedish Total Population Register, the Multi-generation Register, the National Patient Register, the Cause of Death Register, and the Prescribed Drug Register.
	1980-2013
	Offspring, parents, grandparents and uncles/aunts
Offspring (n= 2,132,929; median age 23 years (IQR: 18-28)).
Parents (n=2,293,961; median age 53 years (IQR: 47-59)).
Grandparents (n=2,518,669; median age 82 years (IQR 72-91)).
Uncles/aunts (n=933,263; median age 53 years (IQR 47-60)).

	(1) Diagnosis of ADHD in offspring
	N/A
	Offspring factors: 
birth year, and sex.

Relative factors: 
birth year  and sex 
	(1) Diagnosis of AD in parents, grandparents or uncles/aunts
	N/A
	(1) Parents of offspring with ADHD had an increased risk of AD (HR 1.55, 95%CI 1.26-1.89) compared to offspring with not ADHD.     

(2) In parents, the association with early-onset AD (HR 1.69; 95%CI 1.34-2.13) was stronger than the association with late-onset AD (HR 1.20; 95%CI 0.82-1.77). 

(3) Grandparents of offspring with ADHD had an increased risk of AD (HR 1.11, 95%CI 1.08-1.12) compared to offspring with not ADHD.

(4) Uncles/aunts of offspring with ADHD had no increased risk of AD (HR 1.15, 95%CI 0.85-1.56) compared to offspring with not ADHD.






	Supplementary Table 3. Characteristics of included studies that focus on health-related turning points on child and parent outcomes (bidirectional effect)

	Authors and publication year
	Objective
	Study design
	Data collection country
	Data sources
	Data collection dates
	Population, including any comparison groups 
	Health-related turning point event(s)
	Setting
	Mediators, moderators, or other risk factors 
	Health outcomes
	Social outcomes
	Main findings

	Cederlof et al. (2015)
	To examine the patterns of comorbidity, longitudinal risks, and shared familial risks between OCD, schizophrenia, bipolar disorder and schizoaffective disorder. 
	Retrospective cohort
	Sweden 
	Total Population Register, Swedish National Patient Register, Swedish Prescribed Drug Register, Multi-Generation Register. 
	Jan 1969 – Dec 2009
	Individuals with and first-degree relatives (offspring, parents, siblings), second degree relatives, and third degree relatives.

Individuals with OCD (n=19,814), schizophrenia (n=58,336), bipolar disorder (n=48,180) and schizoaffective disorder (n=14,904). Age not specified.
	(1) Obsessive- compulsive disorder

	N/A
	N/A
	(1) Schizophrenia   (2) Bipolar disorder   
(3) Schizoaffective disorder
	N/A
	(1) When first-degree relative has OCD, their OCD-unaffected first-degree relatives had significantly increased risk of schizophrenia (parents RR 2.2, 95%CI 1.5-3.4; children RR 1.6, 95%CI 1.4-2.0), bipolar disorder (parents RR 1.8, 95%CI 1.3-2.5; children RR 1.6, 95%CI 1.4-1.9) and schizoaffective disorder (parents RR 2.0, 95%CI 1.1-3.6; children RR 1.5, 95%CI 1.1-1.9) compared to first-degree relatives without OCD.
 

	Chen et al. (2019)
	To investigate the risk of schizophrenia, bipolar disorder, MDD, ADHD, and ASD among the FDRs of patients with bipolar disorder, including their parents, offspring, siblings, and twins. 
	Retrospective cohort
	Taiwan 
	Taiwan National Health Insurance Research Database. 
	2001-2011 
	Individuals and first-degree relatives (offspring, parents, twins and siblings)

Patients identified as having bipolar disorder (n= 72,573, mean age = 41.01 years (SD 15.44)). 

First-degree relatives of patients with bipolar disorder (n=188,290, mean age = 34.8 years (SD 18.7)). 

