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Abstract
Background: Hypovitaminosis D in pregnancy is associated with adverse health outcomes in mothers, newborns
and infants. This study assessed the levels of 25-hydroxyvitamin D [25(OH)D] in normotensive pregnancies and in
preeclampsia, evaluated the association between vitamin D deficiency and preeclampsia risk; and determined the
foeto-maternal outcome in preeclamptic women with vitamin D deficiency.
Methods: This case-control study was conducted among pregnant women who visited the Comboni Hospital, in Ghana
from January 2017 to May 2018 for antenatal care. A total of 180 pregnant women comprising 88 preeclamptic women
(PE) and 92 healthy normotensive pregnant women (NP) were recruited. Socio-demographic, clinical and obstetric data
were obtained using validated questionnaires. Blood pressure and anthropometrics were measured, and blood samples
were collected for the estimation of 25- hydroxyvitamin D [25(OH)D] using enzyme-linked immunosorbent assay
technique. Lipids (total cholesterol, triglycerides, HDL-cholesterol and LDL-cholesterol) were also estimated.
Results: A total of 81.7% of the study participants had vitamin D deficiency. Of these, 88.6% of the women with PE had
vitamin D deficiency compared to 75.0% in the NP. Vitamin D levels were significantly reduced in the PE women
compared to the normotensive pregnant women (p = 0.001). A higher proportion of the preeclamptic women who were
vitamin D deficient had preterm delivery (p < 0:0001) and delivered low birth weight infants (p < 0:0001), and infants with
IUGR (p < 0:0001) compared to the control group (p < 0:0001). Pregnant women with PE presented with significant
dyslipidemia, evidenced by significantly elevated TC (p = 0.008), LDL (p < 0.0001), triglycerides (p = 0.017) and a
significantly reduced HDL (p = 0.001) as compared to NP. In the preeclamptic women, serum 25(OH) D showed an
inverse, but not significant association with TC (β = − 0.043, p = 0.722, TG (β = − 0.144, p = 0.210) and LDL (β = − 0.076, p =
0.524) and a positive, but not significant association with HDL (β = 0.171, p = 0.156).
Conclusion: The prevalence of vitamin D deficiency is high in both normotensive pregnancies and pregnancies
complicated by preeclampsia but amplified in preeclampsia. Higher proportion of pregnant women with hypovitaminosis
D had preterm babies and delivered low birth weight neonates. Additional studies are needed to explore the potential
benefits and optimal dosing of vitamin D use in pregnancy, especially in sub-Saharan Africa.
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Background
The etiology of preeclampsia still remains inconclusive,
with many countries still grappling its devastating effects
on both mother and child. Aside vitamin D being a
seco-steroid that primarily regulates calcium, phosphate
and bone metabolism in the body [1], it is also known to
have anti-inflammatory, anti-atherogenic and immune
boosting properties. Several existing evidences allude to
the etiology and preventive role of vitamin D in
preeclampsia [2–4]. Vitamin D can be obtained from the
exposure of the skin to sunlight, from diet, fortified dietary products and nutritional supplements. It exists in
two forms: vitamin D3, and vitamin D2 [5]. The D3 form
is produced by animals, including humans. It is either
obtained from endogenous synthesis when the skin is
exposed to ultraviolet B (UV-B) radiation of the sun or
from diet such as fatty fish or eggs [1, 4]; whereas
vitamin D2 is produced by plants [6]. Vitamin D3 is
acted upon by 25-hydroxylase in the liver to form 25hydroxyvitamin D [25(OH)D]- the major circulating
form of vitamin D; and this is used as the determinant
of vitamin D status in the body [7, 8]. The 25(OH) D is
further hydroxylated in the kidneys by 1-α hydroxylase
(a cytochrome P450 enzyme) to 1α,25-dihydroxyvitamin
D [1,25(OH)2D]. The 1,25(OH)2D is the active form of
vitamin D that acts on vitamin D receptors throughout
the body to exert its functions [9–11].
Vitamin D deficiency is considered a worldwide public
health problem, with an estimated one billion people
suffering from vitamin D insufficiency or deficiency [12].
Adequate maternal vitamin D level is important during
pregnancy as both the pregnant woman and the growing
fetus depend largely on maternal vitamin D stores [13].
Vitamin D is essential in embryogenesis, especially fetal
skeletal development and calcium homeostasis [14–16].
Evidence, however, indicates that normal pregnancy presents with alterations in maternal vitamin D metabolism
to support fetal development [15]. In spite of it being a
modifiable risk factor, vitamin D deficiency during
pregnancy increases the risks of maternal and fetal
complications [2, 17]. Low vitamin D status during pregnancy has been linked to pregnancy complications such
as preeclampsia, preterm birth and low birth weight
babies [2, 3]. Although, hypovitaminosis D in pregnancy
is associated with adverse health outcomes in mothers,
newborns and infants, only few studies have addressed
the influence that hypovitaminosis D has on preeclampsia risk in the Ghanaian setting where sunshine is considered to be in abundance. In this study, we assessed
the prevalence of vitamin D deficiency in normotensive
pregnancies and in preeclampsia, evaluated the association between vitamin D deficiency and risk of preeclampsia; and determined the foeto-maternal outcome
in preeclamptic women with vitamin D deficiency. Our
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findings will contribute to understanding the relevance
of early vitamin D screening and supplementation during pregnancy.

