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Abstract

Background: Dietary factors have been suggested to play a role in the prevention of hypertensive disorders of
pregnancy (HDP), including gestational hypertension and pre-eclampsia, but inconsistent findings have been
reported. A systematic review and meta-analyses were performed to synthesize evidence from observational studies
of reproductive-aged women on the association between dietary factors and HDP.

Methods: MEDLINE and EMBASE were searched to identify studies published until the end of May 2014. Studies
were included if they were observational studies of reproductive-age women and reported results on dietary factors
(energy, nutrients, foods or overall dietary patterns, alone or in combination with dietary supplements) and
gestational hypertension and/or pre-eclampsia. Studies were excluded if they reported on supplements not in
combination with dietary intake, or examined a biomarker of dietary intake. Random effects meta-analyses were
performed on calculated weighted mean differences (WMD) of dietary intake between cases and non-cases, and
effect estimates were pooled.

Results: In total, 23 cohort and 15 case–control studies were identified for systematic review, of which 16 could be
included in the meta-analyses. Based on meta-analyses of cohort studies, unadjusted energy intake was higher for
pre-eclampsia cases (WMD 46 kcal/day, 95% confidence interval (CI) −13.80 to 106.23; I2 = 23.9%, P = 0.26), although
this was not statistically significant. Unadjusted intakes of magnesium (WMD 8 mg/day, 95% CI −13.99 to −1.38;
I2 = 0.0%, P = 0.41) and calcium (WMD 44 mg/day, 95% CI −84.31 to −3.62, I2 = 51.1%, P = 0.03) were lower for the
HDP cases, compared with pregnant women without HDP. Higher calcium intake consistently showed lower odds
for HDP after adjustment for confounding factors (OR = 0.76, 95% CI 0.57 to 1.01, I2 = 0.0%, P = 0.79). A few studies
examining foods and dietary patterns suggested a beneficial effect of a diet rich in fruit and vegetables on
pre-eclampsia, although not all the results were statistically significant.

Conclusions: Based on a limited number of studies, higher total energy and lower magnesium and calcium intake
measured during pregnancy were identified as related to HDP. Further prospective studies are required to provide
an evidence base for development of preventive health strategies, particularly focusing on dietary factors during
pre-pregnancy and early pregnancy.

Please see related article: http://www.biomedcentral.com/1741-7015/12/176/abstract.
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Background
Hypertension represents the most common complication of
pregnancy, affecting up to 15% of pregnancies worldwide
[1,2]. Hypertensive disorders of pregnancy (HDP) include
gestational hypertension, generally defined as new-onset
hypertension (≥140 mmHg systolic or ≥90 mmHg diastolic
blood pressure) arising after 20 weeks’ gestation, and pre-
eclampsia, defined as gestational hypertension accompanied
by proteinuria (excretion of ≥300 mg protein every 24 hours)
[1,3]. These disorders are a major cause of maternal
and perinatal morbidity and mortality [2], and result in
an increased future risk for cardiovascular disease [4,5]
and type 2 diabetes mellitus [4,6] for both mother and
offspring. These lifelong and inter-generational adverse
health consequences highlight the need for identifica-
tion of preventive strategies.
Although the etiology of gestational hypertension and

pre-eclampsia remains largely unclear, evidence suggests
that diet may play a role. HDP are characterized by
metabolic disturbances similar to those found in cardio-
vascular diseases and type 2 diabetes mellitus (T2DM)
including endothelial dysfunction, inflammation, oxida-
tive stress, insulin resistance and dyslipidemia [1,2]. Diet
is a well-known risk factor for cardiovascular disease
and T2DM [7,8]. Furthermore, serum nutrient levels
(such as elevated polyunsaturated fatty acids, and decreased
vitamins C and E, zinc, and iron) have been associated with
increased inflammation, oxidative stress, and dyslipidemia
[9,10]. Nutrient status has also been directly linked with
increased risk of pre-eclampsia, including increased serum
triglyceride and fatty acids, and reduced levels of serum
calcium, vitamin D, magnesium, and zinc [9]. Intervention
trials have examined the effect of single nutrient supple-
mentation in pregnant women on HDP risk, and recently
several systematic reviews and meta-analyses have syn-
thesized the results [11-15]. To date, however, the findings
do not support nutrient supplementation to reduce the
risk of HDP, with the exception of calcium supplementa-
tion [16]. Calcium supplementation during pregnancy is
recommended for prevention of pre-eclampsia in women
with low dietary calcium intake and for those at high risk
(for example, women with diabetes, renal disease, or auto-
immune disease) [17,18]. Evidence from observational
studies on the association between maternal nutrient in-
take and pre-eclampsia is inconsistent based on findings
from two narrative reviews [9,10]. To our knowledge, re-
views so far have summarized evidence on nutrient intake
in relation to pre-eclampsia, but findings on the associ-
ation between a wide range of maternal dietary factors
(nutrients, foods, overall diet) and both gestational hyper-
tension and pre-eclampsia from observational studies have
not been systematically reviewed.
This study aimed to systematically review all evidence

from observational studies in reproductive-age women on
the associations between dietary factors including energy,
nutrients, foods, and overall diet, alone or in combination
with dietary supplements, and gestational hypertension
and pre-eclampsia.

Methods
Systematic review
This review was carried out in accordance with the
Meta-analysis Of Observational Studies in Epidemiology
(MOOSE) guidelines [19]. A systematic search was per-
formed using MEDLINE and EMBASE to identify rele-
vant studies published from 1948 (MEDLINE) or 1966
(EMBASE) until the end of May 2014, using the search
queries shown in Additional file 1: Table S1. The search
was restricted to articles published in English and stud-
ies in human populations. Bibliographies of relevant arti-
cles and reviews were manually screened for additional
potentially relevant studies.
Criteria for inclusion in this systematic review were:

observational studies (including case–control and cross-
sectional, retrospective, and prospective cohort studies) of
women of reproductive age reporting results (in tables or
text) on the association between dietary factor(s) (exposure)
and gestational hypertension and/or pre-eclampsia
(outcome). Dietary factors included intake of energy,
nutrients, or foods, or overall dietary patterns, alone or
in combination with dietary supplements. Studies were
excluded if they reported on dietary supplements not
in combination with dietary intake, or examined a bio-
marker of dietary intake.
Relevance from title and abstract was assessed based

on these inclusion and exclusion criteria. If studies were
considered potentially relevant, the full-text article was
read. Two investigators (GDM and DAJMS) independently
reviewed full-text articles based on inclusion criteria. Any
disagreement was resolved by discussion.

Data extraction
Studies identified were case–control and cohort studies,
for which the following data were extracted: country,
population characteristics, age, sample size, dietary ex-
posure, dietary assessment method, validation and tim-
ing of dietary assessment, outcome, diagnostic criteria,
exclusion criteria, and confounders used in analysis.
For each individual dietary exposure, unadjusted and
adjusted dietary intake data for cases and non-cases as
well as effect estimates for the association between
dietary factors and gestational hypertension and/or
pre-eclampsia were extracted. If information on study
characteristics was missing, definitions were unclear,
or insufficient data were reported and could not be calcu-
lated (for example, missing standard deviation (SD) or con-
fidence interval (CI), dietary intake, or number of cases),
the authors were contacted for clarification or to request
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additional information [20-31]. A total of seven authors
responded, of whom five were able provide additional infor-
mation on study characteristics or results.

Quality assessment
Two reviewers (GDM and DAJMS) independently assessed
the risk of bias using the Newcastle-Ottawa Scale (NOS)
for studies included in the systematic review [32]. Selection,
comparability, and outcome assessment were rated for
case–control and cohort studies separately. The rating-
system scores studies from 0 (highest degree of bias) to
9 (lowest degree of bias).

