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Abstract: Prenatal screening for Down syndrome (DS) is based on both noninvasive and invasive
methods. Noninvasive, cell-free fetal DNA genetic tests are expensive, whereas biochemical methods
remain imprecise. Amniocentesis is the most frequently used invasive diagnosis procedure, characterized
by 99.8% diagnostic efficiency and less than 1% risk of miscarriage. The aim of this study was to evaluate
the screening value of apolipoprotein E (ApoE) as a potential noninvasive biomarker for prenatal DS
assessment. This study was conducted on a group of female patients who decided to undergo routine
amniocentesis between the 15th and 18th week of pregnancy at the Department of Reproduction and
Gynecological Endocrinology of the Medical University of Bialystok, Poland. For the purpose of this
study, 20 women with DS fetuses were selected as the study group, and 20 healthy pregnant women
with euploid fetus karyotypes as the control group. The plasma levels of ApoE were significantly
higher in the study group compared to healthy subjects (p < 0.05). The area under the receiver operating
characteristic (ROC) curve was 0.978 (p < 0.001), with the cut-off set to 1.37 mg/mL, which was
characterized by 80% of sensitivity and 100% of specificity. The high sensitivity and specificity
demonstrate the screening utility of maternal ApoE concentration in prenatal fetal DS screening.
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1. Introduction

Trisomy 21, also known as Down syndrome (DS), is one of the most frequently occurring
chromosomal disorders worldwide [1,2]. The disease affects 1in every 787 live births and is characterized
by the abnormal division of genetic material resulting in an additional chromosome 21 or its part [3].
Trisomy 21 is the major cause of DS, accounting for about 95% of cases [4]. This disease results in
unequal distribution of DNA material and metabolic pathway dysfunction, including lipid metabolism
disturbances, increased oxidative stress, mitochondrial dysfunction, and tau phosphorylation [5].
Maternal age above 35 years and the occurrence of balanced translocation in one of the parents are the
main risk factors.

Apolipoprotein E (ApoE), a glycoprotein with a linear polypeptide chain rich in arginine, is a
hydrophilic component of high-density lipoprotein (HDL), very low-density lipoprotein (VLDL),
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lipoproteins, and chylomicrons [6]. It is mainly synthesized in the cell periphery of hepatocytes,
but also in macrophages, astrocytes, lungs, kidneys, spleens, and muscle cells, with the highest
expression in the liver and brain. In the brain, the main supply of ApoE is in the blood-brain barrier,
and it is observed in the cerebrospinal fluid at concentrations of ~5 mg/L; it is mainly produced by
astrocytes, neurons, and damaged microglia [6,7]. The maturation of the fetus is dependent on the
undisrupted development of the nervous system during its growth. Approximately 23% of lipids
are accumulated in the brain, particularly in neurons and astrocytes. During the first few weeks of
gestation, the developing fetus mainly uses maternal cholesterol. Fetal cholesterol and apolipoproteins
(ApoAl, ApoE, and ApoB), together with HDL, LDL, or VLDL are crucial for moderating embryonic
signaling pathways [8]. Therefore, ApoE is considered to be a promoter of myelination, synaptogenesis,
and other processes related to neurodevelopment that involve lipids.

Nowadays, prenatal screening of DS is based on both noninvasive methods, which estimate the
risk of DS-affected pregnancy, and invasive techniques, which verify the presence of chromosomal
aberrations. Serum screening and ultrasounds are intended to identify women with pregnancies at high
risk of chromosomal abnormalities. However, diagnostic testing is indicated in international guidelines,
mainly focusing on individual risk assessment based on historical, biochemical, and biophysical
variables [9]. Amniocentesis is the most frequently used invasive procedure, which has a diagnostic
efficacy of 99.8% and poses less than 1% risk of miscarriage [10-12]. The discovery of genetic testing
using free fetal DNA (ffDNA), whose concentration can be measured in maternal peripheral blood,
was a significant breakthrough in noninvasive screening. In addition to the 0.5% false-positive rate,
this technique is still comparatively expensive [13-17]. Therefore, it is important to find a cost-effective
and noninvasive screening biomarker with high sensitivity and specificity that would provide
indisputable benefits, subsequently reducing the number of incorrect indications for amniocentesis
diagnosis. Moreover, more comprehensive knowledge of DS pathogenesis, including the understanding
of metabolic pathway alterations, may introduce new treatment targets and improve patients’ quality
of life.

The aim of the study was to evaluate the screening usefulness of maternal ApoE measurement as
a potential noninvasive marker in prenatal diagnostics of DS.