	(1) Parent or offspring with bipolar disorder 
	N/A
	Parent factors: parent sex, age, residence, income
	(1) Bipolar disorder
(2) Major depressive disorder (MDD)
(3) Schizophrenia
(4) Attention- deficit/hyperactivity disorder (ADHD)
(5) Autism spectrum disorder (ASD)
	N/A
	(1) FDRs of patients with bipolar disorder were more likely to have a higher risk of major psychiatric disorders, including bipolar disorder (RR 6.12, 95% CI 5.95-6.30), MDD (RR 2.89, 95%CI 2.82-2.96), schizophrenia (RR 2.64, 95%CI 2.55-2.73), ADHD (RR 2.21, 95%CI 2.13-2.30), and ASD (RR 2.10, 95% 1.92-2.29) than the total population.

(2) Parents, offspring, siblings, and twins of individuals with bipolar disorder have an elevated risk for several disorders:   bipolar disorder (parents RR 6.69, 95%CI 6.37-7.02; offspring RR 6.38, 95%CI 6.06-6.71); schizophrenia  (parents RR 3.31, 95%CI 3.13-3.51; offspring RR 3.19, 95%CI 2.97-3.43); major depressive disorder (parents RR 3.00, 95%CI 2.87-3.13; offspring RR 2.79, 95%CI 2.69-2.89); ADHD (parents RR 2.30, 95%CI 2.21-2.40; offspring RR 2.87, 95%CI 2.06-3.99); autism spectrum (parents RR 1.96, 95%CI 1.75-2.18; offspring RR 6.77, 95%CI 2.98-15.4). These risks were observed in comparison to first degree relatives (FDRs) without bipolar disorder   

	Cheng et al. (2018)
	To determine the familial risk of major psychiatric disorders, ADHD and ASD in individuals with FDRs with schizophrenia. 
	Retrospective cohort
	Taiwan 
	The Taiwan National Health Insurance (NHI) Research Databases.
	1 Jan 2001-31 Dec 2010
	All persons registered with valid insurance status in Taiwan in 2010 (mean age 37.8 years (SD 20.7)).

Exposure: Individuals with first-degree relatives (FDRs; parents, offspring, siblings, twins) with schizophrenia (n=227,967, mean age 38.0 years (SD 19.4)). 

	(1) Parent or offspring with schizophrenia 
	N/A
	Individual factors (both parent and offspring): age, sex, place of residence, income status in 2010
	(1) Major psychiatric disorders   
(2) Schizophrenia
(3) Bipolar disorder
(4) Major depressive disorder   
(5) Autism spectrum disorder (ASD)
(6) Attention-deficit hyperactive disorder (ADHD)
	N/A
	(1) Individuals with FDRs with schizophrenia had higher risks of major psychiatric disorders than the total population for schizophrenia (RR 4.76, 95%CI 4.65-4.88), bipolar disorder (RR 3.23, 95%CI 3.12-3.35), major depressive disorder (RR 2.05, 95%CI 2.00-2.10), ASD (RR 2.55, 95%CI 2.35-2.77) and ADHD (RR 1.31, 95%CI 1.25-1.37). 

(2) Compared with individuals who had no FDRs with schizophrenia, the RR of schizophrenia (parents: RR 6.00, 95%CI 5.74-6.26; offspring RR 5.51, 95%CI 5.26-5.78), bipolar disorder (parents RR 3.35, 95%CI 3.13-3.59; offspring RR 3.10, 95%CI 2.92-3.30), major depressive disorder (parents RR 2.19, 95%CI 2.08-2.30; offspring RR 1.98, 95%CI 1.91-2.06), ASD (parents RR 2.29, 95%CI 2.05-2.55; offspring RR 8.58, 95%CI 4.47-16.50), and ADHD (parents RR 1.78, 95%CI 1.69-1.87; offspring RR 2.40, 95%CI 1.71-3.35) was higher for individuals who had FDRs with schizophrenia.