Materials and methods
Study design and study setting

This case-control study was conducted at the Comboni
Hospital, from January 2017 to May 2018. The hospital
is located at Sogakope in the South Tongu district of the
Volta region of Ghana with a population of 87,950
(Ghana Statistical Services, 2010). Comboni Hospital has
a 50-bed capacity and provides health services to clients
from the Southern part of the Volta Region, most especially with referrals from the South Tongu district,
North Tongu district, Keta Municipality and Ketu North
district.
Study participants

One hundred and eighty (180) pregnant women comprising 88 preeclamptic women and 92 healthy normotensive pregnant women with gestational age > 20 weeks
were recruited into this study. The study participants
were aged between 18 and 40 years. The preeclamptic
women were recruited by a qualified Obstetrician/Gynaecologist using the National High Blood Pressure
Education Program Working Group diagnostic criteria
[18]. Preeclampsia was diagnosed based on the new
onset of hypertension and proteinuria (≥1+ reading on
dipstick) occurring after the 20th week of gestation in a
previously normotensive and non-proteinuric woman.
Pregnant women with blood pressure ≥ 160/110 mmHg
and proteinuria (≥3+ reading on dipstick) were classified
as having severe preeclampsia while pregnant women
with systolic blood pressure (SBP) of 140–159 mmHg,
diastolic blood pressure (DBP) of 90–109 mmHg and
proteinuria (≥1+ reading on dipstick) were classified as
having mild preeclampsia. The control group consisted
of age and gestation-matched healthy normotensive
pregnant women. A detailed socio-demographic, medical
and obstetric data was obtained from each participant
using a well-structured validated questionnaire.
Eligibility criteria

All recruited participants were singleton pregnant
women, aged between 18 and 40 years and with gestational age > 20 weeks. Pregnant women with a confirmed
diagnosis of preeclampsia and healthy normotensive
pregnant women were included. This study excluded
pregnant women who failed to give written consent.
Pregnant women with twin gestation or history of
chronic hypertension, diabetes mellitus, kidney disease,
gestational diabetes or cardiovascular disorders and
microbial infections were also excluded.
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Blood pressure measurement

The blood pressure of each participant was measured in
the morning prior to venous blood sample collection.
Each participant was asked to sit down comfortably, extend the left arm on a table and then relax for 10 min.
An automated Accoson mercury sphygmomanometer
(Essex, United Kingdom) was used by trained personnel
to measure the systolic blood pressure and diastolic
blood pressure of each participant according to standard
guidelines [19]. Blood pressure was measured twice for
each participant, 6–15 min apart. The mean blood
pressure of the two measurements was reported as the
blood pressure of each participant.
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Serum levels of 25(OH) D were stratified into severe
deficiency, mild to moderate deficiency and optimal as
follows: 10-19 ng/mL, 10-19 ng/mL and 20-50 ng/mL
respectively [14, 20]. Total cholesterol, triglycerides and
HDL were estimated enzymatically using an automated
Mindray BS-120 Chemistry Analyzer (Shenzhen, China).
The absorbance of each analyte was determined spectrophotometrically at wavelength of 505 nm. Serum concentration of low density lipoprotein (LDL) was calculated
using Friedewald’s equation as follows:
LDL ¼ Total cholesterol−HDL−

Triglycerides
mmol=L
2:2

Determination of early gestation BMI

The weight and height of each participant measured
during the first antenatal visit was obtained from the
maternal record of each participant. The weight was
measured in kilograms while height was measured in
centimeters. The Body Mass Index (BMI) was calculated
as the ratio of body weight in kilograms to height in
square meter.
Determination of infant birth weight and intrauterine
growth restriction

All Infant birth weight and estimated fetal weight (EFW)
were obtained from the maternal record of each participant. All infants were weighed at birth using a weighing
scale (Docbel Braun Baby Classic Weighing Scale, New
Delhi, India). Neonates who weighed < 2.5 Kg at birth
were considered as having low birth weight whereas
neonates who weighed ≥2.5 Kg at birth were classified as
having normal weight. Using the smoothed percentiles
of the EFW for gestational age obtained from ultrasound
measurements, we classified IUGR using the 10th percentile (see Additional File 1 for smoothed percentiles of
estimated fetal weight (grams) for gestational age).
Blood sample collection and biochemical assay

For the biochemical assay, about eight milliliters (8 ml)
of venous blood was drawn from each participant into
serum separator test tubes. After clotting, the samples
were centrifuged at 4000 rpm for 8 min. The serum was
separated and stored at − 20 °C until assayed. The stored
serum was used to estimate 25(OH) D and lipid profile
[total cholesterol, triglycerides, high density lipoprotein
(HDL)]. All blood samples were collected early in the
morning after 8–12 h of overnight fast. 25(OH) D was
estimated using an enzyme-linked immunosorbent assay
(ELISA) technique. The optical density was read at 450
nm using Mindray MR-96A microplate reader (Shenzhen,
China). The serum level of 25(OH) D in the test samples
was calculated from the standard curve plotted using the
different standards with known antigen concentration.