Meta-analysis
Extracted results were pooled in the meta-analyses when
at least two studies reported uniform units of dietary in-
take and associated effect estimates for HDP. Results
were presented using forest plots, separately for case–
control and cohort studies, for each dietary exposure
and each outcome (that is, gestational hypertension,
pre-eclampsia, and gestational hypertension and/or
pre-eclampsia). Dietary intake data were converted
into uniform units when inconsistently reported across
studies (kcal/day for total energy intake; mg/day for cal-
cium, vitamin C, and sodium; g/day for n-3 fatty acids
and mcg/day for vitamin D).
Using the available data, two meta-analyses were per-

formed. 1) For case–control and cohort studies report-
ing unadjusted mean dietary intake with SD or standard
error (SE) for cases and non-cases, the study-specific
weighted mean differences (WMD) with 95% CIs were
pooled, 2) For case–control and cohort studies report-
ing adjusted effect estimates (odds ratio (OR) or relative
risk (RR)) and corresponding 95% CI for a unit increase
in dietary intake or comparing the highest and lowest
categories of intake), these estimates were pooled to
obtain summary estimates for the associations be-
tween dietary factors and gestational hypertension
and/or pre-eclampsia. ORs and RRs were combined
into one meta-analysis if the incidence of the outcome
was ≤10% or the effect estimate was ≥0.5 or ≤2.5 [33].
Random effects models were used, and between-study
heterogeneity was assessed using the χ2 (Cochrane Q)
and I2 statistics [34]. In cases where one large study
dominated the result of a meta-analysis, this study was
excluded in additional analyses to explore how this al-
tered the pooled result. Exploring heterogeneity with
subgroup analysis or meta-regression was not possible
because of the limited number of studies. Publication
bias was assessed via a funnel plot for meta-analyses
including at least five study results. Statistical analyses
were conducted using Stata software (v13.0 (Stata
Corp., College Station, Texas). P < 0.05 was considered
statistically significant.
Results
The systematic literature search identified 1,833 unique
articles. After screening of titles and abstracts, 86 studies
were considered relevant. The full text of these articles
was reviewed, and 38 met the inclusion criteria (Figure 1).
Of these, 17 studies reported results that could not be
pooled in meta-analyses, and were included in the system-
atic review only, while 21 studies reported data that could
be included in meta-analyses for different dietary factors.
Four studies [20,26,35,36] reporting on the association

between nutrient intake and both mild and severe pre-
eclampsia were included as four separate results in meta-
analyses. Another study [22] reported on dietary intake at
11–15, 26, and 34–37 weeks’ gestation. As diet assessed
prior to diagnosis would best predict development of the
disorder, only results on the association between diet
assessed at 11–15 weeks’ gestation and development of
pre-eclampsia were included in the review for this study
[22]. When multiple studies on the same study population
reported results for similar nutrients [20,24,37], the study
with the largest number of women was included [20].

Study characteristics
Study characteristics of the 38 included studies are
presented in Table 1. Women were all recruited dur-
ing pregnancy, and had a mean age between 23 and
29 years. Maternal age was comparable between cases
and non-cases even in non-matched case–control studies
(see Additional file 1: Table S2). In studies comparing
characteristics of cases and non-cases, body mass index
(BMI) and the proportion of nulliparous women were
consistently higher, and gestational age at delivery and in-
fant birth weight were consistently lower, for HDP cases
compared with non-cases (see Additional file 1: Table S2).
Number of pregnant women ranged from 92 to 928 in
case–control studies and from 65 to 63,226 in cohort stud-
ies. The prevalence ranged from 1.7 to 17.3% for gestational
hypertension, and from 1.3 to 7.6% for pre-eclampsia. Diet
was assessed mostly using food frequency questionnaires
(FFQs) (in 21 of 38 studies) that consisted of at least 120
food items and were validated in 16 studies. Outcome
measures were collected from medical records or linkage
with patient registries. In general, diagnostic criteria
were consistent across studies: gestational hypertension was
defined as new-onset hypertension (>140/90 mmHg) after
20 weeks’ gestation, and pre-eclampsia as gestational hyper-
tension accompanied by proteinuria (≥300 mg/24 hours)
(see Additional file 1: Table S3).

Quality assessment
Quality assessment ratings and scores are shown in
Additional file 1: Table S4. Total scores ranged from 3
to 8 for case–control studies and from 4 to 9 for cohort
studies, out of a maximum score of 9. Case definition



Figure 1 Flow diagram for selection of studies included in systematic review and meta-analyses on the association between dietary
factors and gestational hypertension and/or pre-eclampsia. Articles reporting on both gestational hypertension and pre-eclampsia were
included as two separate studies, and the number of studies suitable for pooling of results varied for the different dietary factors. (a) No desirable
outcome, for example, combined pre-eclampsia with disorders other than gestational hypertension or examined oxidative stress or blood
pressure in pregnancy; (b) No desirable exposure, that is, not reported on dietary intake as exposure.
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and outcome assessment were of high quality and defined
using hospital records in the majority of studies. In
addition, most cohort studies used dietary recall or a vali-
dated FFQ to assess dietary intake. Main concerns included
1) comparability of cases and non-cases on basis of design
or analysis (the majority of case–control studies and half of
the cohort studies did not match or adjust for important
confounding factors including maternal age, hypertension
prior to pregnancy, and parity); 2) exposure ascertainment
in case–control studies (most studies used non-validated
general questionnaires to assess dietary intake); and 3)
representativeness of the study samples (no information
on non-response rates in case–control studies, and se-
lection bias or insufficient information on derivation of
the sample in most cohort studies).
Associations between nutrient intake and hypertensive
disorders of pregnancy
Results on differences in nutrient intake between HDP
cases and non-cases are shown in Additional file 2, and
associations between nutrient intake and HDP adjusted for
confounding factors in Additional file 3. Results for most
nutrients were sparse, inconsistent, or not statistically or
clinically significant (Additional files 2 and 3, meta-analyses
results not shown), with the exception of total energy,
magnesium, and calcium intake which are described in
more detail below.

Total energy intake
Five case–control studies [21,28,52,55,56] and ten co-
hort studies [20,22,24,37,40,42-44,49,50] reported on the



Table 1 Characteristics of studies included in the systematic review

Diet assessment

Reference Country N Cases, n (%) Population characteristics Age, yearsa Method Period Course Outcome

Cohort studies

Brantsæter
et al., 2011 [20]

Norway 33,399 1,755 (5.3) Mild
PE: 997 (3.0)
Severe PE: 514
(1.5) Unclassified
PE: 244 (0.7)

Nulliparous pregnant women
recruited through a nationwide
postal invitation in connection with
their first routine ultrasonography
examination between 2002 and 2008

28.4 ± 4.4 255-item FFQb 17 to 22 weeks’
gestation

Diet only PEc

Goodarzi Khoigani
et al., 2012 [22]

Iran 584 23 (3.9) Pregnant women referred to 18
health centers and 12 private offices
in Isfahan between 2009 and 2010

Cases: 26.48 ± 4.21;
non-cases:
25.60 ± 4.44

48-hour dietary
recall

11 to 15, 26, and
34 to 37 weeks’
gestation

Diet with
supplements

PE

Haugen et al.,
2009 [24]

Norway 23,423 1,267 (5.4) Nulliparous pregnant women
recruited through a nationwide
postal invitation in connection with
their first routine ultrasonography
examination between 2002 and 2008

58% of women
age range: 20
to 29

255-item FFQb 17 to 22 weeks’
gestation

Diet with
and without
supplements

PEc

Klemmensen
et al., 2009 [26]

Denmark 57,346 All subtypes:
1,487 (2.6) Severe
PE: 337 (0.6)

Pregnant women recruited when
first visiting their general practitioner
because of pregnancy between 1996
and 2002

NR 360-item FFQb 25 weeks’
gestation

Diet with
supplements

PEc

Qiu et al., 2008
[29]

USA 1,538 64 (4.2) Pregnant women attending prenatal
care clinics affiliated with Swedish
Medical Center and Tacoma General
Hospital in Seattle and Tacoma,
Washington between 1996 and 2002

Mean ± SE:
32.2 ± 0.1

122-item FFQb First trimester Diet only PE

Triche et al.,
2008 [30]

USA 1,681 63 (3.7) Pregnant women recruited between
1996 and 2000 from 56 obstetric
practices and 15 clinics associated
with six hospitals in Connecticut
and Massachusetts

Majority of
women: range:
25 to 34

Interview
(chocolate foods
and drinks)

Mean: 14.9 weeks’
gestation (range
6.1 to 24.3)

Diet only PE

Saftlas et al.,
2010 [31]

USA 2,508 PE: 60 (2.4)
GH: 161 (6.4)

Pregnant women recruited at their
first prenatal visit between 1988
and 1991 at 13 prenatal care
practices in Connecticut

Majority range:
25 to 34

Interview
(chocolate foods
and drinks)

First and third
trimester

Diet only PE and
GH

Geraldo Lopes
Ramos et al.,
2006 [35]

Brazil 1,052 Mild PE: 52 (4.9);
severe PE: 16
(1.5); GH: 36 (3.4)

Women who gave birth at Hospital
de Clínicas de Porto Alegre

Mean sge: GH
cases 26.1; mild PE
cases 28.1; severe
PE cases 23.3;
non-cases 25.2

Dietary interview 1 day after delivery
(retrospective,
during pregnancy)

Diet only PE and
GH

Borgen et al.,
2012 [37]

Norway 32,933 1,703 (5.2) Nulliparous pregnant women
recruited through a nationwide
postal invitation in connection with
their first routine ultrasonography
examination between 2002 and 2008

51% of women;
age range: 25 to 29

255-item FFQb 17 to 22 weeks’
gestation

Diet only PEc
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Table 1 Characteristics of studies included in the systematic review (Continued)

Brantsæter
et al., 2009 [38]

Norway 23,423 1267 (5.4) Nulliparous pregnant women
recruited through a nationwide
postal invitation in connection with
their first routine ultrasonography
examination between 2002 and 2008