	Labrum et al. (2022)
	To examine the association of offenders' serious mental illness (SMI) status with offender behaviours and victim outcomes and to compare the immediate contextual characteristics of incidents involving offenders with and without SMI. 
	Retrospective cohort
	US
	Philadelphia Police Department domestic violence records (paper-based, then digitised).
	2013
	Offspring offenders with SMI (n=274, mean 29.2 years (SD 9.9)).
Offspring offenders no SMI (n=4624, mean 27.4 years (SD 9.7)).
Parent victims of offspring with SMI (n=4898, mean age 54.81 years (SD 11.43))

Parent offenders with SMI (n=53l=, mean age 56.65 years (SD 13.39)).

Parent offenders with no SMI (n=1240, mean age 49.84 years (SD 9.94)).

Offspring victims of parents with SMI (n=1293, mean age 31.9 years (SD 11.06)).

Race/ethnicity of offenders: Non-Hispanic African American (n=3955), Non-Hispanic Caucasian (n=1425), Hispanic of any race (n=573), unknown (n=201), Non-Hispanic Asian (n=37)

Race/ethnicity of victims: Non-Hispanic African American (n=3986), Non-Hispanic Caucasian (n=1470), Hispanic of any race (n=556), unknown (n=139_, non-Hispanic Asian (n=40).
	(1) Serious mental illness in adult offspring

(2) Serious mental illness in parents
	N/A
	Prior history of domestic violence, victim sex, offender race/ethnicity, offender sex, offender age, offender history of substance abuse, offender probation status, offender relationship type
	(1) Victim outcomes (i.e. distraught, frightened, complaint of pain, visible injuries, medical treatment not needed)
	(1) Offender behaviour during the incident (type of weapon used, threatened, damaged property, violated protection from abuse order)

	Adult and offspring offenders not distinguished.
(1) Offenders with a SMI were less likely to use a bodily weapon (OR 0.87; 95%CI 0.57-1.34), non-gun external weapon (OR 0.18; 95%CI 0.04-0.75), a gun (OR 1.69; 95%CI 0.59-4.82), threatened (OR 0.82; 95%CI 0.45-1.47) or have violated a protection from abuse order (OR 0.04; 95%CI 0.00-0.69) compared to reference group.

(2) Victim outcomes of offenders with SMI had a higher likelihood of being frightened (OR 1.48; 95%CI 1.06-2.06) and not needing medical treatment (OR 1.44; 95%CI 1.01-2.05).  Victims outcomes of offenders with SMI had a lower likelihood of being distraught (OR 1.16; 95%CI 0.88-1.48), to complain of pain (OR 0.43; 95%CI 0.21-0.88) or to have visible injuries (OR 0.39; 95%CI 0.18-0.84) compared to reference group.

	Mataix-Cols et al. (2013)
	To provide unbiased estimates of familial risk for and heritability of obsessive-compulsive disorder (OCD) at the population level
	Retrospective cohort
	Sweden
	Swedish National Patient Register, Multi-Generation Register (i.e. biological and adoptive parents of each individuals born in Sweden since 1932), and Screening Twin Adults: Genes and Environment (STAGE) study of all twins born between 1959 and 1985 from the Twin Register.
	1969-2009
	Probands with OCD defined as individuals identified in the National Patient Register (1969-2009 for inpatients and 2001-2009 for outpatients) with at least 1 OCD diagnosis and all available first- (parents, offspring, siblings), second- (e.g., aunt, grandparent, grandchildren), and third-degree (e.g., first cousins) relatives, non-biological relatives (e.g., spouse) and matched (i.e. sex, birth year, migration status, country of residence)  general population control subjects 
Probands (n=24,768, mean age at OCD diagnosis 33.5 years (SD 16.6)). 

Twins (n=16,383; mean age not specified)
	(1) Diagnosis of OCD
	N/A
	As each proband may appear multiple times in different categories (e.g. parent, sibling, cousin), non-independence of family members was adjusted for to account for correlated pairs of family members.
	(1) The risk for OCD among relatives of OCD probands;

(2) The familial risk of OCD among twins.

