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Abstract

Background: Several risk factors for depression during pregnancy have already been established. However, very few studies
have conducted a multivariate analysis incorporating both the major predictors of depression in women, in accordance with
comprehensive developmental models of depression, and specific stressors associated with the biological and psychosocial
state of the mother-to-be.

Methodology/Principal Findings: We used a cross-sectional cohort design to analyze the associations between prenatal
depression and potential risk factors. 693 French-speaking women with singleton pregnancies at 20-28 weeks’ gestation
were consecutively recruited at Caen University Hospital. Fifty women with missing values were subsequently excluded
from the analysis. Depressive symptoms were assessed on the Edinburgh Postnatal Depression Scale. Risk factors were
either extracted from the computerized obstetric records or assessed by means of self-administered questionnaires. The
associations between prenatal depression and the potential risk factors were assessed using log-binomial regression models
to obtain a direct estimate of relative risk (RR). The following factors were found to be significant in the multivariate analysis:
level of education (p<<0.001), past psychiatric history (adjusted RR=1.8, 95% confidence interval (Cl): 1.1;2.8, p=0.014),
stress related to the health and viability of the fetus (adjusted RR = 2.6, 95% Cl: 1.6;4.1, p<<0.001), and stress related to severe
marital conflicts (adjusted RR=2.4, 95% Cl: 1.5;3.9, p<<0.001) or to serious difficulties at work (adjusted RR=1.6, 95%
Cl :1.04;2.4, p=0.031). An association was also found with the previous delivery of a child with a major or minor birth defect
(adjusted RR=2.0, 95% Cl: 1.04;4.0, p=0.038). Univariate analyses revealed a strong association with childhood adversity
(parental rejection: RR=1.8, 95% Cl: 1.2;2.8, p=0.0055 and family secrets: RR=2.0, 95% Cl: 1.2;3.1, p =0.0046) and with lack
of partner support (RR=0.50, 95% Cl: 0.30;0.84, p =0.0086).

Conclusions/Significance: Our study identifies several risk factors that could easily be assessed in clinical practice. It draws
attention to the impact of previously delivering a child with a birth defect. The association with childhood adversity
warrants further study.
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Introduction

Studies of the psychosocial correlates of prenatal depression have
dramatically increased over the last decade. This recent interest is
justified by new evidence of the high prevalence of the disorder and
its potentially severe outcome. Based on the results of two recent
meta-analyses, the mean prevalence rate of prenatal depression has
been estimated to be approximately 12%, although prevalence may
vary greatly according to location, mode of assessment and
socioeconomic conditions [1-4]. A large percentage of women
who are depressed during pregnancy remain depressed after birth
[5], resulting in an increased risk of insecure attachment and
impaired development of the child. As described in a review [6],
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recent prospective cohort studies have reported significant associ-
ations between prenatal depression and several adverse obstetric,
fetal and neonatal outcomes, including preterm labor and preterm
birth [7-10], preeclampsia [11,12], epidural analgesia, Cesarean
section, and admission of the newborn to a neonatal care unit [13—
15]. Modified fetal cardiac and motor reactivity [16-18], and
restricted fetal growth [19] have also been consistently linked to a
higher rate of prenatal depression. Newborns may also be affected
in their emotional behavior and communication [20], although
their lack of expressivity may also result from pharmacological
treatment of prenatal depression [21-24].

Depression in the general population can be brought on by
many factors, including genetic influences, childhood risk factors,
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personality traits, prior onset of anxiety or depressive disorders,
exposure to traumatic events and major adversity, low social
support, substance misuse, marital conflicts and recent stressful life
events and difficulties. Recent studies have confirmed that some of
these risks also pertain to prenatal depression. They include
personality traits (high neuroticism score, negative cognitive
attributional style, low self-esteem) [5,25], a past psychiatric
history [5,26-28], low income and low educational attainment
[29-31], unemployment [31], previous pregnancy losses, be they
miscarriages or pregnancy terminations [32], adverse childhood
events, in particular childhood sexual abuse [5,33], current
stressors during pregnancy or in the months beforehand
[5,26,29,32], poor maternal physical health [34], low social
support and conflict with partner [35].

However this bid to improve our knowledge about risk factors for
prenatal depression has been held back by methodological
limitations, including the selection of populations of highly
socioeconomically disadvantaged women, the use of nonvalidated
Instruments to assess depressive symptoms, and a lack of data about
the course of the pregnancy. More importantly, the etiological
complexity of depression requires the assessment of a broad array of
interacting variables [36-38]. Kendler et al. proposed a compre-
hensive developmental model of depression in women [37,38]
which assumes that the triggering of a depressive disorder depends
on several domains of risk factors that appear successively across the
lifespan and interact. In this model, childhood adversity and early
life stresses make individuals more vulnerable to later negative
events, increasing the risk of subsequent depression. Numerous
interacting factors may contribute to this vulnerability, some of
which are biological and related to stress responses. There is
accumulating evidence from animal and human studies that the
hypothalamic-pituitary-adrenal (HPA) axis can become sensitized if
individuals are exposed to excessive stressors in early life, leading to
an increase in these stress hormones in response to subsequent
stressful events [39]. During pregnancy, stress may also heighten the
secretion of placental corticotropin-releasing factor (CRT) [40],
although its role in prenatal depression is still poorly understood [8].