2. Experimental Section

The study and control groups consisted of women who underwent routine amniocentesis
between the 15th and 18th weeks of gestation at the Department of Reproduction and Gynecological
Endocrinology of the Medical University of Bialystok, Poland. The indication for amniocentesis
was an increased risk of chromosomal aberrations in noninvasive prenatal screening or patient age
above 35 years. Exclusion criteria were as follows: chronic or acute diseases, hormonal treatment,
anti-inflammatory treatment, high-risk pregnancy, or preterm delivery in the patient’s medical history.
All participants were informed about potential risks prior to the procedure and received relevant
information regarding the study. Study participants were matched according to age, ethnicity,
socioeconomic status, the course of pregnancy, body mass index (BMI), and the number of pregnancies
with marked episodes of pregnancy pathology. The patient recruitment period started in 2017 and
lasted 2 years. Following karyotype test result analysis, 20 women carrying fetuses with DS and
20 women with euploid (non-DS) fetuses were enrolled in the study. All patients were submitted to
amniocentesis within a determined period, then randomized. An adequate sample size to detect a
difference was demonstrated using power analysis [18]. Venous blood (5.5 mL) was obtained from
participants at the day of amniocentesis, centrifuged, and plasma was subsequently separated and
frozen at —80 °C.

Plasma ApoE concentration was determined using an enzyme-linked immunosorbent assay
(ELISA) (ELISA Kit for apolipoprotein E (ApoE); Cloud-Clone Corp., Wuhan, Hubei 430056, China,
SEA704Hu) according to the manufacturer’s protocol and observing the principles of internal laboratory
control for the performed determinations. Samples and controls were measured in the same run using
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the blind analysis method. Duplicate samples were assessed and the average of the two results was
calculated [19]. Statistical analyses were performed using Statistica 13.3 (StatSoft, Tibco Software Inc.,
Palo Alto, CA, USA). During the analysis, the normality of data distribution was demonstrated
(p > 0.05). Thus, the groups were compared using a parametric two-way ANOVA test; p < 0.05 was
considered statistically significant. In addition, the receiver operating characteristic (ROC) curves were
determined using a medical package included in the Statistica program. Diagnostic sensitivity and
specificity were calculated using a cut-off value that was calculated by the Youden’s index (as a criterion
for selecting the optimum cut-off point) [20].

The procedures were approved by the Local Ethics Committee of the Medical University of
Bialystok, Poland, and written informed consent was obtained from each participant (R-I-002/36/2014).

3. Results

In this research, the first participant was entered on 1 January 2015. The last participant was
randomized on 12 April 2019, at the end of the trial. A total value of 100 pregnant women were
screened, and 40 were randomized and enrolled for the subsequent analysis.

Statistical Analyses

Basic statistics that were measured in the study, control, and total group, such as average ApoE
concentration values, minimum and maximum values, and standard error, are presented in Table 1.
ApoE concentrations were significantly higher in the study group compared to healthy subjects
(p <0.001). The comparison of ApoE concentrations measured in the study vs. control group is
presented in Figure 1.

Table 1. Basic statistics of plasma ApoE measurement (data presented in mg/L).

Parameter Study Group (1 = 20) Control Group (n = 20) Total Group (n = 40)
Minimum value 1.27 0.66 0.66
Maximum value 2.18 1.31 2.18

Mean 1.57 1.02 1.3
SD 0.25 0.18 0.35

Study group vs. Control group
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Figure 1. Concentration of apolipoprotein E (ApoE) measurements in study vs. control group. SD,
standard deviation.
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To determine the diagnostic utility of the ApoE test, the ROC curve was calculated as an illustration
of the relationship between sensitivity and specificity (Figure 2). The cut-off point was set at 0.85 using
Youden’s index, simultaneously establishing the diagnostic norm of ApoE as 1.37 mg/L. The sensitivity,
accuracy, specificity, and positive and negative predictive values (PPV and NPV, respectively) are
presented in Table 2.

ROC curve
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Figure 2. Receiver operating characteristic (ROC) curve for ApoE in Down syndrome (DS) screening.

Table 2. Statistical parameters of ApoE measurement.

Parameter Sensitivity Accuracy PPV NPV Specificity
ApoE (cut-off point = 1.37 mg/L) 80% 82% 100% 83% 100%

NPV, negative predictive value; PPV, positive predictive value.

To evaluate the clinical applicability of ApoE as a prenatal screening tool, the area under the ROC
curve (AUC) was evaluated. The AUC value was 0.978, which was significantly higher in comparison
to AUC 0.5, which is the threshold of the diagnostic usefulness of a test (p < 0.001).

4. Discussion

Despite DS being the most common chromosomal aberration occurring in all races, the pathological
process, as well as the incorrect division of DNA material, are not yet fully understood [21-23]. It has
been demonstrated that pregnant women with a DS fetus suffer from lipid disorders related to
disturbed cholesterol metabolism and lipid transport; incorrect distribution of VLDL, LDL, and lipid
peroxidation [4]; and altered concentration of sphingolipids, which leads to improper myelination
of fetal neurons [24]. These patients also show insufficient endothelial function, which is related to
the inflammation process, oxidative stress, and dysregulated lipid metabolism, which may result in
insufficient cell division [25].