	N/A
	(1) The risk for OCD among relatives of OCD probands increased proportionally to the degree of genetic relatedness. The risk of OCD for first-degree relatives (Full siblings: OR 5.03; 95%CI 4.49-5.64), parents (OR: 4.70; 95%CI 4.09-5.40) and offspring (OR 4.56; 95%CI 3.97-5.24) was higher than that for second- (Maternal- (OR2.32; 95%CI: 1.50-3.58) and paternal- (OR 1.54; 95%CI 1.04-2.31) half siblings, uncles or aunts (OR 2.04; 95%CI: 2.04; 95%CI 1.76-2.37), nephews or nieces (OR: 2.12; 95%CI: 1.82-2.47), grandparents (OR: 1.68; 95%CI 1.27-2.23) or grandchildren (OR: 1.70; 95%CI: 1.28-2.25) and third- (first cousins: OR: 1.41; 95%CI 1.24-1.60) degree and nonbiological relatives compared to matched controls.

(2) The risk of OCD for non-biological relatives (e.g spouse) was higher (OR: 2.61; 95%CI 1.99-3.42) compared to matched controls.

(3) Twin analyses indicated that familial risk for OCD was largely attributable to additive genetic factors (47%; 95%CI: 42%-52%), with no significant effect of shared environment.





	Supplementary Table 4. Quality assessment – CASP cohort

	Authors and publication year
	Did the study address a clearly focused issue?
	Was the cohort recruited in an acceptable way?
	Was the exposure accurately measured to minimise bias?
	Was the outcome accurately measured to minimise bias?
	Have the authors identified all important confounding factors?
	Have the authors taken into account the confounding factors in the design and/or analysis?
	Was the follow up of the subjects complete enough?
	Was the follow up of the subjects long enough?
	How precise are the results?
	Do you believe the results?
	Can the results be applied to the local population?
	Do the results of the study fit with other available evidence?
	Does the study have implications for practice?

	Aaskoven et al. (2022)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes, precise. Papers present 95% confidence intervals in figures, and outline the other results in text to a precise level. 
	Yes
	Yes
	Yes
	Yes

	Ahammer & Halla (2022)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	95% confidence intervals, considers interactions between variables, performs robustness checks.
	Yes
	Yes
	Yes
	Can't tell

	Almquist et al. (2020)

	Yes
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes
	It looks at the impacts of students at grade 6, 9 and 12 showing a greater length of time, providing more data. 
	Yes
	Yes
	Yes
	Yes

	Appel et al. (2013)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	A Cox proportional hazard model was used to assess hazards ratios, with 95% CIs reported. Exact p-values, clear adjustment for covariates.
	Yes
	Yes
	Can't tell
	Can't tell

	Appel et al. (2016)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	All rate ratios and 95% confidence intervals reported clearly, exact p-value reported, clear presentation of confounding factors and their prevalence in the exposed and unexposed groups.
	Yes
	Yes
	Yes
	Yes

	Armfield et al. (2021)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	The study also used a multivariable cox regression model to estimate the hazard ratios for child CPS outcomes, with all statistics clearly and precisely presented (either in tables or reported in-text). The tables could be made clearer regarding the variables included as covariates in each model.
	Yes
	Yes
	Yes
	Yes

	Back Nielsen et al. (2019)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise. Sample size looked at children born before arriving in Denmark and after arriving accounting for some bias in results (e.g., sibling associations). Also adjusted for multiple covariates, and included a sensitivity analysis.
	Yes
	Yes
	Yes
	Yes

	Bager et al. (2020)
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise. 95% confidence intervals provided, analysis stratified and adjusted for according to known covariates.
	Yes
	Can’t tell
	Yes
	Can't tell