The purpose of our study was to assess major risk factor
domains, including stressors specific to pregnancy, in a population
of women receiving regular antenatal care, assessed on a
depression scale validated during pregnancy, in order to gain a
better understanding of the etiology of prenatal depression.

Materials and Methods

Ethics Statement

The analysis presented in this paper is part of a larger study of
psychological factors during pregnancy. The study protocol was
reviewed and approved by the Lower Normandy Ethics Committee
(Consultative Committee for the Protection of Persons participating
in Biomedical Research, CCPPRB). Written informed consent was
obtained from all participants involved in the study.

Objective

The objective was to identify the risk factors for depression in
mothers-to-be, examining general predictors for depression as well
as factors that are particularly relevant during pregnancy. We
examined sociodemographic, obstetric, medical and psychosocial
(stressful life events, childhood adversity, past psychiatric history,
social support) risk factors.

Participants

Women were consecutively recruited between October 1997
and September 1998, during a prenatal visit to the Department of
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Obstetrics and Gynecology of Caen University Hospital (France).
Enrolment took place within the context of a prospective study of
psychological factors during pregnancy. Two papers, focusing on
the role of prenatal depression in the onset of preterm labor and
preterm birth, have already been published [8,9]. We used the
data collected from the same cohort of women to investigate risk
factors for depression during pregnancy.

To be eligible for inclusion in the study, women had to be
French-speaking, between 18 and 45 years of age, and between 20
and 28 weeks’ gestation. Exclusion criteria were multiple gestation,
placenta previa, cervical cerclage and delivery at another hospital.
A total of 693 women met the requirements of the protocol.

Data Collection

Sociodemographic and biomedical characteristics were extract-
ed from the computerized obstetric records. Sociodemographic
characteristics included age, marital status, ethnicity, level of
education, employment status and smoking habits during
pregnancy. Obstetric and clinical characteristics included parity,
pre-pregnancy body mass index (BMI; weight (kg)/height (m?),
history of pregnancy interruption (miscarriage, ectopic pregnancy,
elective or therapeutic abortion), history of preterm birth, history
of a child with a major or minor birth defect, chronic medical
condition (hepatic, endocrine, neurological, immunological or
cardiac), hospitalization during first or second trimester, and
complications of the current pregnancy. Pregnancy complications
included vaginal bleeding, urinary tract infection, cervical and/or
vaginal infection, gestational hypertension (=140 and/or
90 mmHg), anemia, small or large for gestational age fetus and
amniotic fluid anomalies.

Self-administered questionnaires were used for the psychosocial
assessment. Women were encouraged to participate by a
psychologist and a midwife, who could also provide help with
the questionnaires. Several categories of factors were explored:
stressful life events, childhood adversity, past psychiatric history
and social support. After reviewing the literature on the association
between stressful life events and depression in women, we
identified a list of seven such events: serious difficulties at work,
serious housing problems, major financial problems, severe marital
conflicts, serious illness or injury (self or others), physical or sexual
assault and legal problems. For each event, women were asked if
they had experienced it within the previous 12 months and, if they
had, to rate the frequency of rehearsal, on a four-point Likert-type
scale (1:“never or hardly ever”, 2: “from time to time”, 3: “often”,
4: “always or almost always”). Events were considered stressful in
the case of a high rehearsal frequency (3 or 4 on the Likert scale).
An additional stressor, specific to the pregnancy period, was also
evaluated: stress related to the fetus. This was deemed to be
present if the pregnant woman had been informed by the obstetric
team of an ongoing risk or an uncertainty about the health of the
fetus and had, for this reason, been referred for a specific
consultation or investigation (fetal anatomy scan, amniocentesis,
pre-admission testing prior to hospitalization). Childhood adversity
was assessed through the following five binary (yes/no) events:
physical abuse, sexual abuse, institutional or foster family
placement, feeling rejected by at least one of the parents (parental
rejection) and family secrets. Past psychiatric history was evaluated
by asking the women if they had already had any contact with
psychiatric or psychological services. Finally, the social support
evaluation consisted of five questions on partner support, mother
support, father support, in-law support and other forms of social
support.

The outcome variable (occurrence of depressive symptoms) was
assessed on the Edinburgh Postnatal Depression Scale (EPDS), a
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10-item screening tool that provides an indication of symptom
severity. Items are rated on a four-point Likert-type scale ranging
from O to 3. The EPDS is the only rating scale for depression that
has been validated in both the antenatal [41] and postnatal periods
[42]. The French version of the scale has also been validated both
during pregnancy [43] and postpartum [44]. Reliability of the
scale in the current study was found to be good (Cronbach’s
a=0.86). A score greater than 14 was deemed to indicate the
presence of prenatal depression. This high cut-off value allows for
good detection of both major and minor depression in childbear-
ing women. For major depression, sensitivity at higher cut-off
points (>14) is almost 100% and specificity is 94% [41].

Statistical Analyses

Fifty women (7.2%) were excluded from the analysis because
they left at least one of the questionnaires completely blank. The
sociodemographic, obstetric and clinical characteristics of the
nonresponders were similar to those of the responders, except for
employment status (more unemployed women) and smoking habits
(more heavy smokers). For 43 women in the remaining sample, a
single item was missing from the questionnaires; and for 7 women,
2-4 items were missing. To avoid excluding these 50 additional
women, any missing values were replaced by the median values for
those items. The final sample consisted of 643 women.