58% of women;
age range: 20 to 29

255-item FFQb 17 to 22 weeks’
gestation

Diet only PEc

Chavarro et al.,
2011 [39]

Denmark 63,226 2,206 (3.49) Pregnant women recruited when
first visiting their general practitioner
because of pregnancy between 1998
and 2003

29 ± 4 360-item FFQb 25 weeks’
gestation

Diet only PE

Clausen et al.,
2001 [40]

Norway 3,133 85 (2.7);
early-onset PE: 27
(0.9); late-onset
PE: 58 (1.8)

Caucasian pregnant women,
representing all socioeconomic
classes, delivering between 1994
and 1996 at Aker Hospital in Oslo

Cases 29.2 ± 4.9;
non-cases 29.9 ± 4.5

180-item FFQb Early second
trimester

Diet with
supplements

PE

Longo-Mbenza
et al., 2008 [41]

Congo 238 PE: 7 (2.9) GH:
4 (1.7)

Pregnant women admitted to the
Evangelical Hospital of Kimpese,
located in a rural area, between
2002 and 2003

Cases: 25.5 ± 7.2;
non-cases: 27.4 ± 6.4

Questionnaire
(vegetables
and meat)

First trimester Diet only PE and/or
GH

Morris et al.
2001 [42]

USA 4,314 PE : 326 (7.6)
GH: 747 (17.3)

Nulliparous pregnant women
enrolled in a randomized clinical trial
seeking prenatal care at university
medical centers and affiliated
clinics/hospitals in five communities

84% of women
mean: <25

24-hour dietary
recall

13 to 21 weeks’
gestation

Diet with
supplements

PEc and
GH

Oken et al.,
2007 [43]

USA 1,718 PE: 59 (3)
GH: 119 (7)

Pregnant women recruited at eight
offices of Harvard Vanguard Medical
Associates, a large multispecialty
urban/suburban group practice
in eastern Massachusetts, at first
prenatal visit between 1999 and 2002

~90% of women
age range: 20 to 40

>140-item FFQb First trimester Diet with
and without
supplements

PE and
GH

Olafsdottir et al.,
2006 [44]

Iceland 488 PE: 19 (3.9) GH:
30 (6.1)

Randomly selected pregnant
women, attending a routine first
visit at the Center of Prenatal Care
in Reykjavik from 1999 to 2001

GH cases 29 ± 6;
PE cases; 26 ± 4;
non-cases: 28 ± 5

150-item FFQb 11 to 15 weeks’
gestation

Diet with
supplements

PE and/or
GH

Ortega et al.,
1999 [45]

Spain 82 6 (7.3) Pregnant women who were to
deliver at the Cuenca INSALUD
Hospital in Cuenca city area
between 1990-1991

Non-cases: 27.0 ± 3.9;
cases; 26.2 ± 3.4

5-day dietary
record

Third trimester Diet with
and without
supplements

GH

Richardson
et al., 1995 [46]

USA 9,291 83 (3.8)
(black women)
and 185 (2.6)
(white women)

Pregnant women who are members
of a prepaid medical insurance plan,
residing in the Oakland area of
California and who delivered
between 1959 and 1967

Majority range:
20 to 34

Interview
(glasses of milk
per day)

During pregnancy Diet with
and without
supplements

PE

Rifas-Shiman
et al., 2009 [47]

USA 1,777 60 (3.4) Pregnant women recruited at eight
offices of Harvard Vanguard Medical
Associates, a large multispecialty
urban/suburban group practice in
eastern Massachusetts, at first
prenatal visit between 1999 and 2002

64% of women
range: 25 to 35

166-item FFQb First and second
trimester

Diet only PE
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Table 1 Characteristics of studies included in the systematic review (Continued)

Rumbold
et al., 2005 [48]

Australia 229 38 (12) GH or
PE, 20 (7) GH,
17 (5) PE

Women attending the antenatal
clinic of the Women’s and Children’s
Hospital for routine antenatal care in
Adelaide between April and July 2001

Cases: 28 ± 5 cases;
non-cases: 28 ± 5

166-item FFQb Mid to late
pregnancy

Diet with
supplements

PE or GH

Skajaa et al.,
1991 [49]

Denmark 965 13 (1.3) Women recruited when attending
one of two antenatal clinics in
Aarhus between 1988 and 1989

Median (range):
28.7 (18 to 45)

Interview 30 weeks’ gestation
(retrospective,
previous 3 months)

Diet with
supplements

PE

Tande et al.,
2013 [50]

USA 65 13 (20) Nulliparous pregnant women
recruited at the time of their first
prenatal visit at a local obstetrics clinic

Mean ± SE:
non-cases:
24.2 ± 0.62;
cases: 25.3 ± 0.72

78-item FFQ <14 weeks’
gestation

Diet with
supplements

PE or GH

Timmermans
et al., 2011 [51]

Netherlands 3,187 PE: 58 (1.8) GH:
165 (5.2)

Pregnant women living in Rotterdam
delivering between 2002 and 2006

31.6 ± 4.0 293-item FFQb Early pregnancy
(median 13.5 wks,
IQR 3.4)

Diet only PE and
GH

Case–control
studies

Frederick et al.,
2005 [21]

USA 511 172 cases, 339
controls

Women delivering at Swedish
Medical Center and Tacoma General
Hospital in Washington between
1998 and 2001. Controls were
normotensive women, delivering
on the same day as a case, matched
for parity and maternal age

Mean ± SEM: cases:
29.9 ± 0.5; controls:
30.6 ± 0.3

121-item FFQb During postpartum
hospital stay
(retrospectively,
12 months prior
to delivery)

Diet only PE

Gulsen et al.,
2012 [23]

Turkey 247 92 cases,
155 controls

Pregnant women from Konya and
neighboring cities hospitalized with
pre-eclampsia at a clinic between
2004 and 2005. Controls were
healthy pregnant women visiting
the same institute for routine control

Range: 20 to 34:
65% of cases;
88% of controls

Questionnaire
(7 food groups)

During pregnancy Diet only PE

Kesmodel
et al., 1997 [25]

Denmark 764 PE 43 cases,
256 controls
GH: 179 cases,
256 controls

Population-based nested case–control
study of women who delivered at
Aarhus University hospital between
1989 and 1991. Controls were evenly
distributed over and covering all
months of the period corresponding
to the recall time in the case groups

NR FFQ Postpartum
(retrospective,
during pregnancy)

Diet with
supplements

PE and
GH

Marcoux et al.,
1991 [27]

Canada 928 PE: 172 (505
controls) GH: 251
(505 controls)

Pregnant women who delivered in
Quebec City or Montreal between
1984 and 1986. Controls were
women who delivered immediately
after the case in the same hospital
and had not more than one
elevated blood pressure reading
after 20 weeks of pregnancy

PE cases: 26.0 ± 4.8;
GH cases: 26.2 ± 4.3;
controls: 26.1 ± 4.2

20-item FFQ
(dairy foods only)

After delivery
(retrospective, first
20 weeks’ gestation)

Diet only PEc and
GH
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Table 1 Characteristics of studies included in the systematic review (Continued)

Paknahad et al.,
2008 [28]

Iran 92 46 cases, 46
controls

Pregnant women attending Al-Zahra
and Shaheed Beheshti hospitals in
Isfahan. Controls were normotensive
pregnant women matched for age
and parity

Mean ± SE: cases:
26.5 ± 0.89; controls:
24.6 ± 0.72

FFQ and 24-hour
dietary recall

Mean ± SD
33.7 ± 2.7 weeks’
gestation

Diet only PE or GH

Wei et al.,
2009 [36]

Canada 337 92 cases (69
severe PE; 23
mild PE), 245
controls

Nulliparous pregnant women
recruited within 48 hours after
delivery in four hospitals in Quebec.
Controls were normotensive
pregnant women delivering
during the same period as the case

Cases: 29.0 ± 5.2; controls:
29.1 ± 5.3

Questionnaire Within 48 hours
after delivery

Diet only PE

Al et al.,
1994 [52]

Netherlands 116 29 cases, 87
controls

Nested case–control study of
pregnant women recruited at
hospitals in the Maastricht region.
Cases were matched for parity
and hospital with controls with an
uncomplicated pregnancy who
delivered around the same time

Mean ± SEM:
controls: 28.5 ± 0.35;
cases: 27.9 ± 0.54

FFQ and diet
history

22 weeks’
gestation

Diet only PE

Atkinson et al.,
1998 [53]

Zimbabwe 374 180 cases,
194 controls

Pregnant women delivering at one
of nine clinics from the Harare
Maternity Hospital located in suburbs
of Harare city, between 1995 and
1996. Most patients were from poor
urban areas or migrated between
rural and urban areas. The first
healthy women admitted after
each case was used as a control

Cases: 25.6 ± 6.4;
controls: 24.8 ± 7.9

Questionnaire
(meat, poultry, fruit,
fish, vegetables,
and dairy)