Statistical analysis

Data was analyzed using IBM SPSS (Version 25.0.
Armonk, NY: IBM Corp). The dataset had no missing
data. Continuous data were reported as mean ± standard
deviation (SD), while categorical data were reported as
proportions and percentages. Comparison of the continuous data was carried-out using the independent sample ttest. Chi square (χ2) and Fisher’s exact test were used to
compare categorical data. After adjusting for confounders
(maternal age, BMI, gestational age, marital status, contraceptive use and history of abortion); multivariate logistic
regression analysis to determine the odds of vitamin D
status in predicting preeclampsia and linear regression
analysis to estimate the association between serum 25hydroxy vitamin D and lipid profile parameters were carried out. Two-tailed tests were used for all analysis. Statistical significance level was considered at p < 0.05.

Results
Table 1 summarizes the socio-demographic and obstetric variables of the preeclamptic women (PE) and the
healthy normotensive pregnant women (NP). Fifty-one
percent (51.1%) of the participants had basic education
whereas 25.6 and 14.4% had completed secondary and
tertiary education respectively. About 9 % (8.9%) of the
study participants had no formal education. Both PE and
NP presented with similar level of education (p = 0.660).
A higher proportion of the study participants were married (76.7%). Whereas 74 % (73.9%) of the pregnant
women were “Ewes”, 13.3 and 12.8% were “Akans” and
“Gas” by ethnicity respectively. Majority of the study
participants (62.8%) were self-employed. The PE and NP
women differed in their marital statuses (p = 0.023) and
family history of hypertension (p = 0.076). The difference
in parity (p = 0.903) and gravidity (p = 0.158) between
the PE and the NP women was insignificant. The
percentage of women with history of abortion (p = 0.003)
and contraceptive use (p < 0.0001) were significantly
higher in the PE compared to the NP women (Table 1).
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Table 1 Baseline characteristics of preeclamptic and normotensive pregnant women
Variables

Total (n = 180)

NP (n = 92)

PE (n = 88)

No education

16 (8.9)

7 (7.6)

9 (10.2)

Basic education

92 (51.1)

45 (48.9)

47 (53.4)

Secondary education

46 (25.6)

27 (29.3)

19 (21.6)

Tertiary education

26 (14.4)

13 (14.1)

13 (14.8)

Highest of Level Educational

0.660

Ethnicity

0.116

Ewe

133 (73.9)

64 (69.6)

69 (78.4)

Ga

23 (12.8)

11 (12.0)

12 (13.6)

Akan

24 (13.3)

17 (18.5)

7 (8.0)

Marital Status

0.023

Single

42 (23.3)

28 (30.4)

14 (84.1)

Married

138 (76.7)

64 (69.6)

74 (15.9)

Unemployed

37 (20.6)

23 (25.0)

14 (15.9)

Self-employed

113 (62.8)

54 (58.7)

59 (67.0)

Civil servant

30 (16.7)

15 (16.3)

15 (17.0)

Nulliparous

62 (34.4)

33 (35.9)

29 (33.0)

Primiparous

49 (27.2)

25 (27.2)

24 (27.3)

Multiparous

69 (38.3)

34 (37.0)

35 (39.8)

58 (32.2)

33 (35.9)

25 (28.4)

Occupation

0.313

Parity

0.903

Gravidity
Primigravida

p-value

0.158

Secundigravida

43 (23.9)

25 (27.2)

18 (20.5)

Multigravida

79 (43.9)

34 (37.0)

45 (51.1)

Yes

12 (6.7)

3 (3.3)

9 (10.2)

No

168 (93.3)

89 (96.7)

79 (89.8)

Family History of Hypertension

0.076

History of Abortion

0.003

Yes

31 (17.2)

8 (8.7)

23 (26.1)

No

149 (82.8)

84 (91.3)

65 (73.9)

57 (31.7)

18 (19.6)

39 (44.3)

74 (80.4)

49 (55.7)

Contraceptive use
Yes
No

< 0.0001

Values are presented as frequency (proportion). Variables in PE were compared to NP using χ2 or Fischer’s exact test (when n < 5). Statistically significant level was
given at p-value < 0.05
PE Preeclamptic women, NP Normotensive pregnant control