Screening tests are used to survey a population by measuring a specific marker to define screening
cut-off levels, with subsequent identification of a high-risk group for a particular disorder [26].
Multiple screening tests are used, involving the combination of a few biochemical tests, usually combined
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with maternal age or an ultrasound examination, to estimate the risk of DS occurrence [27]. To compare
the diagnostic efficiency, the combination of ultrasound examination with pregnancy-associated plasma
protein A (PAPP-A) and serum-free human chorionic gonadotropin (B-HCG) measurement, using a 5%
screen-positive rate, allows for the detection of 82-87% DS pregnancies [28]. Increased maternal serum
ApoE concentration in DS-affected pregnancies has been previously explored, but the diagnostic utility
of this marker has not been comprehensively illustrated [27].

The first attempt to evaluate the influence of ApoE on adolescent neurodevelopment was made by
Tratnik et al., who conducted research on the association between prenatal exposure to mercury (Hg)
and child neurodevelopment, while considering genetic ApoE polymorphism. The study revealed
that the presence of the APOE ¢4 allele combined with Hg exposure resulted in a decline in cognitive
performance in the studied children [29]. Pinto et al. demonstrated that women carrying a fetus with
DS may display impaired lipid metabolism [30]. Pranami et al. demonstrated that women carrying the
APOE ¢4 allele and having increased cholesterol levels have impaired microcirculation in capillaries,
which may cause atherosclerosis of the microcirculation vessels surrounding ovarian follicles that may
result in incorrect meiotic division 2, indirectly leading to DS [31].

In our study, plasma ApoE levels were considered low, but comparable to those found in the study
by Kaneva et al., where the shift in plasma ApoE toward lower levels in European residents as a result
of specific features of lipid metabolism was demonstrated [32]. We also demonstrated the screening
utility of maternal serum ApoE measurement as a potential noninvasive marker of DS. Comparing this
result with the commonly used biochemical markers, the screening usefulness of the test was much
higher (AUC = 0.978) compared to PAPP-A (AUC = 0.7771) and B-HCG (AUC = 0.6682) or combined
PAPP-A + B-HCG (AUC = 0.8533) measurements [33]. Our results indicate that ApoE concentration
could be added in a combined test screening approach or proposed as an alternative examination.
However, further evaluation with subsequent data validation with ultrasound tests and combined
screening tests using a larger cohort is required.

The study performed by Rindler et al. identified the placental ApoE synthesis as the major
maternal lipid profile modifier during pregnancy. ApoE has been suggested to play a supportive
role in regulating maternal and fetal homeostasis [34-36]. ApoE may also balance the oxidative and
antioxidative processes through LDL oxidation inhibition and methylation reduction [37]. The elevated
levels of oxidative stress markers were observed in DS fetuses, as well as in DS pregnancies. Referring to
the result above and that obtained by Melhem et al. where the secretion pattern demonstrated a
predominant maternal orientation [37], it can be concluded that maternal ApoE synthesis emphasizes
its pleiotropic role in preventing fetal abnormalities [38,39]. Thus, preconception ApoE screening in
women may be of clinical importance in the prediction of fetus health complications.

In our study, women with a confirmed DS pregnancy had significantly higher plasma ApoE
concentrations compared with healthy subjects. The traceability of commonly used biochemical
noninvasive tests can be characterized by PAPP-A tests, with sensitivity estimated at 90% with
5% false-positive results, and the triple test (combination of three markers: free  chorionic
gonadotropin, a-fetoproteins, and unconjugated estriol), whose sensitivity is estimated at 60-70% [9-14].
Screening based on Caucasian reference ranges has a detection rate of 86.8% for contingent
first trimester screening, 76.2% for second trimester screening, and 83.8% for their combination.
However, first trimester screening had a higher false-positive rate compared to second trimester screening
(13.7% vs. 7.7%) [40]. Regarding ApoE, the sensitivity, accuracy, specificity, and PPV and NPV were
80%, 82%, 100%, 83%, and 100%, respectively. The diagnostic power of the test was proven by the
determination of an AUC of 0.978. Introducing maternal ApoE measurement to the methods commonly
used in DS risk assessment may increase the sensitivity and specificity of noninvasive prenatal screening.
However, the present investigation is a preliminary study, and further research on a larger cohort
is required.
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5. Conclusions

Our study demonstrated the relationship between maternal ApoE and fetal DS occurrence,
and showed that ApoE can be used as a predictive marker of this disease, but further studies are
required. The discovery of dysregulated metabolic pathways could lead to the establishment of new
diagnostic targets, which may enable optimal early diagnosis, resulting in improved therapy application
and enhanced quality of life.