During postpartum
hospital stay
(retrospectively,
month prior
to birth)

Diet only PEc

Duvekot et al.,
2002 [54]

Netherlands NR 163 cases Pregnant women selected from a
computer database and patient
charts in two hospitals between
1991 and 1996. Controls were
matched for age and delivery date

Median ± SD: cases:
28 ± 1; controls:
28 ± 0.3

Questionnaire
(milk consumption
and calcium
supplement use)

During pregnancy Diet with
supplements

PEc

Kazemian et al.,
2013 [55]

Iran 263 113 cases,
150 controls

Pregnant women referred to Shahid
Akbarabadi Hospital between
January and May 2011. Controls
were pregnant women with normal
blood pressure referred to this
hospital for prenatal care,
matched for gestational age

Cases: 28.73 ± 6.04;
controls:
25.36 ± 4.84

148-item FFQb At diagnosis
(retrospectively,
past 3 months)

Diet with
supplements

GH

Reyes et al.,
2012 [56]

Colombia 402 201 cases,
201 controls

Pregnant women recruited from six
Colombian cities between 2006 and
2009. Healthy pregnant controls
were matched for age and selected
from the same city of residence and
the same hospital of delivery as
the case

Cases: 26.45 ± 7.22;
controls: 26.71 ± 7.21

90-item FFQb Before delivery
(retrospective,
last 12 months)

Diet only PE
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Table 1 Characteristics of studies included in the systematic review (Continued)

Richards et al.,
2014 [57]

South Africa 192 96 cases,
96 controls

Women who delivered at the
Maternity Centre at Groote Schuur
Hospital and Mowbray Maternity
Hospital in Cape Town between
January and November 2010.
Healthy pregnant women who
delivered a live infant were matched
with cases by ethnicity, gravidity,
age, and gestational age at delivery

Cases: 24 ± 4.3;
controls: 24 ± 4.4

Questionnaire After delivery Diet only PE

Schiff et al.,
1996 [58]

USA 138 48 cases,
90 controls

Pregnant women admitted to the
EH Crump Women’s Hospital in
Memphis, Tennessee between
January 1994 and April 1995. Normal
outpatients with no evidence of
hypertension or proteinuria either
at recruitment or delivery in the
third trimester served as controls

Cases: 21.5 ± 5.4;
controls: 20.1 ± 4.4

>100-item
questionnaire

During pregnancy Diet with
and without
supplements

PEc

Sharbaf et al.,
2013 [59]

Iran 140 40 cases,
100 controls

Nulliparous pregnant women
recruited within 48 hours after
delivery in two hospitals in Tehran.
Controls were normotensive
pregnant women delivering
during the same time as the case

Cases: 28 ± 4.1;
controls: 27 ± 5

Questionnaire Within 48 hours
after delivery

Diet only PE

Zhang et al.,
2002 [60]

USA 368 109 cases,
259 controls

Women delivering at Swedish
Medical Center and Tacoma General
Hospital in Washington between
1998 and 2000. Controls were
normotensive women, delivering
on the same day of a case

Mean ± SEM: :
cases: 31.1 ± 0.6;
controls: 29.9 ± 4.5

121-item FFQb During postpartum
hospital stay
(retrospectively,
12 months prior
to delivery)

Diet only PE

FFQ, food frequency questionnaire; GH, gestational hypertension; NR, not reported; PE, pre-eclampsia; SD, standard deviation; SE, standard error; SEM, standard error of the mean.
aAge reported as mean ± SD unless indicated.
bValidated dietary assessment.
cPre-eclampsia/eclampsia.
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difference in unadjusted total energy intake between
women with and without HDP (Additional file 2). Of
these, four case–control studies [28,52,55,56] and seven
cohort studies [20,22,40,42-44,50] were included in the
meta-analysis (Figure 2a and b, respectively). Results from
case–control studies were inconsistent, and did not show
an association between energy intake and HDP. Findings
from cohort studies indicated that pre-eclampsia cases re-
ported an energy intake of 46 kcal/day higher than women
without pre-eclampsia (95% CI −13.80 to 106.23; I2 =
23.9%, P = 0.26), although this was not statistically signifi-
cant. As the result for pre-eclampsia was dominated
(weight 69%) by findings from a large prospective cohort,
the Norwegian Mother and Child Cohort Study (MoBa)
[20], we additionally present the forest plot excluding this
study (see Additional file 1: Figure S1). With this exclusion,
the difference in total energy intake between pre-
eclampsia cases and non-cases became slightly larger and
statistically significant (87 kcal/day, 95% CI 5.99 to 168.11;
I2 = 0.0%, P = 0.45). Exclusion of the MoBa study did not
alter the overall non-significant result for HDP.
Only two studies reported multivariate results [40,55]

(Additional file 3; see Additional file 1: Table S5), that could
not be pooled because of different units of exposure. Results
from a Norwegian prospective cohort study [40] showed
higher odds for developing pre-eclampsia with higher early
second trimester energy intake (OR= 3.7, 95% CI 1.5 to 8.9,
highest versus lowest quartile). Kazemian et al. [55] re-
ported a positive association between higher energy in-
take and gestational hypertension in a case–control
study (OR = 1.33, 95% CI 1.17 to 1.52, per 200 kcal).

Magnesium
Two case–control studies [21,55] and four cohort studies
[22,42,43,49] reported on unadjusted magnesium intake in
women with and without HDP (Additional file 2), of
which three cohort studies [22,42,43] could be included
in the meta-analysis (Figure 3). Pooled results revealed
statistically significantly lower mean magnesium intake of
8 mg/day for women with HDP (95% CI −13.99 to −1.38;
I2 = 0.0%, P = 0.41).
Five studies [21,42,43,49,55] reported multivariate re-

sults for the association between magnesium intake and
HDP (Additional file 3; see Additional file 1: Table S5).
Estimates could not be pooled in meta-analysis because of
different units of exposure. Studies consistently trended
towards an inverse association between magnesium intake
and gestational hypertension [42,43,55] and pre-eclampsia
[21,42,43,49], although this was not statistically significant
(Additional file 3).

Calcium
Of seven case–control studies [21,25,27,28,35,55,56]
and six cohort studies [20,22,42,43,45,50] reporting on
unadjusted calcium intake in HDP cases and non-
cases, three case–control studies [28,55,56] and seven
cohort studies [20,22,35,42,43,45,50] could be included
in the meta-analysis (Figure 4a and b, respectively).
Results from case–control studies consistently showed
lower reported calcium intake for HDP cases compared
with non-cases, but the pooled result was not statistically
significant (WMD = −39.89, 95% CI −109.52 to 29.75;
I2 36.6%; P = 0.21). Results from cohort studies showed
borderline significantly lower reported mean calcium intake
of 56 mg/day (95% CI −120.69 to 8.06) for pre-eclampsia
cases compared with non-cases, with moderate between-
study heterogeneity (I2 = 61.2%, P = 0.02). An overall mean
difference of 44 mg/day was found for women with HDP
(95% CI −84.31 to −3.62) with significant between-study
heterogeneity (I2 = 51.1%, P = 0.03).
Four case–control studies [21,25,27,55] and two cohort

studies [42,43] reported adjusted estimates for the associ-
ation between calcium intake and HDP (Additional file 3;
see Additional file 1: Table S5), of which three case–
control studies [21,25,27] could be included in the
meta-analysis (Figure 5). Calcium intake in the high-
est (>1600 mg/day approximately) compared with the
lowest (<1000 mg/day approximately) quintile consis-
tently showed lower odds for gestational hypertension
(OR = 0.63, 95% CI 0.41 to 0.97; I2 = 0.0%, P = 0.53) and
overall HDP (OR = 0.76, 95% CI 0.57 to 1.01; I2 = 0.0%,
P = 0.79).
Interpretation of the funnel plots for the association