The anthropometric characteristics of PE and NP are
shown in Table 2. PE is associated with significantly increased pre-gestational weight (p = 0.001), pre-gestational
BMI (p = 0.023) and BMI at sampling (p = 0.008) compared
to NP (Table 2).
The clinical variables of the study participants are
summarized in Table 3. Both the PE and the NP women
presented with similar maternal ages (p = 0.462) and
gestational age at sampling (p = 0.104). However, the PE
women presented with significant dyslipidemia, evidenced

by significantly elevated TC (p = 0.008), LDL (p < 0.0001),
triglycerides (p = 0.017) and a significantly reduced HDL
(p = 0.001) on comparison to NP. The PE women had
significantly reduced 25(OH) D levels compared to
NP (p = 0.001) (Table 3).
The 25(OH) D status in normal pregnancy and preeclampsia are shown in Table 4. The overall prevalence
of vitamin D deficiency in the study participants was
81.7% (147/180). Of these, 88.6% (78/88) of the PE
women had vitamin D deficiency whereas 75.0% (69/92)
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Table 2 Anthropometric characteristics of the preeclamptic and normotensive pregnant women
Parameters

NP (n = 92)

PE (n = 88)

p-value

Height (m)

1.57 ± 0.09

1.60 ± 0.08

0.030

65.71 ± 13.84

73.01 ± 14.90

0.001

Pre-gestational BMI (kg/m )

26.81 ± 5.47

28.80 ± 6.16

0.023

Weight at sampling (kg)

70.40 ± 14.32

78.94 ± 15.48

< 0.0001

BMI at sampling (kg/m )

28.73 ± 5.64

31.15 ± 6.46

0.008

% body weight gain at sampling

7.37 ± 3.56

8.35 ± 3.76

0.073

Pre-gestational weight (kg)
2

2

Data are presented as mean ± SD. The means of the clinical variables in PE were compared with those of NP using independent (unpaired) t-test. Statistically
significant level was set at p-value < 0.05
PE Preeclamptic women, NP Normotensive pregnant control, BMI Body mass index

of the NP women had vitamin D deficiency. The logistic
regression analysis shows that participants with severe
25(OH) D deficiency were at about six-fold [aOR = 5.9,
95% CI (2.14 to 16.40), p = 0.001] increase in the odds of
developing preeclampsia (Table 4).
Table 5 summarizes the association between 25(OH)
D and the lipid profile parameters in pregnant women
with vitamin D deficiency (severe deficiency and mild to
moderate deficiency) after adjusting for maternal age,
BMI, gestational age, marital status, contraceptive use
and history of abortion. In the preeclamptic women,
serum 25(OH) D showed an inverse, but not significant
association with TC (β = − 0.043, p = 0.722), TG (β = −
0.144, p = 0.210) and LDL (β = − 0.076, p = 0.524) and
a positive, but not significant association with HDL
(β = 0.171, p = 0.156) (Table 5).
Table 6 summarizes the pregnancy characteristics and
birth outcomes in relation to vitamin D status in the
study participants. A higher proportion of the preeclamptic women who were vitamin D deficient had preterm delivery (p < 0:0001) and delivered low birth weight
infants (p < 0:0001), and infants with IUGR (p < 0:0001)
compared to the control group (p < 0:0001) (Table 6).

Discussion
In this study, we assessed the prevalence of vitamin D
deficiency in normotensive pregnant women and

preeclamptic women in Ghana. The overall prevalence
of vitamin D deficiency among the entire study participants was 81.7%. The prevalence in the preeclamptic
women was 88.6%, whereas the normotensive pregnant
women had a prevalence of 75.0%.
The high prevalence of vitamin D deficiency observed
in the pregnant women in this study is similar to the observations made in other studies [3, 17, 21]. In a crosssectional study among Saudi Arabian pregnant women,
Al-Faris et al., observed a prevalence of over 90% [3].
Choi et al., [17] also reported the prevalence of vitamin
D deficiency in pregnant Korean women to be 77.3%. In
one retrospective Chinese study by Song and co-workers
[13], a prevalence of 90% vitamin D deficiency was reported. On the contrary, Bärebring et al., [22] revealed
the prevalence of vitamin D deficiency among pregnant
women in Sweden as 10% in the entire population; 2%
among women born in North Europe; and 50% among
women born in Africa. Hashemipour and colleagues
[23], however, observed no difference in vitamin D levels
between preeclamptic women and the normotensive
pregnant women in Iran. The differences in the findings
of these studies could be attributed to the lack of
uniformity in the cut-offs used to define vitamin D deficiency in the various studies, seasonal changes, diet, race,
geographical location and use of vitamin D supplements
[24]. Although pregnant women in Ghana are prescribed

Table 3 Clinical and biochemical variables of the study participants
p-value

Parameters

Total (n = 180)

NP (n = 92)

PE (n = 88)

Age (years)

29.00 ± 4.84

28.74 ± 4.95

29.27 ± 4.74

0.462

GA at sampling (weeks)

31.24 ± 3.29

30.85 ± 3.08

31.65 ± 3.48

0.104

TC (mmol/L)

4.56 ± 1.26

4.32 ± 1.30

4.82 ± 1.18

0.008

TG (mmol/L)

1.14 ± 0.57

1.04 ± 0.44

1.24 ± 0.66

0.017

LDL (mmol/L)

2.90 ± 1.18

2.63 ± 1.05

3.19 ± 1.24

< 0.0001

HDL (mmol/L)