The associations between prenatal depression and each of the
potential risk factors were assessed using univariate log-binomial
regression models to gain a direct estimate of relative risks (RRs),
as odds ratios overestimate RRs when the outcome is not rare.
Crude RRs with a 95% confidence interval (CI) were computed. A
forward multiple log-binomial regression analysis was then applied
to all the factors found to be related to the outcome at the p<<0.20
level in the univariate analyses. Adjusted RRs with 95%
confidence limits were computed. Statistical significance was
defined as p<<0.05. Data were analyzed with SPSS software,
version 15.0 (SPSS for Windows, Chicago, IL: SPSS Inc., 2006).

Results

The participants’ sociodemographic, obstetric and clinical
characteristics are shown in Tables 1 and 2. Mean maternal age
was 28.5 years (standard deviation [SD]: 5.5; range: 18-45).
Women were mainly European in origin and not single; 63% of
them had a vocational qualification or had attended higher
education, and more than 62% were in some form of employment.
Gestational age at enrolment ranged from 20 to 28 completed
weeks, with a mean of 23 weeks (SD: 2.2). Parity ranged from 0 to
7, with a mean of 1.1. Frequencies of obstetric risk factors were
usually below 10%, except for history of pregnancy interruption
(39.3%) and cervical and/or vaginal infection (22.6%). Psychoso-
cial characteristics are shown in Table 3. The mean depression
score was 7.3 (SD: 5.6; range: 0-28) and 74 women (11.5%) had a
high depression score (>14).

The results of the univariate analyses are set out in Tables 4, 5
and 6. Regarding sociodemographic characteristics (Table 4), we
observed a strong association with low levels of education, and a
weaker one with high numbers of cigarettes smoked per day.
There was a trend toward an association between depression and
employment status. Four obstetric factors appeared to be
moderately associated with prenatal depression: parity, pre-
pregnancy BMI, hospitalization during 2™ trimester and a history
of having previously had a child with a major or minor birth defect
(Table 5). There were no significant associations between
depression and identified obstetric complications in the current
pregnancy, but the urinary tract infection, cervical and/or vaginal

@ PLoS ONE | www.plosone.org

Prenatal Depression

Table 1. Sociodemographic characteristics of study
population (n=643).

Characteristics n %
Marital status Living alone 71 11.0
Married or cohabiting 572 89.0
Ethnicity Europe 607 944
Other 36 5.6
Level of education Primary school 50 7.8
Secondary school 188 29.2
Vocational qualification 234 364
Higher education 171 26.6
Employment status Unemployed 243 37.8
Poorly paid job 264 411
Moderately or highly paid job 136  21.2
Smoking habits during pregnancy Nonsmoking 420 653
1-9 cigarettes per day 144 224

10 cigarettes or more per day 79 123

doi:10.1371/journal.pone.0012942.t001

infection and anemia variables were kept for the multivariate
analysis, as the associated p-values were below 0.20. Generally,
stressful life events were strongly associated with depression
(Table 6), apart from stress related to major financial problems
(RR =1.3, p=0.25), physical/sexual assault (RR =0.97, p=0.96)
or legal problems (RR =0.78, p=0.80). The prevalence of the last
two factors was, however, very low, with just 18 and 11 cases,
respectively. A strong association was also observed with stress
related to the fetus, with an RR close to 2.5 (p<<0.001). Regarding
adverse childhood events, parental rejection and family secrets
were clearly significant, with RRs close to 2. The association was
weaker and nonsignificant for institutional or family placement. As
expected, a strong link emerged with past psychiatric history
(RR=2.6, p<<0.001). Finally, the influence of social support was

Table 2. Obstetric and clinical characteristics of study
population (n=643).

Characteristics n %
History of pregnancy interruption 253 393
History of preterm birth 36 5.6
History of child with major/minor birth defect 38 59
Chronic disease 72 11.2
Hospitalization during 1°* trimester 17 2.6
Hospitalization during 2" trimester 49 7.6
Vaginal bleeding 65 10.1
Urinary tract infection 70 10.9
Cervical and/or vaginal infection 145 22.6
Gestational hypertension 40 6.2
Anemia 58 9.0
Small or large for gestational age fetus 40 6.2
Amniotic fluid anomalies 26 4.0
doi:10.1371/journal.pone.0012942.t002
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Table 3. Psychosocial characteristics of study population
(n=643).

Characteristics n %
Stress related to the fetus 84 13.1
Stress related to serious difficulties at work 241 375
Stress related to serious housing problems 139 216
Stress related to major financial problems 181 28.1
Stress related to severe marital conflicts 52 8.1
Stress related to serious illness or injury (self or others) 138 215
Stress related to physical or sexual assault 18 2.8
Stress related to legal problems 1 1.7
Institutional or family placement during childhood 68 10.6
Physical abuse during childhood 68 10.6
Sexual abuse during childhood 45 7.0
Parental rejection during childhood 146 22.7
Family secrets during childhood 102 15.9
Previous psychiatric or psychological consultation 122 19.0
Partner support 570 88.6
Mother support 566 88.0
Father support 484 753
In-law support 462 71.9
Other social support 543 84.4
doi:10.1371/journal.pone.0012942.t003

significant for partner support (RR =0.50, p =0.0086), but not for
any other form (p-values around 0.10).