	Bell et al. (2019)
	Yes
	Yes
	Yes
	Can’t tell
	Yes
	Yes
	Yes
	Yes
	The study had a small number of parents involved in the study that had a psychiatric admission, but it did have a comparison population, which allowed for odds ratios to be calculated. Unadjusted and adjusted resulted presented with 95% CIs and exact p-values. 
	Yes
	Yes
	Yes
	Yes

	Benros et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Can’t tell
	Can’t tell
	Yes
	Yes
	It was a large population however a little unclear of the actual numbers. The study provides confidence intervals i.e., 95% CIs and uses Poisson regression to estimate the relative risks of outcomes. Tables are a little unclear regarding which covariates are being adjusted for.  
	Yes
	Yes
	Yes
	Yes

	Berg et al. (2014)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Study used linear regression models to analyse the mean grade points as an outcome and a logistic regression to analyse school failure, with calculation of 95% confidence intervals. All beta coefficients and odds ratios presented with CIs, adjustment for covariates clear.
	Yes
	Yes
	Yes
	Yes

	Berg et al. (2016a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	95% confidence intervals presented, as well as z-scores and beta coefficients for effects. Effect sizes (Cohen’s d) described, but not presented alongside results.
	Yes
	Can't tell
	Yes
	Yes

	Berg et al. (2016b)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't tell
	Yes
	Clear and precise reporting of hazard ratios and 95% confidence intervals, exact p-values reported. Results and table make clear what covariates are being adjusted for.
	Yes
	Can’t tell
	Yes
	Yes

	Berg et al. (2019b)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Hazard ratios and corresponding 95% confidence presented clearly, results presented in a way that clearly delineates what covariates are used in each model.
	Yes
	Yes
	Yes
	Yes

	Berg et al. (2022b)

	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Cox proportional hazard models were used to estimate hazard ratios (HR) and 95% confidence intervals (CI) for psychiatric health care utilisation in relation to parental post-traumatic stress. 
	Yes
	Yes
	Yes
	Yes

	Berg et al. (2022a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results presented are precise. Study reports z-scores for standardised grades, and 95% CI. It also reports estimates for each model, and has a sensitivity analysis.
	Yes
	Yes
	Yes
	Yes

	Berg et al. (2019a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise – 95% confidence intervals presented for each measures, z-scores used. Models adjust for covariates, and interactions considered.
	Yes
	Yes
	Yes
	Yes

	Bjorkenstam et al. (2011)
	Yes
	Yes
	Yes
	Yes
	No
	No
	Yes
	Yes
	Reporting of results limited, but tables present clear and precise measures of both unadjusted and adjusted RRs. 95% CIs reported for all stats in tables. 
	Yes
	Yes
	Yes
	Yes

	Bould et al. (2015a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Cox proportional hazards regression was used to estimate the HR and corresponding 95% confidence intervals of ED diagnosis in those with a parental history of different mental illness compared to those without.  The participants were also followed on average for 5.4 years. 
	Yes
	Yes
	Yes
	Yes

	Bould et al. (2015b)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Cox regression was used to calculate the hazard ratio and there were 95% CIs. The participants were also followed for an extensive amount of time for 5.4 years. 
	Yes
	Yes
	Yes
	Yes

	Brew et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't tell
	Yes
	Results accounted for several variables, and presented unadjusted, adjusted and mutually adjusted odds ratios in tables for clear comparison. Level of exposure (maternal distress) very clear. 
	Yes
	Yes
	Yes
	Can't tell

	Brew et al. (2022)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Cox proportional hazard regression to perform survival analysis with attained age as the underlying time scale to generate hazards ratios and 95% confidence intervals. Sensitivity analysis also performed.
	Yes
	Yes
	Yes
	Yes

	Burrell et al. (2017)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't tell
	Can't tell
	The Wald test was used to examine whether the odds ratios were significantly different from reference. Unadjusted and adjusted ORs presented with corresponding 95% CIs.
	Yes
	Yes
	Yes
	Yes