1.14 ± 0.50

1.23 ± 0.45

1.04 ± 0.54

0.001

Mean 25(OH) D (ng/mL)

14.32 ± 7.19

16.00 ± 8.14

12.56 ± 5.56

0.001

Data are presented as mean ± SD. The means of the clinical variables in PE were compared with NP using independent t-test. Statistically significant difference
was considered at p-value < 0.05
PE Preeclamptic women, NP Normotensive pregnant control, GA Gestational age
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Table 4 Prevalence of 25-hydroxyvitamin D status among the study participants after adjusting for confounders
25(OH) D status

NP (n = 92)

PE (n = 88)

χ2, df, (p-value)

aOR (95% CI)

Severe deficiency

32 (34.8%)

51 (58.0%)

10.95, 2, (0.004)

5.92 (2.14–16.40)

0.001

Mild to moderate deficiency

37 (40.2%)

27 (30.7%)

2.13 (0.76–5.95)

0.151

Optimal level

23 (25%)

10 (11.4%)

1.0 (reference)

p-value

Statistically significant level was set at p-value < 0.05
PE Preeclamptic women, NP Normotensive pregnant control, χ2, df Chi-square, degree of freedom, aOR adjusted odds ratio, CI Confidence interval, 25 (OH)D 25hydroxyvitamin D. PE Preeclamptic women, NP Normotensive pregnant control

the daily recommended allowance of folic acid and other
hematinic medicines, the use and prescription of vitamin
D supplements is not a common practice, especially for
pregnant women. It has for a long time been thought
that the abundance of sunshine in the tropics provides
adequate vitamin D. However, our study provides evidence that among both normotensive and preeclamptic
women, vitamin D adequacy maybe a health problem
worth giving attention to by policymakers.
Although, several factors affect vitamin D synthesis in
the body [8, 9, 14], the skin is thought to represent the
major source of vitamin D especially in the tropics. The
observed high vitamin D deficiency in the present study
suggests that vitamin D status might not mainly be
dependent on exposure of the skin to sunlight; other factors such as diet, nutritional supplements and underlying
health conditions may play essential roles, especially in
the sub-Saharan African population where sunshine is in
abundance. We have earlier reported a high prevalence
of vitamin D deficiency among diabetics and among preand post-menopausal women [25, 26]. This present study
accentuates the high prevalence of vitamin D deficiency
not only among pregnant women but likely among the
general populace. In this study, we report 6-fold increased
odds of developing preeclampsia in women with severe
vitamin D deficiency. This finding corroborates that of
Mirzakhani and co-workers, who in their study identified
that low vitamin D status in early pregnancy and throughout the pregnancy was associated with a higher risk of
preeclampsia [27]. Early vitamin D screening and supplementation during pregnancy has been largely reported to
be beneficial in reducing adverse pregnancy outcomes and
complications [28]. Thus, a well-defined and monitored

vitamin D supplementation regimen during pregnancy
could be effective in reducing hypovitaminosis D in pregnancy and prevent preeclampsia in sub-Saharan Africa.
Also, our study demonstrates that higher proportion
of the preeclamptic women with vitamin D deficiency
presented with low-birth-weight neonates, IUGR and
preterm delivery than women with vitamin D sufficiency.
Vitamin D interacts with calcium and parathyroid
hormone to influence fetal growth and development
[29]. Some studies have reported a significant association
between low-birth-weight neonates and maternal vitamin
D deficiency [29, 30]. Reports indicate that about 15 million infants worldwide are born preterm [31]. Oluwole
and co-workers demonstrated that pregnant women with
vitamin D deficiency have an approximately 9-fold higher
likelihood of preterm delivery [32]. Similarly, Kalok [33]
observed a significant correlation between vitamin D level
and gestational age at delivery. While, Rostami et al.,
found that vitamin D supplementation could reduce the
risk of preterm delivery by about 40% [28], this evidence
supports the notion that optimal vitamin D levels during
pregnancy reduces adverse neonatal outcomes.
A healthy pregnancy is associated with physiologic
hyperlipidemia to satisfy the demands of the developing
fetus [34, 35]. Hyperlipidemia in normal pregnancy is
non-atherogenic, and attributed to hormonal changes.
However, in preeclampsia, there is dysregulation of lipid
metabolism, which manifests as abnormal maternal
serum lipid levels [34–36]. Consistent with this study,
several other studies have reported dyslipidemia in
preeclampsia and stated that abnormal lipid levels in
pregnancy significantly contribute to the development of
preeclampsia through the excessive deposition of

Table 5 The association between serum 25(OH) D concentration and serum lipids in pregnant women with vitamin D deficiency
after adjusting for confounders
Variables

Normal pregnancy (n = 69)

Preeclampsia (n = 78)

β coefficient

p-value

β coefficient

p-value

TC (mmol/L)

0.266

0.041

−0.043

0.722

TG (mmol/L)

0.169

0.200

−0.144

0.210

LDL (mmol/L)

0.201

0.134

−0.076

0.524

HDL (mmol/L)