As observed in Table 7, only six factors still appeared to be
significant after the multivariate analysis. There continued to be a
clear dose-effect relationship for level of education, but the only
obstetric factor left in the model was a history of having a child with
a birth defect, with an adjusted risk equal to 2. Three stress variables
remained in the final model: stress related to the fetus (adjusted
RR=2.6, p<<0.001), stress related to severe marital conflicts
(adjusted RR = 2.4, p<<0.001) and stress related to serious difficulties
at work (adjusted RR=1.6, p=0.031). A previous psychiatric
history was also associated with prenatal depression, after
adjustment for the other factors (adjusted RR=1.8, p=0.014).

Prenatal Depression

Discussion

Principal Findings

Our study confirmed that most of the risk factors for prenatal
depression are similar to those for the depression that may occur at
any period in a woman’s life. They include socioeconomic
circumstances (as reflected by employment status and education
level), personal vulnerability (as reflected by past psychiatric
history and childhood adversity), and two current stressors (conflict
with partner and work-related stress). However, we also found that
a risk factor specific to that period, namely stress related to the
fetus, was significantly associated with prenatal depression, with a
rather high relative risk. A previous delivery of a child with a
major or minor birth defect, was found to be a risk factor as well,
though not previous pregnancy losses.

Originality and Strengths of the Study

To our knowledge, this is the first study to have assessed
simultaneously most of the major domains of risk factors for
general depression identified in unified models of depression
[37,38] and specific risks for depression during pregnancy, based
on data about the course of the pregnancy. Some of the risk factors
we considered have seldom, if ever, been assessed in the literature
in the context of prenatal depression: history of a previous child
with a birth defect, specific factors related to childhood adversity
(e.g., parental rejection or family secrets) and two stress factors
(stress related to work or to the fetus).

The only specific form of childhood adversity that has
previously been assessed in pregnant women is abuse during
childhood, with significant associations evidenced among disad-
vantaged populations [5,45]. We failed to find any association with
physical or sexual abuse, but did find one with parental rejection
and family secrets (in univariate analyses), the latter hinting at a
hidden family trauma and a potential source of distress during
childhood [46-48]. These results mirror those found in the general
population. Dysfunctional parental relationships, emotional abuse
and rejection have all been shown to be associated with
nonmelancholic depression [49], while severe physical or sexual
abuse is associated with melancholic depression [50], which is
relatively infrequent during pregnancy. No cases of the latter were
reported during the close medical follow-up of our population.
The fact that none of the factors related to childhood adversity
remained in the final model and the possible effect of a
confounding variable (past psychiatric history) led us to assess an

Table 4. Crude relative risks of prenatal depression for sociodemographic characteristics (n=643).

Variables* % depression RR (95% ClI) p
Level of education Primary 20.0 2.8 (13;6.2)
Secondary 17.6 25 (1.3;4.7) 0.0015
Vocational qualification 8.1 1.2 (0.58 ; 2.3)
Higher education 7.0 1
Employment status Unemployed 14.8 2.0 (1.03 ; 3.9)
Poorly paid 10.6 1.4 (0.72; 2.9) 0.084
Moderately / highly paid 74 1
Smoking habits during pregnancy Nonsmoking 9.0 1
1-9 cig. per day 153 1.7 (1.04 ; 2.8) 0.024
=10 cig. per day 17.7 2.0 (1.1; 34)

*Variables associated with prenatal depression at the p<<0.20 level.
doi:10.1371/journal.pone.0012942.t004
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Table 5. Crude relative risks of prenatal depression for obstetric and clinical characteristics (n=643).

Prenatal Depression

Variables* % depression RR (95% ClI) p
Parity 0 9.6 1
1 8.6 0.90 (0.50 ; 1.6) 0.021
2 16.4 1.7 (0.97 ; 3.0)
=3 19.7 2.1 (1.1; 3.8)
Prepregnancy body mass index <185 21.2 24 (1.2 ;4.7)
18.5-25 109 1.2 (0.68 ; 2.2) 0.024
=25 9.0 1
History of child with major/minor birth defect No 10.9 1
Yes 21.1 1.9 (1.00 ; 3.7) 0.050
Hospitalization during 2" trimester No 10.8 1
Yes 204 19 (1.04 ; 3.4) 0.037
Urinary tract infection No 10.8 1
Yes 171 1.6 (0.90 ; 2.8) 0.11
Cervical and/or vaginal infection No 10.6 1
Yes 14.5 1.4 (0.85; 2.2) 0.20
Anemia No 10.9 1
Yes 17.2 1.6 (0.86 ; 2.9) 0.14
*Variables associated with prenatal depression at the p<<0.20 level.
doi:10.1371/journal.pone.0012942.t005
Table 6. Crude relative risks of prenatal depression for psychological characteristics (n=643).
Variables* % depression RR (95% ClI) P
Stress related to the fetus No 9.5 1
Yes 25.0 2.6 (1.7 ; 4.0) <0.001
Stress related to serious difficulties at work No 9.0 1
Yes 158 1.8 (1.1;2.7) 0.0094
Stress related to serious housing problems No 10.1 1
Yes 16.5 1.6 (1.04 ; 2.6) 0.034
Stress related to severe marital conflicts No 9.5 1
Yes 346 37 (23;5.7) <0.001
Stress related to serious illness or injury No 10.1 1
Yes 16.7 17 (1.05; 2.6) 0.031
Placement during childhood No 10.8 1
Yes 17.6 1.6 (0.93; 2.9) 0.087
Parental rejection during childhood No 9.7 1
Yes 17.8 1.8 (1.2;2.8) 0.0055
Family secrets during childhood No 10.0 1
Yes 19.6 2.0 (1.2;3.1) 0.0046
Psychiatric or psychological history No 8.8 1
Yes 23.0 26 (1.7 ; 4.0) <0.001
Partner support No 20.5 1
Yes 104 0.50 (0.30 ; 0.84) 0.0086
Mother support No 16.9 1
Yes 10.8 0.64 (0.37; 1.1) 0.11
Father support No 15.1 1
Yes 10.3 0.68 (044 ; 1.1) 0.10

