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SUMMARY 
Background: Bipolar disorder is a chronic psychiatric disease with a high prevalence and is a major psychosocial and medical 

burden. The exact etiological pathways of bipolar disorder are not fully understood. Genetic factors are known to play an important 
role in the etiology of bipolar disorder. However, high rates of discordance among identical twins and a growing body of evidence 
that environmental factors such as early stress can influence the onset and course of psychiatric diseases underline the importance of 
additional etiological mechanisms of bipolar disorders. There has been little investigation about early trauma in bipolar disorder. 
The aim of this study was to review the literature on the association between early traumatic interactions like child neglect, 
mistreatment, abuse or early parental separation and the occurrence of bipolar disorder in adulthood or impact on the course of 
the disease. 

Methods: Studies investigating associations between child neglect, mistreatment, abuse or early parental separation and 
occurrence of bipolar disorder in adulthood or impact on the course of the disease were searched in the Pubmed database. More 
than 700 articles were sorted independently by two of the authors using predefined criteria. Only research articles, reviews and 
meta-analyses were selected for this review. 

Results: 53 articles met the inclusion criteria. To date, four systematic reviews partially addressed our research question. Early 
trauma is more frequently found in the past of bipolar patients than in the general population. Studies support a harmful effect of 
childhood trauma on the course of bipolar disease, with more anxious, depressive or psychotic symptoms, an early age of onset and 
a worse prognosis.  

Conclusions: Early trauma is more often found in the past of bipolar adult patients than the general population and studies 
support a harmful effect of childhood trauma on the course of bipolar disease, with more anxious, depressive or psychotic symptoms, 
an early age of onset and a worse prognosis. In further studies attention should be paid to the age of trauma occurrence and the 
definition of trauma. The findings also support the importance of additional psychoanalytic oriented psychotherapy for the treatment 
of bipolar disorder. 
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INTRODUCTION 

Bipolar disorder is a severe and chronic psychiatric 
disease with a high prevalence which has a major 
impact on psychosocial and professional functioning. 
It significantly worsens quality of life and has an 
important social cost. These reasons underline the need 
to further study the etiological and risk factors of 
bipolar disorder.  

The exact etiological pathways of bipolar disorder 
are not fully understood. Genetic factors are known to 
play a strong role in the etiology of bipolar disorder, 
and as a result, the majority of the treatments are based 
on pharmacotherapy and psycho-education.  

A recent classical psychoanalytic literature review 
highlighted the paucity of documents addressing 
bipolar depression, therefore challenging the role of 
psychotherapy in the treatment of this disease. Beyond 
genetic factors, it is important to assess the existence 
of others mechanisms that could influence the develop-
ment of bipolar disorder and that could support an 
improvement of treatment with additional psycho-
analytic oriented psychotherapy.  

Relatively high rates of discordance among 
identical twins indicate the influence of additional non 
genetic mechanisms on the onset of bipolar disorder. 
Regarding these mechanisms, a growing body of 

evidence supports the theory that environmental 
factors such as early stress influence the onset of many 
psychiatric disorders (Pidsley & Mill 2011). Beyond 
epidemiologic studies, animal epigenetic studies show 
the impact of early stress due to inappropriate 
interactions between the mother and the offspring, in 
the later development of inappropriate behaviors and 
inability to cope with daily stress. The choice of 
epigenetic researchers to study early parental 
separation as a risk factor for the development of 
psychiatric disease was inspired by psychoanalytic 
theories. One of the basic tenets of psychoanalysis 
holds that a person's development is determined by 
often forgotten events in early childhood rather than by 
inherited traits alone.  

In animals, Weaver showed that decreased pup 
licking and grooming and arched-back nursing (when 
the mother lies over the pups) by rat mothers over the 
first week of life durably altered the offspring’s 
epigenome at a hippocampus glucocorticoid receptor 
gene promoter, an epigenetic modification that was 
associated with anxiety-like behavior in the adult 
offspring (Weaver et al. 2004). Maternal care inf-
luences then hypothalamic-pituitary-adrenal (HPA) 
function in the rat through epigenetic programming of 
glucocorticoid receptor expression (Meaney 2001, Liu 
et al. 1997).  
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In humans, there is also evidence for decreased 
hippocampal glucocorticoid receptor expression, con-
ducting to altered HPA stress responses, in several 
psychopathological conditions associated with suicide, 
including schizophrenia and mood disorders (Isometsa 
et al. 1994, Webster et al. 2002). In abused suicide 
victims, McGowan found the same epigenetic altera-
tions that found in rats. These alterations were not found 
in suicide victims who were not abused in their past 
(McGowan et al. 2009). In major depressive disorder, 
childhood mistreatment predicts an increase in unfavor-
able course of illness and treatment outcome (Nanni et 
al. 2012). A meta-analysis studying patients with 
psychotic disorders concluded that such patients show 
high rates of self-reported childhood abuse and neglect, 
ranging from 30% to over 75% (Bonoldi et al. 2013). 