between energy, magnesium and calcium and HDP showed
no suggestion of publication bias (P-values for Egger's test
for small-study effects all >0.05, data not shown).
Associations between food groups/dietary patterns and
hypertensive disorders of pregnancy
Results for unadjusted and adjusted associations between
food groups and overall dietary patterns and HDP suggested
beneficial effects of fruit and vegetable consumption
(Additional file 4). These studies could not be pooled
in a meta-analysis because of differences in the foods
or patterns examined or different units of exposure.
Fruit and vegetables
Six case–control [21,23,53,56,57,60] and four cohort
studies [26,37,40,41] examined the association between
fruit and/or vegetable consumption and pre-eclampsia
(Additional file 4). Two case–control studies (based
on one study population) [21,60] and two cohort stud-
ies [26,37], all adjusting for confounding factors (see
Additional file 1: Table S5), consistently suggested a bene-
ficial effect of higher fruit and/or vegetable consumption
on pre-eclampsia, although they were not all statisti-
cally significant.
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(See figure on previous page.)
Figure 2 Difference in unadjusted total energy intake (kcal/day) between cases (gestational hypertension, pre-eclampsia and
gestational hypertension or pre-eclampsia) and non-cases (reference) reported in case–control studies and cohort studies. For each
study, the center of each square indicates the weighted mean difference (WMD), and the horizontal line indicates the 95% confidence interval;
the area of the square is proportional to the weight that the individual study contributes to the overall pooled mean difference; and the
diamonds are pooled mean differences (for each outcome and overall). (a) Case–control studies. Meta-analysis of 4 studies from 4 articles with
data from 873 pregnant women, including 113 gestational hypertension, 230 pre-eclampsia, and 46 gestational hypertension or pre-eclampsia
cases. (b) Cohort studies. Meta-analysis of 10 studies from 7 articles with data from 43,701 pregnant women, including 896 gestational
hypertension, 2,267 pre-eclampsia, and 13 gestational hypertension or pre-eclampsia cases.
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Dietary patterns
Only three studies reported on the associations between
overall dietary patterns and HDP [38,47,51]. In the MoBa
study (23,423 women, including 1,267 pre-eclampsia cases)
[38] inverse associations were found with development of
pre-eclampsia in women with high scores on a dietary pat-
tern (identified by factor analysis) characterized by vegeta-
bles, plant foods, and vegetable oils (third versus first tertile
OR = 0.72, 95% CI 0.62 to 0.85), and higher odds of pre-
eclampsia were found in women with a dietary pattern
characterized by processed meat, salty snacks, and
sweet drinks (OR = 1.21, 95% CI 1.03 to 1.42). Studies by
Timmermans et al. [51] (3,187 women, including 165
Figure 3 Difference in unadjusted magnesium intake (mg/day) betwe
non-cases (reference) reported in cohort studies. For each study, the ce
and the horizontal line indicates the 95% confidence interval; the area of th
contributes to the overall pooled mean difference; and the diamonds are p
of 5 studies from 3 articles with data from 6,616 pregnant women, includin
gestational hypertension and 58 pre-eclampsia cases)
and Rifas-Shiman et al. [47] (1,777 women, including
60 pre-eclampsia cases) were smaller and less conclu-
sive. In the Generation R study [51], an association was
found between low adherence to a Mediterranean-style
dietary pattern and high adherence to a traditional dietary
pattern, identified by factor analysis and higher blood
pressure during pregnancy, but these patterns were not
associated with gestational hypertension or pre-eclampsia
outcomes. In the US cohort study Project Viva [47], diet
quality, as measured by the Alternate Healthy Eating Index
slightly modified for pregnancy (AHEI-P), was not as-
sociated with pre-eclampsia (OR = 0.96, 95% CI 0.84 to
en cases (gestational hypertension and pre-eclampsia) and
nter of each square indicates the weighted mean difference (WMD),
e square is proportional to the weight that the individual study
ooled mean differences (for each outcome and overall). Meta-analysis
g 866 gestational hypertension and 408 pre-eclampsia cases.
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Figure 4 Difference in unadjusted calcium intake (mg/day) between cases (gestational hypertension, pre-eclampsia and gestational
hypertension or pre-eclampsia) and non-cases (reference) reported in case–control and cohort studies. For each study, the center of each
square indicates the weighted mean difference (WMD) and the horizontal line indicates the 95% confidence interval; the area of the square is
proportional to the weight that the individual study contributes to the overall pooled mean difference; the diamonds are pooled mean
differences (for each outcome and overall). (a) Case–control studies. Meta-analysis of 3 studies from 3 articles with data from 757 pregnant
women, including 113 gestational hypertension, 201 pre-eclampsia, and 46 gestational hypertension or pre-eclampsia cases. (b) Cohort studies.
Meta-analysis of 11 studies from 7 articles with data from 41,214 pregnant women and 908 gestational hypertension, 2,231 pre-eclampsia and 13
gestational hypertension or pre-eclampsia cases. (a) Mild pre-eclampsia; (b) severe pre-eclampsia (for definition, see Additional file 1: Table S3).
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1.10, 5 point increase) when assessed in the first tri-
mester, but slightly lowered the odds of developing
pre-eclampsia when assessed in the second trimester
of pregnancy (OR = 0.87, 95% CI 0.76 to 1.00).

Discussion
This study shows the sparse body of evidence from
observational studies published on the associations
between dietary factors and HDP. Meta-analyses of cohort
studies showed higher unadjusted reported energy intake
(46 kcal/day) for pr-eeclampsia cases and lower intake of
magnesium (8 mg/day) and calcium (44 mg/day) for HDP
Figure 5 Adjusted association between calcium intake (highest versu
disorders of pregnancy based on case–control studies. Meta-analysis o
including 430 gestational hypertension and 387 pre-eclampsia cases. For ea
horizontal line indicates the 95% confidence interval; the area of the squar
the overall pooled odds ratios; and the diamonds are pooled odds ratios (f
cases, compared with non-cases. Meta-analysis of multivar-
iable results showed an inverse association between calcium
intake and both gestational hypertension and overall HDP.
Systematic review of a few studies examining foods
and dietary patterns suggests a beneficial effect on pre-
eclampsia of a diet rich in fruit and vegetables.
To our knowledge, this is the first systematic review

and meta-analysis of observational studies examining the
association between dietary factors and gestational hyper-
tension or pre-eclampsia. Our review covered a wide range
of dietary factors, including intake of total energy, nutrients,
foods, and overall dietary patterns. Intervention studies
s lowest category of intake (reference) and hypertensive
f 5 studies from 3 articles with data from 2,203 pregnant women,
ch study, the center of each square indicates the odds ratio, and the
e is proportional to the weight that the individual study contributes to
or each outcome and overall).



Schoenaker et al. BMC Medicine 2014, 12:157 Page 15 of 18
http://www.biomedcentral.com/1741-7015/12/157
have examined supplementation of single nutrients during
pregnancy; however, evidence from observational studies of
a range of dietary factors representing habitual intake may
contribute to development of practical dietary guidelines
for pregnant women.
Our study also has several limitations. There was sub-

stantial heterogeneity beween studies examining differ-
ences in calcium intake between women with and without
HDP, which could not be further explored by subgroup
analysis because of the limited number of studies. Possible
explanations include differences in population characteristics
(ethnicity, nutrient deficiencies, economic development,
lifestyle), HDP severity, or dietary assessment methods
and timing (prior to or after diagnosis). Moreover, causal
relationships cannot be inferred from observational stud-
ies. Randomized controlled intervention trials are more
likely to minimize confounding; however, it is practically
impossible to conduct long-term controlled trials examin-
ing intake of a range of nutrients and foods or overall diets
as the exposure.
The quality of the present review is determined by the

validity of the individual studies included. Firstly, diet
was assessed using a validated FFQ in 16 of 38 studies;
however, questionnaires were not validated for use in
pregnant women in most studies. The presence of random
and systematic measurement errors in self-reported
dietary intake could attenuate the associations found,
and reduce the statistical power to detect an association.
In addition, timing of dietary assessment was not prior
to, but at or after diagnosis in case–control studies
[21,23,25,27,28,36,52-60] and two retrospective cohort
studies [35,49], which may have caused recall bias.
Additionally, dietary assessment methods differed between
studies (FFQs, dietary interviews, recalls, or records). A
dietary recall may more accurately assess actual nutrient
intake compared with an FFQ; however, possible hetero-
geneity in pooled results due to different dietary assessment
methods used could not be formally tested because of the
limited number of studies. Secondly, even though results
from unadjusted meta-analysis were generally consistent
with study results adjusted for confounding factors, studies
may have failed to control for key confounding factors.
Most studies adjusted for maternal age, parity, BMI,
smoking, socioeconomic status, and total energy intake,
and some adjusted for ethnicity and other dietary factors,
but very few adjusted for factors such as HDP in previous
pregnancy, or multiple pregnancy, gestational age, and
physical activity, which are important determinants of
HDP [3]. Furthermore, HDP are heterogeneous, and there
may be etiological differences according to severity and
timing of onset between disorders; however, few studies
reported results for these subtypes separately. Four studies
examining subtypes suggested a more pronounced risk for
severe compared with mild pre-eclampsia for lower intake
of calcium [35], vitamin C [26], and probiotics [20], and
higher consumption of tea [36]. Clausen et al. found a
significant trend towards increasing intake of energy and
sucrose across categories without pre-eclampsia, late-onset
pre-eclampsia, and early-onset pre-eclampsia [40]. The
magnitude of associations between dietary factors and
HDP might therefore not be generalizable to all subtypes
of HDP. In meta-analysis of cohort studies on difference
in calcium intake between HDP cases and non-cases, only
the study by Geraldo Lopes Ramos et al. reported on mild
and severe pre-eclampsia separately, showing a stronger
and statistically significant association of lower calcium
intake with severe pre-eclampsia compared with mild
pre-eclampsia [35]. Exclusion of the result on severe
pre-eclampsia from meta-analysis reduced the signifi-
cant between-study heterogeneity for pre-eclampsia and
HDP, as well as the statistically significant overall results
of lower calcium intake for HDP cases compared with
non-cases. Even though not all results were statistically
significant, the mostly consistent direction of lower
magnesium and calcium intake for HDP cases compared
with non-cases may indicate overlapping pathophysio-
logical mechanisms for dietary factors influencing gesta-
tional hypertension and pre-eclampsia, but this requires
further research.
Several mechanisms could explain the associations