doi:10.1371/journal.pone.0012942.t006
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*Variables associated with prenatal depression at the p<<0.20 level.
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alternative model without past psychiatric history. A trend toward
an association was found for family secrets (adjusted RR =1.5,
95% CI: 0.94;2.4, p=10.09).

We are not aware of any previous results concerning work-
related stress. In most studies, stress is assessed by calculating the
total number of stressful life events experienced by the woman
within a given period of time prior to pregnancy. Significant
associations have been detected in several studies [5,29,32,51], but
only a specific assessment of the different types of life event, such as
the one we undertook here, can yield a psychologically
comprehensive picture of the occurrence of prenatal depression
and lead to the provision of individually tailored support plans.
The amount of stress generated by an event has been found to
depend on the type of coping strategy adopted by the individual
and the context of its occurrence [52]. However, assessing the
“contextual threat” requires lengthy semistructured interviews and
complex ratings, which limits its use for large cohorts of
participants. As a result, it has never been undertaken in studies
of prenatal depression. We chose instead to focus on the rehearsal
frequency of negative events, which is a simple measure of the
event’s significance to the individual and the likelihood of its
affecting his or her mind. The frequency of voluntary and
involuntary retrieval of an autobiographical event has been shown
to be associated with the emotional intensity and centrality of that
event to the person’s life story [53].

We found a strong association between depression and stress
related to the health of the fetus in the current pregnancy. We are
only aware of one other study where an association with the
pregnant mother’s perception of “having complications’ has been
detected, albeit without any objective assessment of that risk [54].
In our study, we deemed stress related to the fetus to be present
when the pregnant woman had been informed by the medical
team of an ongoing risk or an uncertainty about the health of the
fetus and had therefore been referred for a specific consultation or
investigation. Uncertainty about the outcome of the pregnancy is a
key concern in mothers-to-be and any event that is liable to trigger
a serious doubt about the health or integrity of the fetus may act as
a potential stress factor [55,56].

@ PLoS ONE | www.plosone.org

Table 7. Adjusted relative risks of prenatal depression for variables of the final model* (n=643).
Variables in the final model Adj. RR (95% ClI) p
Level of education Primary 37 (1.7-8.4)

Secondary 2.7 (1.4-5.2) <0.001

Vocational qualification 13 (0.65-2.7)

Higher education 1
History of child with major/minor birth defect No 1

Yes 20 (1.04-4.0) 0.038
Stress related to the fetus No 1

Yes 26 (1.6-4.1) <0.001
Stress related to serious difficulties at work No 1

Yes 1.6 (1.04-2.4) 0.031
Stress related to severe marital conflicts No 1

Yes 24 (1.5-3.9) <0.001
Psychiatric or psychological history No 1

Yes 1.8 (1.1-2.8) 0.014
*Model resulting from a multiple forward analysis on the variables in Tables 4, 5 and 6.
doi:10.1371/journal.pone.0012942.t007

The population we assessed was socially diverse, compared with
the majority of studies, which generally focus on socially deprived
women. Questionnaire acceptability was high and the percentage
of nonrespondents low, compared with other studies. Depressive
symptoms were assessed by means of the EPDS, a self-report
instrument validated during pregnancy, using a cut-off value of 14
to ensure high specificity and sensitivity for the detection of major
depression [41].

Principal Results in Agreement with the Literature

The prevalence rate of depression during pregnancy was 11.5%
in our study, which is close to the results of a major review on the
subject [57]. Recent studies of the risk factors for prenatal
depression have nevertheless exhibited considerable variability,
with rates ranging from 6.1% [29] to 44% [34]. Variations in the
characteristics of the studied population account for most of the
variability, with higher rates associated with the choice of a
particularly deprived population [31,34,45]. Conversely, in
countries where pregnant women benefit from integrated support
networks with easy service access, as is the case in France,
depression rates are generally lower [58]. The method for
assessing depression is another source of variability. As standard-
ized interviews are difficult to implement with large samples, most
previous studies have been based on self-report assessments, but
with considerable diversity in the choice of mstrument.

A low level of education, past psychiatric history and stress
related to severe conflict with the partner were all strongly
associated with prenatal depression, a result which is consistently
reported in the literature. The fact that smoking, parity and low
social support were only associated with prenatal depression in the
univariate analysis is also consistent with most previous studies.
Age was not associated with prenatal depression, which is
consistent with most studies excluding pregnant girls under 17
years old, who are known to be at a higher risk of depression,
particularly in deprived populations. Finally, we did not find that
pregnant women with chronic medical conditions had a greater
risk of depression, confirming a previous finding [59]. These
results contrast with studies in the general population, in which
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depression has been shown to be more common in chronic disease

groups [60].