Although there is significant evidence that unipolar 
depression and psychotic disorders are affected by early 
trauma, there has been little investigation about early 
trauma in bipolar disorder despite its high prevalence. 
The aim of this study was to review the literature on the 
association between early traumatic interactions like 
child neglect, mistreatment, abuse or early parental 
separation and the occurrence of bipolar disorder in 
adulthood or the potential impact of these traumas on 
the course of the disease. The results of this review 
could help to clarify the place of psychoanalytic 
oriented psychotherapy in the treatment of bipolar 
disorder. 

 
METHODS 

The Pubmed database was searched for the terms: 
"bipolar", "manic", "mania" combined with each of the 
following terms: "environment", "epigenetic", "epige-
netics", "mother", "father", "separation", "separations", 
"loss", "conflict", "conflicts", "early stress", "trauma", 
"risk factor", "risk factors", "divorce", "parents”, "child-
hood", "abuse", "neglect", up to December 2015. More 
than 700 articles were sorted independently by two of 
the authors using those predefined criteria. Only re-
search articles, reviews and meta-analyses were sorted 
out for this review. Excluded were theoretical articles, 
editorials and opinion articles. Selected were only 
articles that considered adult patients with bipolar 
disorder as defined by the DSM. Eligibility assessment 
of titles and abstracts was performed independently by 
two of the authors and disagreements between reviewers 
were resolved by consensus with a third author. 
Pertinent data was further extracted by two of the 
authors. 

 
RESULTS 

53 articles met the inclusion criteria. Extracted data 
was sorted according to two research questions.  

The first research question explored the potential 
association between early traumatic interactions like 
child neglect, mistreatment, abuse or early parental 

separation and the occurrence of bipolar disorder in 
adulthood.  

For this first question, a systematic review focused 
on the prevalence and social / demographic correlates of 
child sexual abuse among people with bipolar disorder, 
without studying an eventual correlational link between 
both. The estimated prevalence of child sexual abuse 
among people with bipolar disorder was 24% (Maniglio 
2013). Compared to healthy individuals, patients with 
bipolar disorder reported higher rates of child sexual 
abuse, but compared to populations with other mental 
disorders, participants with bipolar disorder reported 
similar or lower rates of such abuse. Another systematic 
review looked at the role of environmental risk factors 
in the development of bipolar disorder (Marangoni et al. 
2016), suggesting that exposure to viral infection, 
substances or trauma (which refers to parental loss, 
adversities, abuses and brain injury) increase the 
likelihood of occurrence of bipolar disorder. But the 
heterogeneity of designs and methodology limited the 
weight of conclusions.  

Although pioneer research suggested that parental 
death in childhood was no more frequent in bipolar 
patients than in the general population (Perris 1965), 
subsequent results demonstrate the opposite. Accor-
ding to Agid, there is a higher rate of early parental 
loss in patients with bipolar disorder (Agid et al. 
1999). When parental loss occurs before the fifth birth-
day, the occurrence of bipolar disorder is increased 
four-fold with the loss of the mother and 2.4-fold when 
the father is lost. For maternal loss only, the risk 
declines with increasing age of offspring but remains 
significant throughout childhood (Mortensen et al. 
2003). For Paksarian, the number of years of paternal 
separation was positively associated with bipolar 
disorder. The risk of bipolar disorder is greater with 
earlier paternal separation than when it occurred later 
in childhood (Paksarian et al. 2015). For Alciati, the 
obese bipolar II subjects reported having experienced 
childhood parental loss significantly more frequently 
(45.3%) than the normal weight bipolar controls (20%) 
(Alciati et al. 2011).  