	Cederlof et al. (2015)
	Yes
	Yes
	Yes
	Yes
	Can't tell
	Yes
	Yes
	Yes
	Provides information of gender in relation to diagnosis, CI and median time intervals between diagnoses such as 2.4 years between the first diagnosis of OCD and subsequent diagnosis, 1.8 years between OCD and schizophrenia disorder diagnosis and 2.7 years between OCD and bipolar disorder diagnosis.
	Yes
	Yes
	Yes
	Yes

	Cheesman et al. (2020)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't tell
	Can't tell
	Standard error presented for all results, models take into account different covariates.
	Yes
	Yes
	Yes
	No

	Chen et al. (2015b)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results reported in terms of sample size and person years, with 95% confidence intervals reported. All figures are labelled well to allow for easy interpretation of results. 
	Yes
	Yes
	Yes
	Yes

	Chen et al. (2015a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise results. Subgroup characteristics (i.e., exposed vs unexposed children) and relevant mortality rates and hazard ratios are presented clearly, with 95% confidence intervals, and clear adjusting of covariates.
	Yes
	Yes
	Can’t tell
	Yes

	Chen et al. (2018b)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can’t tell
	The results provide statistical measures such as hazard ratios and CIs to quantify the associations and their precision. 
	Yes
	Yes
	Yes
	Yes

	Chen et al. (2018a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise results, all relative risk ratios presented with 95% confidence intervals, and clear reporting od covariates used in the model. 
	Yes
	Yes
	Yes
	Can't tell

	Chen et al. (2019)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't tell
	It is a large sample size of a population providing more insight to the results. There is calculated relative risk (RR) along with 95% confidence intervals (CI). 
	Yes
	Yes
	Yes
	Yes

	Cheng et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Clear reporting of relative risks and 95% confidence intervals. Sensitivity analyses also performed. Distinction between types of first-degree relatives makes interpretation of results very clear.
	Yes
	Yes
	Yes
	Yes

	Corlis & Damashek (2021)
	Yes
	Yes
	Can't tell
	No
	Yes
	Yes
	Yes
	Yes
	The results did rely on self-reported data with questionnaires and surveys which could intrude on the results due to biases and it was a low population in the article only 1,149 population which may have impacted the results. Precise results, as all statistics reported (i.e., f statistics, p values). No confidence intervals reported.
	Yes
	Can't tell
	Yes
	Yes

	Dean et al. (2010)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Large population, long follow up of subjects and clear reporting of 95% CI for each incidence statistic.
	Yes
	Yes
	Can't tell
	Yes

	Dean et al. (2018)
	Yes
	Yes
	Yes
	Can’t tell
	Yes
	Yes
	Can't tell
	Can't tell
	Precise. Odds ratios and 95% CIs reported for unadjusted and adjusted models. Accounts for interactions by offspring sex.
	Yes
	Yes
	Yes
	Yes

	D’Onofrio et al. (2010)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	All statistics for survival models presented in clear, precise tables. All hazard ratios reported with 95% confidence intervals.
	Yes
	Yes
	Yes
	Yes

	Edwards et al. (2017)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	There were three cohorts that represent enough time for the subjects to be followed up and evaluated against one another with 95% confidence intervals. Unadjusted and adjusted odds ratios also provided.
	Yes
	Yes
	Yes
	Can't tell

	Fang et al. (2011)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No
	Stratified analyses presented clearly, with sample sizes, hazard ratios, and 95% confidence intervals reported for each statistic. Limited precision of results in-text, but supplemented by appropriate tables.
	Yes
	Yes
	Yes
	Yes

	Fang et al. (2019)
	Yes
	Yes
	Yes
	Can't tell
	No
	Yes
	Can't tell
	Can't tell
	Only reports very minimal statistics (p values, no 95% CIs). 
	Yes
	Can't tell
	Yes
	Yes

	Feudtner et al. (2021)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	There were 4 cohorts with controlled and case parents allowing comparison and a variety of LTCs and the impacts on parents within the 4 cohorts. Incidence rate ratios and 95% CIs reported.
	Yes
	Yes
	Yes
	Yes