0.161

0.227

0.171

0.156

Statistically significant level was set at p-value < 0.05
TC Total cholesterol, TG Triglycerides, LDL low density lipoprotein, HDL high density lipoprotein, 25 (OH)D 25-hydroxyvitamin D
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Table 6 Pregnancy characteristics and birth outcomes of the study participants in relation to 25-hydroxyvitamin D status
Variables

Normal pregnancy (n = 92)

p-value

Preeclampsia (n = 88)

Vitamin D Status [n (%)]
Deficient

Sufficient

Deficient

Sufficient

Infant birth weight
Normal
Low

< 0.0001
61 (66.3)
8 (8.7)

22 (23.9)

34 (38.6)

7 (8.0)

1 (1.1)

44 (50.0)

3 (3.4)

23 (25.0)

30 (34.1)

3 (3.4)

0 (0.0)

48 (54.5)

7 (8.0)

IUGR

< 0.0001

Yes

69 (75.0)

No

0 (0.0)

Status of delivery
Term
Preterm

< 0.0001
66 (71.7)
3 (3.3)

23 (35.0)

38 (43.2)

7 (8.0)

0 (0.0)

40 (45.5)

3 (3.4)

χ or Fischer’s exact test (when n < 5) was used to compare the categorical data. Statistically significant level was set at p-value < 0.05
IUGR Intrauterine growth restriction
2

triglycerides in the uterine spiral arteries which may result in endothelial dysfunction through the production
of small dense LDL [34–38]. Although the women with
preeclampsia in this study presented with abnormal
serum lipid, no significant association between vitamin
D deficiency and lipid was observed in both the normotensive women and preeclamptic women after adjusting
for possible confounders. This may suggest that in this
category of women, vitamin D status may not influence
atherogenic risk. Other studies however, [39, 40] report
significant association between vitamin D deficiency and
lipids. It is noteworthy that in these studies, samples
were collected in the first trimester and among normotensive pregnant women.
The present study was conducted only in the southern part of Ghana. Also, the vitamin D status of the
participants were measured at the same time as the
preeclampsia status. Further longitudinal/prospective
studies using a larger sample size to explore the
cause-effect relationship between vitamin D status
and preeclampsia is necessary. Also, dietary recall was
not possible in this study.

Conclusion
Vitamin D deficiency is highly prevalent in both
normal pregnancy and pregnancies complicated by
preeclampsia. Higher proportion of pregnant women
with hypovitaminosis D presented with adverse pregnancy outcomes. Pregnant women with preeclampsia
presented with significant dyslipidemia. Further studies are needed to explore the potential benefits and
optimal dosing of vitamin D use in pregnant women
especially in sub-Saharan Africa. Investigating the
mechanistic bases of the association between maternal
hypovitaminosis D and adverse pregnancy outcomes
should be considered in prospective studies.

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s12884-021-03802-9.
Additional file 1.

Acknowledgements
Authors are gratefully to all the pregnant women who voluntarily
participated in the study. Special thanks to Mr. Kwaku Gyimah Peprah of Ho
Municipal Hospital for his immense contribution to the success of the
research.
Authors’ contributions
LAF: conceived the research idea, WKBAO, LAF: supervised the research work;
LAF, WKBAO WO, LS: designed the research; WO, LS: carried out patient
recruitment and data collection, WO, LAF, WKBAO: contributed to sample
and data analysis; LAF, WO: drafted the manuscript; LAF, WO, EAG, WKBAO:
critically reviewed the manuscript. All authors read and agreed to the final
manuscript.
Funding
Authors received no specific funding for this study.
Availability of data and materials
The datasets used and/or analyzed during the current study are available
from the corresponding author on reasonable request.

Declarations
Ethics approval and consent to participate
The Committee on Human Research, Publications and Ethics (CHRPE), School
of Medical Sciences, Kwame Nkrumah University of Science & Technology
(KNUST) and the Institutional Review board of the Comboni Hospital
approved this study protocol (CHRPE/AP/523/17), and the study was
conducted in accordance with the declaration of Helsinki. Each participant
gave their written informed consent after the aim of the study had been
explained to them.
Consent for publication
Not applicable.
Competing interests
Authors declare no competing interests.

Fondjo et al. BMC Pregnancy and Childbirth

(2021) 21:331

Author details
1
Department of Molecular Medicine, SMD, KNUST, Kumasi, Ghana.
2
Department of Physiology, University of Cape Coast, Cape Coast, Ghana.
3
Comboni Hospital, Ho, Volta Region, Ghana.
Received: 28 January 2021 Accepted: 13 April 2021