Childhood trauma is frequently assessed using the 
Childhood Trauma Questionnaire (CTQ, Bernstein et 
al. 1997). In this tool, trauma is categorized in 5 
trauma subtypes, emotional neglect (defined as failure 
of caretakers to meet children’s basic emotional and 
psychological needs, including love, belonging, nurtu-
rance and support), emotional abuse (verbal assaults 
on a child’s sense of worth or well-being or any 
humiliating or demeaning behavior directed toward a 
child by an adult or older person), physical neglect 
(failure of caretakers to provide for a child’s basic 
physical needs, including food, shelter, clothing, safety 
and health care), physical abuse (bodily assaults on a 
child by an adult or older person that posed a risk of- 
or resulted in injury) and sexual abuse (sexual contact 
or conduct between a child younger than 18 years of 
age and an adult or older person). 
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Studies using the Childhood Trauma Questionnaire 
(Fowke et al. 2012, Etain et al. 2010, Watson et al. 
2014) have reported a higher rate of childhood trauma 
with the reported frequency of childhood emotional 
abuse and neglect being particularly high. Levels of 
current internalized shame, defined as a state in which 
the individual possesses a fundamental sense of 
incompetence and inferiority and experiences the self as 
inferior, defective and useless, were significantly higher 
amongst participants in the bipolar disorder group. 
Significant correlations were observed between current 
internalized shame and reports of childhood emotional 
abuse and neglect. For Noto, history of childhood abuse 
and neglect was reported by 81.4% of patients with 
bipolar disorder (Noto et al. 2015). For Russo, 70% 
suffered from trauma and for Kesebir 35% (Russo et al. 
2015, Kesebir et al. 2015). 

The second research question addressed the impact 
of early traumatic interactions, such as child neglect, 
mistreatment, abuse or early parental separation, on the 
course of bipolar disorder. 

Conflicting results have been published on the 
impact of child sexual abuse on the course of bipolar 
disorder. A complicating factor is the heterogeneity of 
the age of occurrence of the abuse. Nevertheless a 
systematic review by Maniglio supports the association 
between child sexual abuse in bipolar patients and a 
more severe course of the disease (Maniglio 2013). 
Bipolar patients with a history of sexual abuse are more 
likely to attempt suicide. They also have comorbid 
alcohol abuse or dependence, an early age of onset of 
bipolar disorder, an higher frequency of axis 1 disorder, 
comorbid cluster A, B or C personality disorders, co-
occurring medical conditions, and a longer duration of 
manic or depressive episodes. Child sexual abuse was 
strongly associated with posttraumatic stress disorder.  

Another systematic review on the impact of childhood 
trauma on the clinical course of this disease and con-
cludes that in general, childhood mistreatment predicted 
worsening clinical course of bipolar disorder, being stron-
gly associated to early onset of the disorder, suicidality, 
and substance abuse disorder (Daruy-Filho et al. 2011). 

A series of studies using the Childhood Trauma 
Questionnaire suggest a correlation between the course of 
bipolar disorder and childhood trauma (CHT). According 
to Aas, there is a relationship between childhood trauma 
(CHT) scores and more severe affective lability in bipolar 
patients when compared to controls (Aas et al. 2014). 
Janiri suggests that emotional abuse is an independent 
predictor of lifetime suicide attempts in bipolar disorder 
patients (Janiri et al. 2014). Li et al. contradict these 
findings but their results are subject to the bias related to 
the use of a retrospective self-report questionnaire and the 
lack of a control group. Li found a significant association 
between emotional abuse and emotional neglect and 
earlier age of onset and a significant correlation between 
CHT and comorbid PTSD and anxiety (Li et al. 2014). 
Noto indicates that CHT is associated with specific 
prodromal features prior to the first major mood episode, 

social isolation, decrease in functioning and anhedonia 
(Noto et al. 2015). For Russo, childhood trauma in bipo-
lar disorder patients is correlated to earlier age of onset, 
longer duration of illness and higher depressive symp-
toms (Russo et al. 2015). Kesebir reveals that depressive, 
cyclothymic and anxious temperament scores were higher 
in bipolar patients with a history of childhood trauma 
compared with bipolar patients without a childhood 
history of trauma. Furthermore, resilience scores were 
higher in bipolar patients without trauma than those with 
trauma, with a moderate but significant inverse relation 
between emotional abuse, sexual abuse and emotional 
neglect, and resilience scores in bipolar patients with 
childhood trauma (Kesebir et al. 2015). For Pavlova, 
exposure to mistreatment in childhood is also associated 
with comorbid anxiety disorders among individuals living 
with bipolar disorder (Pavlova et al. 2016). Finally, Etain 
concluded that an effect of childhood trauma on age of 
onset of bipolar disorder was observed only in patients 
who carry a specific stress responsiveness-related 
SLC6A4 promoter genotype (Etain et al. 2015). 