	Fraser et al. (2021)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Incidence rates, IRRs, and 95% CIs presented clearly both in-text and in tables. 
	Yes
	Yes
	Yes
	Yes

	Gibberd et al. (2019)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise results. 95% confidence intervals using bootstrap with 1000 replicates. Sensitivity and subgroup analyses also completed and reported.
	Yes
	Yes
	Yes
	Yes

	Gifford et al. (2015)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	T-tests used and standard error reported with p-values, but no reporting of 95% confidence intervals.
	Yes
	Can't tell
	Yes
	Yes

	Gimenez et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results clearly stratified by appropriate variables (e.g., sex of parent who died), precise reporting of statistics such as f statistics. No confidence intervals reported, but exact p-values reported. 
	Yes
	Can't tell
	Can't tell
	Yes

	Green et al. (2018)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Used latent class analyses and reported all item-response probabilities. 95% CIs also provided for odds ratios. 
	Yes
	Yes
	Yes
	Yes

	Green et al. (2019)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	95% confidence intervals, the results had a high population of participants and data collected from 2009 to 2016. Clear and precise reporting of the risk profiles, and adjusting of covariates.
	Yes
	Yes
	Yes
	Yes

	Guldin et al. (2015)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Most results presented clearly and with precision (reporting exact IRRs and 95% CIs). Some results are described but specified to not be presented elsewhere.
	Yes
	Yes
	Yes
	Yes

	Haapea et al. (2022)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Results are precise. Exact hazard ratios, confidence intervals, and p-values reported for each model. Numerator and denominator used for calculations also specified
	Yes
	Yes
	No
	Yes

	Hamad et al. (2022)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes, precise. Unadjusted and adjusted hazard ratios, and 95% CIs are reported. Subgroup and sensitivity analyses also conducted based on known covariates.
	Yes
	Yes
	Yes
	Can’t tell

	Hemady et al. (2022)
	Yes
	Yes
	No
	Yes
	No
	Yes
	Yes
	Yes
	Yes, z-scores provided for each variable tested with high confidence intervals for each.   Correlation stability coefficient = 0.75  
	Yes
	Yes
	Yes
	Yes

	Hemmingsson et al. (2016)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Hiyoshi et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Hiyoshi et al. (2021)
	Yes
	Yes
	No
	Yes
	No
	Yes
	Yes
	Yes
	Quite precise, had relevant 95% confidence intervals and p-values of significance 
	Yes
	Yes
	Yes
	Yes

	Hoeg et al. (2018)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes, very precise, only included significant results and confidence intervals of 95% recorded
	Yes
	Yes
	Yes
	Yes

	Hoeg et al. (2019)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Hwang et al. (2017)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	No
	Provided all p-values that were significant
	Yes
	Yes
	Yes
	Yes

	Jaaskelainen et al. (2016)
	Yes
	Yes
	No
	Yes
	No
	Yes
	Yes
	No
	Precise, only significant values used with 95% confidence intervals
	Yes
	Yes
	Yes
	Yes

	Joergensen et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Kailaheimo-Lonnqvist & Kotimaki (2020)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Kendler et al. (2015)
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	No
	Yes
	Precise, included only significant values
	Yes
	Yes
	Yes
	Yes

	Kennedy et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Can't tell
	Yes
	Yes

	Keskinen et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Kinnunen et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results are precise. Exact odds ratios, confidence intervals, and p-values reported for each model.
	Yes
	Yes
	Yes
	Yes

	Kjollesdal et al. (2020)
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Kumari et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't tell
	Can't tell
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Can't tell
	Yes
	Yes