References
1. Abu El Maaty AM, Gad ZM. Vitamin D deficiency and cardiovascular disease:
potential mechanisms and novel perspectives. J Nutr Sci Vitaminol. 2013;
59(6):479–88. https://doi.org/10.3177/jnsv.59.479.
2. Cabaset S, Krieger J-P, Richard A, Elgizouli M, Nieters A, Rohrmann S, et al.
Vitamin D status and its determinants in healthy pregnant women living in
Switzerland in the first trimester of pregnancy. BMC Pregnancy Childbirth.
2019;19(1):10. https://doi.org/10.1186/s12884-018-2150-1.
3. Al-Faris NA. High prevalence of vitamin D deficiency among pregnant Saudi
women. Nutrients. 2016;8(2):77. https://doi.org/10.3390/nu8020077.
4. Purswani JM, Gala P, Dwarkanath P, Larkin HM, Kurpad A, Mehta S. The role
of vitamin D in pre-eclampsia: a systematic review. BMC Pregnancy
Childbirth. 2017;17(1):231. https://doi.org/10.1186/s12884-017-1408-3.
5. Nair R, Maseeh A. Vitamin D: the “sunshine” vitamin. J Pharmacol
Pharmacother. 2012;3(2):118–26. https://doi.org/10.4103/0976-500X.95506.
6. Wagner CL, Taylor SN, Johnson DD, Hollis BW. The role of vitamin D in
pregnancy and lactation: emerging concepts. Women's Health (Lond Engl).
2012;8(3):323–40.
7. Kassi E, Adamopoulos C, Basdra EK, Papavassiliou AG. Role of vitamin D in
atherosclerosis. Circulation. 2013;128(23):2517–31. https://doi.org/10.1161/
CIRCULATIONAHA.113.002654.
8. Dovnik A, Mujezinović F. The association of vitamin D levels with common
pregnancy complications. Nutrients. 2018;10(7):867. https://doi.org/10.3390/
nu10070867.
9. Urrutia-Pereira M, Solé D. Vitamin D deficiency in pregnancy and its impact
on the fetus, the newborn and in childhood. Rev Paul Pediatr. 2015;33(1):
104–13. https://doi.org/10.1016/j.rpped.2014.05.004.
10. Pilz S, Zittermann A, Obeid R, Hahn A, Pludowski P, Trummer C, et al. The
role of vitamin D in fertility and during pregnancy and lactation: a review of
clinical data. 2018;15(10).
11. Chen TC, Lu Z, Holick MF. Photobiology of vitamin D. In: Holick MF, editor.
Vitamin D: physiology, molecular biology, and clinical applications. Totowa:
Humana Press; 2010. p. 35–60.
12. Hashemi SM, Mokhtari SM, Sadeghi M, Foroozan R, Safari M. Effect of
vitamin D therapy on endothelial function in ischemic heart disease female
patients with vitamin D deficiency or insufficiency: a primary report. ARYA
Atheroscler. 2015;11(1):54–9.
13. Song SJ, Zhou L, Si S, Liu J, Zhou J, Feng K, et al. The high prevalence of
vitamin D deficiency and its related maternal factors in pregnant women in
Beijing. PLoS One. 2013;8(12):e85081. https://doi.org/10.1371/journal.pone.
0085081.
14. Mulligan ML, Felton SK, Riek AE, Bernal-Mizrachi C. Implications of vitamin D
deficiency in pregnancy and lactation. Am J Obstet Gynecol. 2010;202(5):
429.e421–429.e4299.
15. Kaushal M, Magon N. Vitamin D in pregnancy: a metabolic outlook.
Indian J Endocrinol Metab. 2013;17(1):76–82. https://doi.org/10.4103/223
0-8210.107862.
16. Agarwal S, Kovilam O, Agrawal D. Vitamin D and its impact on
maternal-fetal outcomes in pregnancy: a critical review. Crit Rev Food
Sci Nutr. 2016;58:00.
17. Choi R, Kim S, Yoo H, Cho YY, Kim SW, Chung JH, et al. High prevalence of
vitamin D deficiency in pregnant Korean women: the first trimester and the
winter season as risk factors for vitamin D deficiency. Nutrients. 2015;7(5):
3427–48. https://doi.org/10.3390/nu7053427.
18. ACOG practice bulletin. Diagnosis and management of preeclampsia and
eclampsia. Int J Gynaecol Obstet. 2002;77(1):67–75. https://doi.org/10.1016/
S0020-7292(02)80002-9.
19. Pickering TG, Hall JE, Appel LJ, Falkner BE, Graves J, Hill MN, et al.
Recommendations for blood pressure measurement in humans and
experimental animals. Hypertension. 2005;45(1):142–61. https://doi.org/10.11
61/01.HYP.0000150859.47929.8e.
20. Feldman D, Pike JW, Adams JS. Vitamin D, vol. 1: Elsevier Science; 2011.