In studies using others methods to measure trauma, 
such as questionnaires or clinical interviews, Neria asses-
sed trauma histories in a cohort of 109 first admission 
bipolar patients with psychotic features. Childhood tra-
uma was defined as sexual and physical abuse, physical 
attacks or being threatened with a weapon at or before 
age 16. Patients exposed to trauma were more sympto-
matic at each follow-up than those unexposed (Neria et 
al. 2005). Erten shows that patients who had childhood 
trauma defined as emotional, physical and sexual abuse 
or neglect had higher frequencies of depressive episodes, 
total episodes and attempted suicide more often. Trauma 
was assessed with the child abuse and neglect ques-
tionnaire (Erten et al. 2014). According to Conus, patients 
with bipolar disorder and childhood and adolescent 
sexual or physical abuse patients have lower premorbid 
functional levels and poorer engagement with treatment 
(Conus et al. 2010). For Upthegrove, significant associa-
tions were found between childhood abuse and auditory 
hallucinations. Strong association was found between 
sexual abuse and mood congruent or abusive voices. 
These relationships remain significant even after con-
trolling for lifetime-ever cannabis misuses (Upthegrove et 
al. 2015). Within a 634 outpatients sample, Post showed 
that history of physical or sexual abuse or verbal abuse 
was related to an earlier age of onset of bipolar disorder 
and other poor prognosis characteristics, including 
anxiety and substance abuse comorbidity, rapid cycling, 
and a deteriorating illness course as reflected in ratings of 
increasing frequency or severity of mania and depression 
(Post et al. 2015). 

 
DISCUSSION 

This review leads us to emphasize the complexity of 
bipolar disorder which needs to be studied from 
different perspectives. If early affective trauma was not 
clearly defined as a risk factor for bipolar disorder, early 
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adversity is more frequent in this disease and is also 
frequently found in the past of persons who develop 
later different psychiatric syndromes (major depression, 
bipolar disorder, schizophrenia), it is then non-specific 
of bipolar disorder.  

It was impressive to notice the heterogeneity of 
definitions and ways to measure early trauma, which 
can refer to traumatic interactions between parents and 
offspring but also problems at school or brain injury 
which seem to represent another concepts. It is then 
complicated to integrate findings using different 
definitions of early trauma.  

A point that seems not enough developed was the 
time when trauma occurs, as it can have a different 
impact if it's early or late according to epigenetic and 
psychoanalytic theories. CTQ is not specific to early 
childhood, however epigenetic research described the 
important influence of inappropriate interactions before 
the first week of life in rats. Mortensen is the only 
author that considered trauma before the age of 5. 
Anand considered trauma between 3 and 12 years old 
and Paksarian between 1 and 15 years old, the others 
authors from birth to 16 or 18 years old. None of them 
distinguishes early childhood from adolescence. 

Mortensen showed that maternal and paternal loss 
before the fifth birthday of the offspring increased 
respectively four-fold and 2.4-fold the risk of bipolar 
disorder (Mortensen et al. 2003). If we only pay 
attention to this author that considered childhood trauma 
before the age of 5, we could consider parental loss as a 
risk factor for bipolar disorder.  

Transversal links can be made between epigenetic 
research that shows the harmful influence of early 
affective trauma on the capacity to cope with daily 
stress, and psychoanalytic theories that consider symp-
toms (mania, depression, anxiety) as inappropriate 
defenses against stress. This could inspire further 
research to pay attention to the age of trauma 
occurrence and help to rethink a more consensual 
definition of childhood trauma.  

 
CONCLUSION 

It is clear that early traumatic interactions are more 
often found in the past of bipolar adult patients than 
general population, even if it is complicated to clarify 
the nature of the association between both. This poten-
tial risk factor seems to be unspecific as it is also found 
in other frequent psychiatric diseases like unipolar dis-
order and schizophrenia. Furthermore, studies support a 
harmful effect of CHT on the course of bipolar disease, 
with more anxious, depressive or psychotic symptoms, 
an early age of onset and a worse prognosis. 

Findings on the topic are heterogeneous and 
numerous definitions and tools to conceptualize trauma 
are applied. According to epigenetic and psychoanalytic 
theories, it could be interesting to redesign these studies 
in a transversal way, for example considering only early 
trauma in first years of life, and considering only 

interactional or affective trauma instead of problems at 
school, brain injury or others different events which are 
not linked to the affective field.  

Considering this complexity, we'd like to recom-
mend to researchers and to clinicians an approach that 
can integrate different dimensions of the disease beyond 
the syndrome as defined by the DSM IV. We insisted 
here on the dimension of stress coping influenced by 
early affective trauma, as a better understanding of the 
interplay between multiple environmental and genetic 
factors involved in the pathogenesis of bipolar disorder 
could provide relevant information for understanding 
and treating this complex disorder.  
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