Contrasted Results

We only found a trend toward an association between
socioeconomic status and prenatal depression, which could be
explained by a lack of statistical power. Results about economic
conditions are, however, discrepant in studies of prenatal
depression. A low socioeconomic status, assessed on the basis of
personal or family income, has been linked to prenatal depression
after multivariate analysis in two studies [5,61], but not in two
others [54,62].

We found no associations with ethnicity or being single.
Membership of cultural or ethnic minorities has been identified
as a major risk factor in several studies: not being white in
Australia [45] or in the United States [34,63,64], and not being a
Swedish speaker in Sweden [1,32]. Our ethnicity
assessment was, however, quite indirect, as French legislation
does not allow the collection of such information: we therefore had
to rely on geographical origin. Being single has frequently been
found to be associated with prenatal depression [1,30-
32,34,54,63,64] but not always [5,27,29]. No clear reason can
be identified to explain these discrepancies. Bilszta et al. [65]
postulated that a previous history of depression and poor relations
with partners, rather than single mother status, are significant risk
factors for elevated EPDS scores during pregnancy. However, we
found no association with single mother status even in the
univariate analysis.

We failed to find any association with a previous pregnancy loss
in our population, which is consistent with three other studies
[5,29,54]. However, increases in depressive symptoms have been
observed after a previous abortion or miscarriage in two other
studies [1,63]. These discrepancies can partly be explained by the
results of general population studies showing that the risk of
developing depression is only slightly increased in the case of
previous pregnancy losses [66] and weakens over time [67]. The
interval of time between the previous pregnancy loss and the
depression assessment has never been taken into account in studies
of prenatal depression.

native

Weaknesses of the Study
We were unable to use a validated instrument to assess
childhood adversity for two reasons. First, the only validated scale
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Our sample size was relatively small, compared with other
studies. Neither genetic background nor biological susceptibility
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Conclusion

Our study identified several risk factors for prenatal depression
which could easily be assessed in clinical practice, such as level of
education, past psychiatric history and stress related to the health
of the fetus. Our study also drew attention to the role of a previous
delivery of a child with a major or minor birth defect, although this
needs to be confirmed in a larger study. In our opinion, the role of
childhood adversity also warrants further study. However, only a
large prospective study of a population of nonchildbearing women
will bring greater understanding of the specific role of pregnancy
in the occurrence of depression and fully validate the develop-
mental model of depression in cases of prenatal depression.

Author Contributions

Conceived and designed the experiments: JD MD MH. Performed the
experiments: JD. Analyzed the data: CC JMB VO. Contributed reagents/
materials/analysis tools: JD CC MD MH JMB VO. Wrote the paper: JD
CC VO. Revised the paper critically: MD MH JMB.

9. Dayan J, Creveuil C, Marks MN, Conroy S, Herlicoviez M, et al. (2006)
Prenatal depression, prenatal anxiety, and spontancous preterm birth: a
prospective cohort study among women with early and regular care. Psychosom
Med 68: 938-946.

10. Orr ST, James SA, Blackmore PC (2002) Maternal prenatal depressive
symptoms and spontaneous preterm births among African-American women
in Baltimore, Maryland. Am J Epidemiol 156: 797-802.

11. Wallis AB, Saftlas AF (2009) Is there a relationship between prenatal depression
and preeclampsia? Am ] Hypertens 22: 345-346.

12. Kurki T, Hiilesmaa V, Raitasalo R, Mattila H, Ylikorkala O (2000) Depression
and anxiety in early pregnancy and risk for preeclampsia. Obstet Gynecol 95:
487-490.

13. Andersson L, Sundstrom-Poromaa I, Wulff M, Astrom M, Bixo M (2004)
Implications of antenatal depression and anxiety for obstetric outcome. Obstet
Gynecol 104: 467-476.

14. Wu J, Viguera A, Riley L, Cohen L, Ecker J (2002) Mood disturbance in
pregnancy and the mode of delivery. Am J Obstet Gynecol 187: 864-867.

15. Chung TK, Lau TK, Yip AS, Chiu HF, Lee DT (2001) Antepartum depressive
symptomatology is associated with adverse obstetric and neonatal outcomes.
Psychosom Med 63: 830-834.

16. Hoffman S, Hatch MC (2000) Depressive symptomatology during pregnancy:
evidence for an association with decreased fetal growth in pregnancies of lower
social class women. Health Psychol 19: 535-543.

September 2010 | Volume 5 | Issue 9 | e12942



21.

22.

26.

27.

28.

29.

30.

31.

32.

36.

37.

38.

39.

40.

41.

42.

43.

. Dieter JN, Field T, Hernandez-Reif M, Jones NA, Lecanuet JP, et al. (2001)

Maternal depression and increased fetal activity. J Obstet Gynaecol 21:
468-473.

. Field T, Diego M, Hernandez-Reif M, Schanberg S, Kuhn C, et al. (2003)

Pregnancy anxiety and comorbid depression and anger: effects on the fetus and
neonate. Depress Anxiety 17: 140-151.

. Diego MA, Field T, Hernandez-Reif M, Schanberg S, Kuhn C, et al. (2009)

Prenatal depression restricts fetal growth. Early Hum Dev 85: 65-70.