found between dietary factors and HDP. The higher en-
ergy intake for women with HDP compared with women
without HDP may reflect an imbalance between energy
intake and expenditure, which could lead to overweight/
obesity, a potential risk factor for HDP.
The lower reported magnesium intake for HDP cases

compared with non-cases is in line with lower serum
magnesium levels found in women with pre-eclampsia
in some studies [10]. Magnesium may lower blood pres-
sure by changing nitric oxide synthesis [61]. In addition,
it has been suggested that lower magnesium intake may
reduce the prostacyclin:thromboxane ratio, and thereby
influence HDP [62].
We also observed lower reported calcium intake for

women with HDP compared with women without HDP.
Although this was not statistically significant after ad-
justment for confounding factors, studies consistently
showed decreased odds for pre-eclampsia with higher
calcium intake. It has been hypothesized that calcium in-
fluences HDP by reducing parathyroid hormone concen-
tration, leading to lower intracellular free calcium levels,
which results in smooth muscle contractility and vaso-
constriction [63]. Calcium has also been shown to affect
uteroplacental and fetoplacental blood flow by reducing
resistance in the uterine and umbilical arteries [64].
Studies in this review examining foods and dietary

patterns suggested a beneficial effect on pre-eclampsia
of a diet high in fruit and/or vegetables. Inflammation and
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endothelial dysfunction may play a role in the develop-
ment of HDP, and lower concentrations of inflammatory
markers have been found to be associated with consump-
tion of a diet rich in fruit and vegetables [65,66]. Fruit and
vegetables are low in fat and calories, and are important
sources of nutrients related to hypertension in non-
pregnant populations including dietary fiber, calcium,
magnesium, potassium, and vitamins C [67].
Apart from intake of total energy, magnesium, calcium,

and fruit and vegetables, consumption of other nutrients
and foods were not associated with HDP. This may be due
to the studies including low-risk populations in which nu-
trient deficiencies are rare and women regularly take multi-
vitamin supplements [68], or due to lack of heterogeneity
of intake in most well-nourished populations, reducing the
ability to detect an association with HDP [42]. Further stud-
ies in different populations are needed to examine a range
of nutrients and foods in relation to HDP.
Reported differences in total energy, calcium, and magne-

sium intake between gestational hypertension or pre-
eclampsia cases and non-cases were small, suggesting that
small changes in intake of these nutrients would suppress
any differences. Reducing total energy intake and increasing
intakes of magnesium and calcium are in line with national
dietary guidelines [69] promoting a healthy weight and
consuming more fruits, vegetables, and fat-free and
low-fat dairy products.
In line with our findings, two narrative reviews both

concluded that evidence on the role of diet and HDP is
very limited, with no compelling evidence from interven-
tion or observational studies for an association between
maternal nutrient intake or nutrient supplementation
and pre-eclampsia risk, with the exception of calcium
supplementation in high-risk populations and in women
with calcium deficiency [9,10]. In the majority of studies
included in meta-analysis of WMD of calcium intake,
the reported intake was in line with the recommended
intake (>1000 mg/day [70]), with the exception of three
studies [22,35,45]. These studies showed the largest dif-
ference in calcium intake between HDP cases and non-
cases, even though not all were statistically significant.
Only the studies by Ortega et al. [45] and Geraldo Lopes
Ramos et al. [35] showed statistically significantly lower
calcium intake for cases compared with non-cases. Adher-
ence to the recommended calcium intake may therefore
have contributed to between-study heterogeneity even
though this could not be formally tested. This finding is in
line with results from randomized controlled trials showing
reduced pre-eclampsia risk with calcium supplementation
only in populations with low calcium intake. Meta-analysis
of adjusted estimates, however, showed borderline signifi-
cant findings of a reduced HDP risk with higher calcium in-
take (OR = 0.76, 95% CI 0.57 to 1.01) in study populations
with reported calcium intake >1000 mg/day [21,25,27].
In addition to calcium, results from this systematic re-
view and meta-analysis suggest a role for total energy
and magnesium intake in the development of HDP, as
well as a beneficial effect on pre-eclampsia of a diet rich
in fruit and vegetables. Consistent with results from ran-
domized controlled trials on nutrient supplementation, our
results did not show associations between pre-eclampsia
and reported intakes of vitamin D, C, and E, and n-3
polyunsaturated fatty acids [11-13]. A recent meta-analysis
of dietary intervention studies showed a significant ef-
fect of dietary counseling on maternal blood pressure
(systolic blood pressure: standardized mean difference −0.26,
95% CI −0.45 to −0.07; I2 = 0%, P = <0.001, three stud-
ies; and diastolic blood pressure: standardized mean
difference −0.57, 95% CI −0.75 to −0.38; I2 = 0%, P = <0.001,
three studies), but not HDP outcomes [71].

Conclusions
Results from this systematic review and meta-analysis indi-
cate that current evidence from observational studies on
the association between dietary factors and HDP is limited.
The short-term and long-term adverse health outcomes for
both mother and offspring associated with HDP highlight
the importance of identification of preventive strategies.
Based on the cohort studies included in this review, mater-
nal dietary intake of total energy was higher for pre-
eclampsia cases compared with non-cases, although this
was not statistically significant. In line with existing guide-
lines, pregnant women should be advised to avoid exces-
sive energy intake and excessive weight gain during their
pregnancy. Furthermore, data suggest that higher calcium
and magnesium intake and a diet rich in fruit and vegeta-
bles may be beneficial for HDP. Adequate calcium and
magnesium intake may be achieved by increasing intake
of low-fat dairy and fruit and vegetables. There is a
need for well-powered prospective cohort studies and
intervention trials in a range of populations assessing
nutrition prior to and during pregnancy, examining as-
sociations with the different subtypes of HDP.

Additional files

Additional file 1: Additional tables and figures.

Additional file 2: Difference in unadjusted nutrient intake between
pre-eclampsia and/or gestational hypertension cases and non-cases.

Additional file 3: Associations between nutrient intake and
pre-eclampsia and/or gestational hypertension adjusted for
confounding factors.

Additional file 4: Difference in unadjusted food intake between
pre-eclampsia and/or gestational hypertension cases and non-cases
and associations between food consumption and pre-eclampsia
and/or gestational hypertension adjusted for confounding factors.

Abbreviations
BMI: Body mass index; CI: Confidence interval; FFQ: Food frequency
questionnaire; HDP: Hypertensive disorders of pregnancy; MoBa: Norwegian

http://www.biomedcentral.com/content/supplementary/s12916-014-0157-7-s1.pdf
http://www.biomedcentral.com/content/supplementary/s12916-014-0157-7-s2.doc
http://www.biomedcentral.com/content/supplementary/s12916-014-0157-7-s3.doc
http://www.biomedcentral.com/content/supplementary/s12916-014-0157-7-s4.doc


Schoenaker et al. BMC Medicine 2014, 12:157 Page 17 of 18
http://www.biomedcentral.com/1741-7015/12/157
Mother and Child Cohort Study; OR: Odds ratio; RR: Relative risk;
SD: Standard deviation; SE: Standard error; SEM: Standard error of the mean;
WMD: Weighted mean difference.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
DAJMS contributed to design of the study, performed the systematic review
and meta-analysis, and drafted the manuscript. SSS-M contributed to
design of the study, interpretation of the results, and critical revision of
the manuscript for important intellectual content. GDM contributed to design
of the study, systematic review, interpretation of the results, and critical revision
of the manuscript for important intellectual content. All authors read and
approved the final manuscript.

Funding
This work was supported by an International Postgraduate Research Scholarship
(DAJMS) and Australian Research Council Future Fellowship (FT120100812) (GDM).

Author details
1School of Population Health, University of Queensland, Brisbane,
Queensland, Australia. 2Division of Human Nutrition, Wageningen University,
Wageningen, The Netherlands.

Received: 30 June 2014 Accepted: 19 August 2014

References
1. Cunningham FG, Leveno KJ, Bloom SL, Hauth JC, Rouse DJ, Spong CY:

Pregnancy hypertension. In Williams Obstetrics. 23rd edition. USA: McGraw
Hill; 2009.

2. Sibai B, Dekker G, Kupferminc M: Pre-eclampsia. The Lancet 2005, 365:785–799.
3. Steegers EA, von Dadelszen P, Duvekot JJ, Pijnenborg R: Pre-eclampsia.