	Kuramoto et al. (2010)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Labrum et al. (2022)
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Landberg et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Landstedt et al. (2019)
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Lee et al. (2019)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Levine et al. (2016)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Li et al. (2014)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Lindahl Norberg et al. (2017)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Lund et al. (2019)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Martikainen et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Mataix-Cols et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Matheson et al. (2017)
	Yes
	Yes
	No
	No
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Merikukka et al. (2018b)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results are precise. Exact odds ratios, confidence intervals, and p-values reported for each model.
	Yes
	Yes
	Yes
	Yes

	Merikukka et al. (2018a)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results are precise. Exact odds ratios, confidence intervals, and p-values reported for each model.
	Yes
	Yes
	Can’t tell
	Yes

	Metsä‐Simola et al. (2022)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results are precise. Exact prevalence estimates and confidence intervals reported for each result in a table.
	Yes
	Yes
	Yes
	Yes

	Moberg et al. (2016)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Moberg et al. (2017)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise, 95% confidence intervals reported, exact p-values and statistics reported in-text and in tables.
	Yes
	Yes
	Yes
	Can’t tell

	Niemelä et al. (2012)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Niemelä et al. (2014)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Results are precise. Exact odds ratios, confidence intervals, and p-values reported for each model.
	Yes
	Yes
	Can’t tell
	Yes

	Niemelä et al. (2016)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Ohman et al. (2021)

	Yes
	Yes
	Yes
	Yes
	Yes
	Can’t tell
	Yes
	Yes
	Could be more precise – the results are mostly presented via figures, making it difficult to determine actual estimates beyond those presented (i.e., CIs)
	Yes
	Yes
	Yes
	Yes

	Piotrowska et al. (2020)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No
	No
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Pitkänen et al. (2023)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No
	Results are precise. Exact predicted probability estimates and confidence intervals displayed in figures, and supplementary data available.
	Yes
	Yes
	Yes
	Yes

	Raitasalo et al. (2019)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Ranning et al. (2015)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Ranning et al. (2020)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Rasanen et al. (2019)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, significant values stated
	Yes
	Yes
	Yes
	Yes

	Richards Steed et al. (2022)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Ronsmans et al. (2010)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Rostila et al. (2016)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Rostila et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Could be more precise. Results mostly represented in figures, could have more reporting of percentage estimates and confidence intervals to make significance of results clearer.
	Yes
	Yes
	Yes
	Yes

	Smith et al. (2014)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Solberg et al. (2021)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No
	No
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Sorensen et al. (2011)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Stephansson et al. (2010) 
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Straatmann et al. (2021)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	No
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Vigod et al. (2018)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Virk et al. (2016)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Watkeys et al. (2022)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Westerdahl et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Whitten et al. (2021)
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Wilcox et al. (2010)

	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Wilcox et al. (2015)

	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Xiao et al. (2021)

	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes

	Zhang et al. (2022)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	No
	No
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
	Yes






	Supplementary Table 5. Quality assessment – CASP case-control

	Authors and publication year
	Does the study address a clearly focused issue?
	Did the authors use an appropriate method to answer their question?
	Were the cases recruited in an acceptable way?
	Were the controls selected in an acceptable way?
	Was the exposure accurately measured to minimise bias?
	Aside from experimental intervention, were the groups treated equally?
	Have the authors taken account of the potential confounding factors in the design and/or in their analysis?
	How large was the treatment effect?
	How precise was the estimate of the treatment effect?
	Do you believe the results?
	Can the results be applied to the local population?
	Do the results of this study fit with other available evidence?

	Bolton et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	After adjusting for covariates, effects were of a moderate size
	Precise, all values reported in a table, 95% confidence intervals used
	Yes
	Yes
	Yes

	Hu et al. (2019)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Not sure
	Very precise, included significant values and confidence interval at 95%.
	Yes
	Yes
	Yes

	Jakobsen et al. (2011)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Age and gender were adjusted
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes

	Jeppesen et al. (2013)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Adjustments were made for confounding factors, no major effects
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes

	Kristiansen (2021)
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Significant effect
	Precise with 95% confidence intervals, only significant values stated
	Yes
	Yes
	Yes
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