. Misri S, Oberlander TF, Fairbrother N, Carter D, Ryan D, et al. (2004) Relation

between prenatal maternal mood and anxiety and neonatal health.
Can J Psychiatry 49: 684-689.

Dayan J, Yoshida K (2007) [Psychological and pharmacological treatments of
mood and anxiety disorders during pregnancy and postpartum. Review and
synthesis]. J Gynecol Obstet Biol Reprod (Paris) 36: 530-548.

Laine K, Heikkinen T, Ekblad U, Kero P (2003) Effects of exposure to selective
serotonin reuptake inhibitors during pregnancy on serotonergic symptoms in
newborns and cord blood monoamine and prolactin concentrations. Arch Gen

Psychiatry 60: 720-726.

. Zeskind PS, Stephens LE (2004) Maternal selective serotonin reuptake inhibitor

use during pregnancy and newborn neurobehavior. Pediatrics 113: 368-375.

. Kallen B (2004) Neonate characteristics after maternal use of antidepressants in

late pregnancy. Arch Pediatr Adolesc Med 158: 312-316.

. Ritter C, Hobfoll SE, Lavin J, Cameron RP, Hulsizer MR (2000) Stress,

psychosocial resources, and depressive symptomatology during pregnancy in
low-income, inner-city women. Health Psychol 19: 576-585.

Bowen A, Stewart N, Baetz M, Muhajarine N (2009) Antenatal depression in
socially high-risk women in Canada. J Epidemiol Community Health 63:
414-416.

Lau Y, Keung DW (2007) Correlates of depressive symptomatology during the
second trimester of pregnancy among Hong Kong Chinese. Soc Sci Med 64:
1802-1811.

Le H-N (2004) Identifying risk for onset of major depressive episodes in low-
income Latinas during pregnancy and postpartum. Hispanic Journal of
Behavioral Sciences 26: 463-482.

Bunevicius R, Kusminskas L, Bunevicius A, Nadisauskiene R], Jureniene K,
et al. (2009) Psychosocial risk factors for depression during pregnancy. Acta
Obstet Gynecol Scand 88: 599-605.

Bolton HL, Hughes PM, Turton P, Sedgwick P (1998) Incidence and
demographic correlates of depressive symptoms during pregnancy in an inner
London population. J Psychosom Obstet Gynaecol 19: 202-209.

Marcus SM, Flynn HA, Blow FC, Barry KL (2003) Depressive symptoms among
pregnant women screened in obstetrics settings. ] Womens Health (Larchmt ) 12:
373-380.

Rubertsson C (2003) Depressive mood in early pregnancy: prevalence and
women at risk in a national Swedish sample. Journal of Reproductive and Infant

Psychology 21: 113-129.

. Rodgers CS, Lang AJ, Twamley EW, Stein MB (2003) Sexual trauma and

pregnancy: a conceptual framework. ] Womens Health (Larchmt ) 12: 961-970.

. Orr ST, Blazer DG, James SA, Reiter JP (2007) Depressive symptoms and

indicators of maternal health status during pregnancy. J Womens Health
(Larchmt) 16: 535-542.

. Edwards B, Galletly C, Semmler-Booth T, Dekker G (2008) Does antenatal

screening for psychosocial risk factors predict postnatal depression? A follow-up
study of 154 women in Adelaide, South Australia. Aust N Z J Psychiatry 42:
51-55.

Akiskal HS, McKinney WT Jr. (1973) Depressive disorders: toward a unified
hypothesis. Science 182: 20-9.

Kendler KS, Kessler RC, Neale MC, Heath AC, Eaves L] (1993) The prediction
of major depression in women: toward an integrated etiologic model.
Am J Psychiatry 150: 1139-1148.

Kendler KS, Gardner CO, Prescott CA (2002) Toward a comprehensive
developmental model for major depression in women. Am J Psychiatry 159:
1133-1145.

McGowan PO, Sasaki A, D’Alessio AC, Dymov S, Labonté B, et al. (2009)
Epigenetic regulation of the glucocorticoid receptor in human brain associates
with childhood abuse. Nat Neurosci 12(3): 342-8.

Florio P, Severi FM, Ciarmela P, Fiore G, Calonaci G, et al. (2002) Placental
stress factors and maternal-fetal adaptive response: the corticotropin-releasing
factor family. Endocrine 19: 91-102.

Murray D (1990) Screening for depression during pregnancy with the Edinburgh
depression scale (EPDS). J Reprod Infant Psychol 8: 99-107.

Cox JL, Holden JM, Sagovsky R (1987) Detection of postnatal depression.
Development of the 10-item Edinburgh Postnatal Depression Scale.
Br J Psychiatry 150: 782-786.

Adouard F, Glangeaud-Freudenthal NM, Golse B (2005) Validation of the
Edinburgh Postnatal Depression Scale (EPDS) in a sample of women with high-
risk pregnancies in France. Arch Womens Ment Health 8: 89-95.

@ PLoS ONE | www.plosone.org

44.

46.

47.

48.

49.

50.

51.

52.

53.

54.

56.

57.

58.

59.

60.

61.

62.

66.

67.

68.

69.

Prenatal Depression

Guedeney N, Fermanian J (1998) Validation study of the French version of the
Edinburgh Postnatal Depression Scale (EPDS): new results about use and
psychometric properties. Eur Psychiatry 13: 83-89.