The Lancet 2010, 376:631–644.
4. Barker DJ: The developmental origins of well-being. Philos Trans R Soc

Lond B Biol Sci 2004, 359:1359–1366.
5. Rich-Edwards JW, Fraser A, Lawlor DA, Catov JM: Pregnancy characteristics

and women's future cardiovascular health: an underused opportunity to
improve women's health? Epidemiol Rev 2014, 36:57–70.

6. Feig DS, Shah BR, Lipscombe LL, Wu CF, Ray JG, Lowe J, Hwee J, Booth GL:
Preeclampsia as a risk factor for diabetes: a population-based cohort
study. PLoS Med 2013, 10:e1001425.

7. Martinez-Gonzalez MA, Bes-Rastrollo M: Dietary patterns, Mediterranean
diet, and cardiovascular disease. Curr Opin Lipidol 2014, 25:20–26.

8. Salas-Salvado J, Martinez-Gonzalez MA, Bullo M, Ros E: The role of diet in the
prevention of type 2 diabetes. Nutr Metab Cardiovasc Dis 2011, 21:B32–B48.

9. Xu H, Shatenstein B, Luo ZC, Wei S, Fraser W: Role of nutrition in the risk
of preeclampsia. Nutr Rev 2009, 67:639–657.

10. Roberts JM, Balk JL, Bodnar LM, Belizán JM, Bergel E, Martinez A: Nutrient
involvement in preeclampsia. J Nutr 2003, 133:1684S–1692S.

11. De-Regil LM, Palacios C, Ansary A, Kulier R, Pena-Rosas JP: Vitamin D
supplementation for women during pregnancy. Cochrane Database Syst
Rev 2012, 2:CD008873.

12. Imhoff-Kunsch B, Briggs V, Goldenberg T, Ramakrishnan U: Effect of n-3
long-chain polyunsaturated fatty acid intake during pregnancy on maternal,
infant, and child health outcomes: a systematic review. Paediatr Perinat
Epidemiol 2012, 26:91–107.

13. Conde-Agudelo A, Romero R, Kusanovic JP, Hassan SS: Supplementation
with vitamins C and E during pregnancy for the prevention of
preeclampsia and other adverse maternal and perinatal outcomes:
a systematic review and metaanalysis. Am J Obstet Gynecol 2011,
204:503.e501-e512.

14. Makrides M, Crowther CA: Magnesium supplementation in pregnancy.
Cochrane Database Syst Rev 2001, 4:CD000937.

15. Duley L, Henderson-Smart D, Meher S: Altered dietary salt for preventing
pre-eclampsia, and its complications. Cochrane Database Syst Rev 2005,
4:CD005548.

16. Patrelli TS, Dall'Asta A, Gizzo S, Pedrazzi G, Piantelli G, Jasonni VM, Modena AB:
Calcium supplementation and prevention of preeclampsia: a meta-analysis.
J Matern Fetal Neonatal Med 2012, 25:2570–2574.
17. Lowe SA, Brown MA, Dekker G, Gatt S, McLintock C, McMahon L, Mangos G,
Moore MP, Muller P, Paech M, Society of Obstetric Medicine of Australia and
New Zealand, Walters B: Guidelines for the management of hypertensive
disorders of pregnancy 2008. [https://www.somanz.org/pdfs/
somanz_guidelines_2008.pdf]

18. World Health Organization: WHO recommendations for prevention and treatment
of pre-eclampsia and eclampsia. Geneva, Switzerland: WHO Press; 2011.

19. Stroup DF, Berlin JA, Morton SC, Olkin I, Williamson GD, Rennie D, Moher D,
Becker BJ, Sipe TA, Thacker SB: Meta-analysis of observational studies in
epidemiology. JAMA 2000, 283:2008–2012.

20. Brantsaeter AL, Myhre R, Haugen M, Myking S, Sengpiel V, Magnus P,
Jacobsson B, Meltzer HM: Intake of probiotic food and risk of
preeclampsia in primiparous women: the Norwegian Mother and Child
Cohort Study. Am J Epidemiol 2011, 174:807–815.

21. Frederick IO, Williams MA, Dashow E, Kestin M, Zhang C, Leisenring WM:
Dietary fiber, potassium, magnesium and calcium in relation to the risk
of preeclampsia. J Reprod Med 2005, 50:332–344.

22. Goodarzi Khoigani M, Paknahad Z, Mardanian F: The relationship between
nutrients intake and preeclampsia in pregnant women. J Res Med Sci
2012, 17:S210–S217.

23. Gulsen S, Guner A: Nutrition habits and blood test results of preeclamptic
and healthy pregnant women. J Res Med Sci 2012, 6:175–180.

24. Haugen M, Brantsaeter AL, Trogstad L, Alexander J, Roth C, Magnus P,
Meltzer HM: Vitamin D supplementation and reduced risk of
preeclampsia in nulliparous women. Epidemiology 2009, 20:720–726.

25. Kesmodel U, Olsen SF, Salvig JD: Marine n-3 fatty acid and calcium
intake in relation to pregnancy induced hypertension, intrauterine
growth retardation, and preterm delivery. Acta Obstet Gynecol Scand
1997, 76:38–44.

26. Klemmensen AK, Tabor A, Osterdal ML, Knudsen VK, Halldorsson TI, Mikkelsen TB,
Olsen SF: Intake of vitamin C and E in pregnancy and risk of pre-eclampsia:
prospective study among 57 346 women. BJOG 2009, 116:964–974.

27. Marcoux S, Brisson J, Fabia J: Calcium intake from dairy products and
supplements and the risks of preeclampsia and gestational
hypertension. Am J Epidemiol 1991, 133:1266–1272.

28. Paknahad Z, Talebi N, Azadbakht L: Dietary determinants of pregnancy
induced hypertension in Isfahan. J Res Med Sci 2008, 13:17–21.

29. Qiu C, Coughlin KB, Frederick IO, Sorensen TK, Williams MA: Dietary fiber
intake in early pregnancy and risk of subsequent preeclampsia.
Am J Hypertens 2008, 21:903–909.

30. Triche EW, Grosso LM, Belanger K, Darefsky AS, Benowitz NL, Bracken MB:
Chocolate consumption in pregnancy and reduced likelihood of
preeclampsia. Epidemiology 2008, 19:459–464.

31. Saftlas AF, Triche EW, Beydoun H, Bracken MB: Does chocolate intake
during pregnancy reduce the risks of preeclampsia and gestational
hypertension? Ann Epidemiol 2010, 20:584–591.

32. Wells GA SB, O'Connell D, Peterson J, Welch V, Losos M, Tugwell P: The
Newcastle-Ottawa Scale (NOS) for assessing the quality of nonrandomised
studies in meta-analyses. [http://www.ohri.ca/programs/clinical_
epidemiology/oxford.asp]

33. Zhang J, Kai FY: What's the relative risk? A method of correcting the odds
ratio in cohort studies of common outcomes. JAMA 1998, 280:1690–1691.

34. Higgins JP, Thompson SG, Deeks JJ, Altman DG: Measuring inconsistency
in meta-analyses. BMJ 2003, 327:557–560.

35. Geraldo Lopes Ramos J, Brietzke E, Martins-Costa SH, Vettorazzi-Stuczynski J,
Barros E, Carvalho C: Reported calcium intake is reduced in women with
preeclampsia. Hypertens Pregnancy 2006, 25:229–239.

36. Wei S-Q, Xu H, Xiong X, Luo Z-C, Audibert F, Fraser WD: Tea consumption
during pregnancy and the risk of pre-eclampsia. Int J Gynaecol Obstet
2009, 105:123–126.

37. Borgen I, Aamodt G, Harsem N, Haugen M, Meltzer HM, Brantsaeter AL:
Maternal sugar consumption and risk of preeclampsia in nulliparous
Norwegian women. Eur J Clin Nutr 2012, 66:920–925.

38. Brantsaeter AL, Haugen M, Samuelsen SO, Torjusen H, Trogstad L, Alexander
J, Magnus P, Meltzer HM: A dietary pattern characterized by high intake
of vegetables, fruits, and vegetable oils is associated with reduced risk
of preeclampsia in nulliparous pregnant Norwegian women. J Nutr 2009,
139:1162–1168.

39. Chavarro JE, Halldorsson TI, Leth T, Bysted A, Olsen SF: A prospective study
of trans fat intake and risk of preeclampsia in Denmark. Eur J Clin Nutr
2011, 65:944–951.

https://www.somanz.org/pdfs/somanz_guidelines_2008.pdf
https://www.somanz.org/pdfs/somanz_guidelines_2008.pdf
http://www.ohri.ca/programs/clinical_epidemiology/oxford.asp
http://www.ohri.ca/programs/clinical_epidemiology/oxford.asp


Schoenaker et al. BMC Medicine 2014, 12:157 Page 18 of 18
http://www.biomedcentral.com/1741-7015/12/157
40. Clausen T, Slott M, Solvoll K, Drevon CA, Vollset SE, Henriksen T: High intake
of energy, sucrose, and polyunsaturated fatty acids is associated with
increased risk of preeclampsia. Am J Obstet Gynecol 2001, 185:451–458.