Page 8 of 8

21. Mogire R, Mutua A, Kamau A, Bejon P, Pettifor J, Adeyemo A, et al.
Prevalence of vitamin D deficiency in Africa: a systematic review and metaanalysis. Lancet Glob Health. 2019;8.
22. Bärebring L, Schoenmakers I, Glantz A, Hulthén L, Jagner Å, Ellis J, et al.
Vitamin D status during pregnancy in a multi-ethnic populationrepresentative Swedish cohort. Nutrients. 2016;8(10):655. https://doi.org/1
0.3390/nu8100655.
23. Hashemipour S, Esmailzadehha N, Ziaee A, Khoeiniha MH, Darvishgoftar E,
Mesgari Z, et al. The relationship of vitamin D and calcium level with
preeclampsia severity: a case- control study. Int J Pediatr. 2017;5(6):5203–10.
24. Goel P, Garg G, Kaur J, Mehra R, Tandon R, Huria A. Association of
vitamin D deficiency during pregnancy with preeclampsia and
eclampsia. 2017. 2017;5(9):5.
25. Fondjo LA, Owiredu W, Sakyi SA, Laing EF, Adotey-Kwofie MA, Antoh EO,
et al. Vitamin D status and its association with insulin resistance among
type 2 diabetics: a case -control study in Ghana. PLoS One. 2017;12(4):
e0175388. https://doi.org/10.1371/journal.pone.0175388.
26. Fondjo LA, Sakyi SA, Owiredu WKBA, Laing EF, Owiredu E-W, Awusi EK, et al.
Evaluating vitamin D status in pre- and postmenopausal type 2 diabetics
and its association with glucose homeostasis. Biomed Res Int. 2018;2018:
9369282.
27. Mirzakhani H, Litonjua AA, McElrath TF, O’Connor G, Lee-Parritz A, Iverson R,
et al. Early pregnancy vitamin D status and risk of preeclampsia. J Clin
Invest. 2016;126(12):4702–15. https://doi.org/10.1172/JCI89031.
28. Rostami M, Tehrani FR, Simbar M, Bidhendi Yarandi R, Minooee S, Hollis BW,
et al. Effectiveness of prenatal vitamin D deficiency screening and treatment
program: a stratified randomized field trial. J Clin Endocrinol Metab. 2018;
103(8):2936–48. https://doi.org/10.1210/jc.2018-00109.
29. Khalessi N, Kalani M, Araghi M, Farahani Z. The relationship between
maternal vitamin D deficiency and low birth weight neonates. J Family
Reprod Health. 2015;9(3):113–7.
30. Zamal A, Ali SM, Firdaus U, Noor N, Siddiqi SS. Relationship between
maternal vitamin D levels and risk of low birth weight in term newborns: a
case control study. Neonat Pediatr Med. 2019;5.
31. Bodnar LM, Platt RW, Simhan HN. Early-pregnancy vitamin D deficiency and
risk of preterm birth subtypes. Obstet Gynecol. 2015;125(2):439–47. https://
doi.org/10.1097/AOG.0000000000000621.
32. Oluwole AA, Okunade KS, Okojie OE. Maternal serum vitamin D levels and
preterm delivery among low-risk parturients in Lagos, Nigeria. Int J
Gynaecol Obstet. 2019;144(2):216–20. https://doi.org/10.1002/ijgo.12719.
33. Kalok A. Maternal serum vitamin D and spontaneous preterm birth. Clin Exp
Obstet Gynecol. 2020;47:16–20.
34. Jammalamadaga VS, Abraham P, Sivaprasad P. ApoB/ApoA-1 ratio and nitric
oxide levels in pregnancy induced hypertensive women. 2016. 2016;4(5):6.
35. Hobiel HA, Tadros HYZ. Oxidative stress and dyslipidemia as indicators of
pathogenesis of preeclampsia in pregnant Sudanese women. J Biosci Med.
2018;6(07):48–65. https://doi.org/10.4236/jbm.2018.67005.
36. Ahenkorah L, Owiredu WKBA, Laing EF, Amidu N, Turpin CA. Lipid
profile and lipid peroxidation among Ghanaian pregnancy-induced
hypertensives. J Med Sci. 2008;8(8):691–8. https://doi.org/10.3923/jms.2
008.691.698.
37. Agarwal V, Gupta BK, Vishnu A, Mamtatyagi S, Kiran J. Association of lipid
profile and uric acid with pre-eclampsia of third trimester in Nullipara
women. J Clin Diagn Re. 2014;8(7):CC04–7. https://doi.org/10.7860/JCDR/2
014/7901.4533.
38. Ephraim RKD, Doe PA, Amoah S, Antoh EO. Lipid profile and high maternal
body mass index is associated with preeclampsia: a case-control study of
the Cape Coast Metropolis. Ann Med Health Sci Res. 2014;4(5):746–50.
https://doi.org/10.4103/2141-9248.141542.
39. Lepsch J, Eshriqui I, Farias DR, Vaz JS, Cunha Figueiredo AC, Adegboye AR,
et al. Association between early pregnancy vitamin D status and changes in
serum lipid profiles throughout pregnancy. Metabolism. 2017;70:85–97.
https://doi.org/10.1016/j.metabol.2017.02.004.
40. Al-Ajlan A, Krishnaswamy S, Alokail MS, Aljohani NJ, Al-Serehi A,
Sheshah E, et al. Vitamin D deficiency and dyslipidemia in early
pregnancy. BMC Pregnancy Childbirth. 2015;15(1):314. https://doi.org/1
0.1186/s12884-015-0751-5.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