. Edwards B, Galletly C, Semmler-Booth T, Dekker G (2008) Antenatal

psychosocial risk factors and depression among women living in socioeconom-
ically disadvantaged suburbs in Adelaide, South Australia. Aust N Z J Psychiatry
42: 45-50.

Fanos JH, Little GA, Edwards WH (2009) Candles in the snow: ritual and
memory for siblings of infants who died in the intensive care nursery. J Pediatr
154: 849-853.

Groves BM (1999) Mental health services for children who witness domestic
violence. Future Child 9: 122-132.

Woodside M (1988) Children of alcoholics: helping a vulnerable group. Public
Health Rep 103: 643-648.

Parker G, Gladstone G, Wilhelm K, Hickie I, Mitchell P, et al. (1998) An
aetiological model of non-melancholic depression: study design and validity of
the measures. Aust N Z J Psychiatry 32: 104-111.

Parker G, Hadzi-Pavlovic D (1992) Parental representations of melancholic and
non-melancholic depressives: examining for specificity to depressive type and for
evidence of additive effects. Psychol Med 22: 657-665.

Mora PA, Bennett IM, Elo IT, Mathew L, Coyne JC, et al. (2009) Distinct
trajectories of perinatal depressive symptomatology: evidence from growth
mixture modeling. Am J Epidemiol 169: 24-32.

Brown GW, Bifulco A, Harris TO (1987) Life events, vulnerability and onset of
depression: some refinements. Br ] Psychiatry 150: 30-42.

Rubin DC (2009) The frequency of voluntary and involuntary autobiographical
memories across the life span. Mem Cognit 37: 679-688.

Limlomwongse N, Liabsuetrakul T (2006) Cohort study of depressive moods in
Thai women during late pregnancy and 6-8 weeks of postpartum using the
Edinburgh Postnatal Depression Scale (EPDS). Arch Womens Ment Health 9:
131-138.

Gotzmann L, Schonholzer SM, Kolble N, Klaghofer R, Scheuer E, et al. (2002)
[Suspected fetal malformation in ultrasound examination: effects on the
psychological well-being of pregnant women]. Ultraschall Med 23: 33-40.
Leithner K, Maar A, Fischer-Kern M, Hilger E, Loffler-Stastka H, et al. (2004)
Affective state of women following a prenatal diagnosis: predictors of a negative
psychological outcome. Ultrasound Obstet Gynecol 23: 240-246.

Bennett HA, Einarson A, Taddio A, Koren G, Einarson TR (2004) Prevalence
of depression during pregnancy: systematic review. Obstet Gynecol 103:
698-709.

Oates MR, Cox JL, Neema S, Asten P, Glangeaud-Freudenthal N; et al. (2004) ,
TCS-PND Group (2004) Postnatal depression across countries and cultures: a
qualitative study. Br J Psychiatry Suppl. 46: s10-6.

Andersson L, Sundstrom-Poromaa I, Wulff M, Astrom M, Bixo M (2006)
Depression and anxiety during pregnancy and six months postpartum: a follow-
up study. Acta Obstet Gynecol Scand 85: 937-944.

Clarke DM (2009) Depression, anxiety and their relationship with chronic
diseases: a review of the epidemiology, risk and treatment evidence. Med J Aust
190(7 Suppl): 54-60.

Faisal-Cury A, Menezes P, Araya R, Zugaib M (2009) Common mental
disorders during pregnancy: prevalence and associated factors among low-
income women in Sao Paulo, Brazil: depression and anxiety during pregnancy.
Arch Womens Ment Health 12: 335-343.

Lau Y, Wong DF (2008) The role of social support in helping Chinese women
with perinatal depressive symptoms cope with family conflict. J Obstet Gynecol
Neonatal Nurs 37: 556-571.

. Faisal-Cury A, Rossi MP (2007) Prevalence of anxiety and depression during

pregnancy in a private setting sample. Arch Womens Ment Health 10: 25-32.

. Rich-Edwards JW, Kleinman K, Abrams A, Harlow BL, McLaughlin 'T]J, et al.

(2006) Sociodemographic predictors of antenatal and postpartum depressive
symptoms among women in a medical group practice. J Epidemiol Community

Health 60: 221-227.

. Bilszta JL, Tang M, Meyer D, Milgrom J, Ericksen J, et al. (2008) Single

motherhood versus poor partner relationship: outcomes for antenatal mental
health. Aust N Z J Psychiatry 42: 56-65.

Fergusson DM, Horwood L], Boden JM (2008) Abortion and mental health
disorders: evidence from a 30-year longitudinal study. Br J Psychiatry 193:
444-451.

Broen AN, Moum T, Bodtker AS, Ekeberg O (2006) Predictors of anxiety and
depression following pregnancy termination: a longitudinal five-year follow-up
study. Acta Obstet Gynecol Scand 85: 317-323.

Bernstein DP, Fink L, Handelsman L, Foote J, Lovejoy M, et al. (1994) Initial
reliability and validity of a new retrospective measure of child abuse and neglect.
Am J Psychiatry 51: 1132-6.

Bifulco A, Brown GW, Harris TO (1994) Childhood Experience of Care and
Abuse (CECA): a retrospective interview measure. J Child Psychol Psychiatry 35:
1419-35.

September 2010 | Volume 5 | Issue 9 | e12942




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