41. Longo-Mbenza B, Tshimanga BK, Buassa-bu-Tsumbu B, Kabangu J: Diets rich
in vegetables and physical activity are associated with a decreased risk
of pregnancy induced hypertension among rural women from Kimpese
DR Congo. Niger J Med 2008, 17:265–269.

42. Morris CD, Jacobson SL, Anand R, Ewell MG, Hauth JC, Curet LB, Catalano
PM, Sibai BM, Levine RJ: Nutrient intake and hypertensive disorders of
pregnancy: evidence from a large prospective cohort. Am J Obstet
Gynecol 2001, 184:643–651.

43. Oken E, Ning Y, Rifas-Shiman SL, Rich-Edwards JW, Olsen SF, Gillman MW:
Diet during pregnancy and risk of preeclampsia or gestational hypertension.
Ann Epidemiol 2007, 17:663–668.

44. Olafsdottir AS, Skuladottir GV, Thorsdottir I, Hauksson A, Thorgeirsdottir H,
Steingrimsdottir L: Relationship between high consumption of marine
fatty acids in early pregnancy and hypertensive disorders in pregnancy.
BJOG 2006, 113:301–309.

45. Ortega RM, Martinez RM, Lopez-Sobaler AM, Andres P, Quintas ME: Influence of
calcium intake on gestational hypertension. Ann Nutr Metab 1999, 43:37–46.

46. Richardson BE, Baird DD: A study of milk and calcium supplement intake
and subsequent preeclampsia in a cohort of pregnant women. Am J
Epidemiol 1995, 141:667–673.

47. Rifas-Shiman SL, Rich-Edwards JW, Kleinman KP, Oken E, Gillman MW:
Dietary quality during pregnancy varies by maternal characteristics in
Project Viva: a US cohort. J Am Diet Assoc 2009, 109:1004–1011.

48. Rumbold AR, Maats FHE, Crowther CA: Dietary intake of vitamin C and
vitamin E and the development of hypertensive disorders of pregnancy.
Eur J Obstet Gynecol Reprod Biol 2005, 119:67–71.

49. Skajaa K, Dorup I, Sandstrom BM: Magnesium intake and status and
pregnancy outcome in a Danish population. Br J Obstet Gynaecol 1991,
98:919–928.

50. Tande DL, Ralph JL, Johnson LK, Scheett AJ, Hoverson BS, Anderson CM:
First trimester dietary intake, biochemical measures, and subsequent
gestational hypertension among nulliparous women. J Midwifery Womens
Health 2013, 58:423–430.

51. Timmermans S, Steegers-Theunissen RPM, Vujkovic M, Bakker R, den
Breeijen H, Raat H, Russcher H, Lindemans J, Hofman A, Jaddoe VWV,
Steegers EA: Major dietary patterns and blood pressure patterns
during pregnancy: the Generation R Study. Am J Obstet Gynecol 2011,
205:337.e331–337.e312.

52. Al MD, van Houwelingen AC, Badart-Smook A, Hasaart TH, Roumen FJ,
Hornstra G: The essential fatty acid status of mother and child in
pregnancy-induced hypertension: a prospective longitudinal study.
Am J Obstet Gynecol 1995, 172:1605–1614.

53. Atkinson J, Mahomed K, Williams M, Woelk G, Mudzamiri S, Weiss N: Dietary
risk factors for pre-eclampsia among women attending Harare Maternity
Hospital, Zimbabwe. Cent Afr J Med 1998, 44:86–92.

54. Duvekot EJ, de Groot CJ, Bloemenkamp KW, Oei SG: Pregnant women with
a low milk intake have an increased risk of developing preeclampsia.
Eur J Obstet Gynecol Reprod Biol 2002, 105:11–14.

55. Kazemian E, Dorosty-Motlagh AR, Sotoudeh G, Eshraghian MR, Ansary S,
Omidian M: Nutritional status of women with gestational hypertension
compared with normal pregnant women. Hypertens Pregnancy 2013,
32:146–156.

56. Reyes L, Garcia R, Ruiz S, Dehghan M, Lopez-Jaramillo P: Nutritional status
among women with pre-eclampsia and healthy pregnant and
non-pregnant women in a Latin American country. J Obstet Gynaecol
Res 2012, 38:498–504.

57. Richards DG, Lindow SW, Carrara H, Knight R, Haswell SJ, Van der Spuy ZM:
A comparison of maternal calcium and magnesium levels in pre-eclamptic
and normotensive pregnancies: an observational case–control study.
BJOG 2014, 121:327–336.

58. Schiff E, Friedman SA, Stampfer M, Kao L, Barrett PH, Sibai BM: Dietary
consumption and plasma concentrations of vitamin E in pregnancies
complicated by preeclampsia. Am J Obstet Gynecol 1996, 175:1024–1028.

59. Sharbaf FR, Dehghanpour P, Shariat M, Dalili H: Caffeine consumption and
incidence of hypertension in pregnancy. J Fam Reprod Health 2013,
7:127–130.

60. Zhang C, Williams MA, King IB, Dashow EE, Sorensen TK, Frederick IO,
Thompson ML, Luthy DA: Vitamin C and the risk of preeclampsia—results
from dietary questionnaire and plasma assay. Epidemiology 2002,
13:409–416.

61. Carlin Schooley M, Franz KB: Magnesium deficiency during pregnancy in
rats increases systolic blood pressure and plasma nitrite. Am J Hypertens
2002, 15:1081–1086.

62. Gallaghe ML: The nutrients and their metabolism. In Krause’s food & nutrition
therapy. 12th edition. Edited by Mahan LK, Escott-stump S. Philadelphia, PA:
Saunders; 2008.

63. Belizan J, Villar J, Repke J: The relationship between calcium intake and
pregnancy-induced hypertension: up-to-date evidence. Am J Obstet
Gynecol 1988, 158:898–902.

64. Carroli G, Merialdi M, Wojdyla D, Abalos E, Campodonico L, Yao S-E,
Gonzalez R, Deter R, Lindheimer M, Van Look P: Effects of calcium
supplementation on uteroplacental and fetoplacental blood flow in
low-calcium-intake mothers: a randomized controlled trial. Am J Obstet
Gynecol 2010, 202:45.e41–45.e49.

65. Oude-Griep LM, Wang H, Chan Q: Empirically derived dietary patterns,
diet quality scores, and markers of inflammation and endothelial
dysfunction. Curr Nutr Rep 2013, 2:97–104.

66. Sijtsma FPC, Meyer KA, Steffen LM, Van Horn L, Shikany JM, Odegaard AO,
Gross MD, Kromhout D, Jacobs DR Jr: Diet quality and markers of
endothelial function: the CARDIA study. Nutr Metab Cardiovasc Dis 2014,
24:632–638.

67. Appel LJ, Brands MW, Daniels SR, Karanja N, Elmer PJ, Sacks FM: Dietary
approaches to prevent and treat hypertension a scientific statement
from the American Heart Association. Hypertension 2006, 47:296–308.

68. Bodnar LM, Tang G, Ness RB, Harger G, Roberts JM: Periconceptional
multivitamin use reduces the risk of preeclampsia. Am J Epidemiol 2006,
164:470–477.

69. US Department of Agriculture and US Department of Health and Human
Services: Dietary Guidelines for Americans, 2010. 7th edition. Washington, DC:
US Government Printing Office; 2011.

70. Committee to Review Dietary Reference Intakes for Vitamin D and Calcium
Food and Nutrition Board IoM: Dietary Reference Intakes for Calcium and
Vitamin D. Washington, DC: National Academy Press; 2010.

71. Gresham E, Bisquera A, Byles JE, Hure AJ: Effects of dietary interventions
on pregnancy outcomes: a systematic review and meta-analysis. Matern
Child Nutr 2014, doi:10.1111/mcn.12142.

doi:10.1186/s12916-014-0157-7
Cite this article as: Schoenaker et al.: The association between dietary
factors and gestational hypertension and pre-eclampsia: a systematic review
and meta-analysis of observational studies. BMC Medicine 2014 12:157.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Systematic review
	Data extraction
	Quality assessment
	Meta-analysis

	Results
	Study characteristics
	Quality assessment
	Associations between nutrient intake and hypertensive disorders of pregnancy
	Total energy intake
	Magnesium
	Calcium

	Associations between food groups/dietary patterns and hypertensive disorders of pregnancy
	Fruit and vegetables
	Dietary patterns


	Discussion
	Conclusions
	Additional files
	Abbreviations
	Competing interests
	Authors’ contributions
	Funding
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /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 [595.440 793.440]
>> setpagedevice