Author Contributions: Conceptualization: A.B. and M.Z.-K.; Methodology: A.B., LS., and S.L.; Data curation:
A.B.; Formal analysis: A.B. and LS.; Visualization: A.B.; Supervision: M.Z.-K,, S.L. and A K.; Writing—original
draft: A.B. and LS.; Writing—review and editing: M.Z.-K,, S.L., and A K. All authors have read and agreed to the
published version of the manuscript.

Funding: This study was funded by internal financing of the Medical University of Bialystok SUB/1/DN/20/001/1210.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Antonarakis, S.E.; Skotko, B.G.; Rafii, M.S.; Strydom, A.; Pape, S.E.; Bianchi, D.W.; Sherman, S.L.; Reeves, R.H.
Down syndrome. Nat. Rev. Dis. Prim. 2020, 6. [CrossRef]

2. World Health Organisation Births with Down’s Syndrome Per 100,000 Live Births—European Health
Information Gateway. Available online: https://gateway.euro.who.int/en/indicators/hfa_603-7120-births-
with-downs-syndrome-per-100-000-live-births/visualizations/#id 19698 (accessed on 26 May 2020).

3.  De Graaf, G.; Buckley, F.; Skotko, B.G. Estimation of the number of people with Down syndrome in the
United States. Genet. Med. 2017, 19, 439-447. [CrossRef]

4. Rostami, M.N.; Douraghi, M.; Mohammadi, A.M.; Nikmanesh, B. Altered serum pro-inflammatory cytokines
in children with Down’s syndrome. Eur. Cytokine Netw. 2012, 23, 64-67. [CrossRef]

5. Perluigi, M.; Butterfield, D.A. The identification of protein biomarkers for oxidative stress in Down syndrome.
Expert Rev. Proteom. 2011, 8, 427-429. [CrossRef]

6. Fernandez, C.G.; Hamby, M.E.; McReynolds, M.L.; Ray, W.]. The role of apoE4 in disrupting the homeostatic
functions of astrocytes and microglia in aging and Alzheimer’s disease. Front. Aging Neurosci. 2019, 10.
[CrossRef]

7. Yamazaki, Y.; Painter, M.M.; Bu, G.; Kanekiyo, T. Apolipoprotein E as a Therapeutic Target in Alzheimer’s
Disease: A Review of Basic Research and Clinical Evidence. CNS Drugs 2016, 30, 773-789. [CrossRef]

8.  Baardman, M.E; Kerstjens-Frederikse, W.S.; Berger, R ML.E.; Bakker, M.K.; Hofstra, RM.W.; Plosch, T. The
Role of Maternal-Fetal Cholesterol Transport in Early Fetal Life: Current Insights1. Biol. Reprod. 2013, 88.
[CrossRef]

9.  Carlson, L.M,; Vora, N.L. Prenatal Diagnosis: Screening and Diagnostic Tools. Obstet. Gynecol. Clin. N. Am.
2017, 44, 245-256. [CrossRef]

10. Tara, F; Lotfalizadeh, M.; Moeindarbari, S. The effect of diagnostic amniocentesis and its complications on
early spontaneous abortion. Electron. Physician 2016, 8, 2787-2792. [CrossRef]

11. Beta, J.; Lesmes-HereDia, C.; Bedetti, C.; Akolekar, R. Risk of miscarriage following amniocentesis and
chorionic villus sampling: A systematic review of the literature. Minerva Ginecol. 2018, 70, 215-219.

12.  Salomon, L.J.; Sotiriadis, A.; Wulff, C.B.; Odibo, A.; Akolekar, R. Risk of miscarriage following amniocentesis
or chorionic villus sampling: Systematic review of literature and updated meta-analysis. Ultrasound Obstet.
Gynecol. 2019, 54, 442-451. [CrossRef]

13.  Wanapirak, C.; Piyamomgkol, W.; Sirichotiyakul, S.; Tongprasert, F,; Srisupundit, K.; Luewan, S.; Traisrisilp, K.;
Jatavan, P,; Tongsong, T. Second-trimester maternal serum screening for fetal Down syndrome: As a screening
test for hemoglobin Bart’s disease: A prospective population-based study. Prenat. Diagn. 2018, 38, 700-705.
[CrossRef]

14. Galeva, S.; Konstantinidou, L.; Gil, M.M.; Akolekar, R.; Nicolaides, K.H. Routine first-trimester screening for
fetal trisomies in twin pregnancy: Cell-free DNA test contingent on results from combined test. Ultrasound
Obstet. Gynecol. 2019, 53, 208-213. [CrossRef]


http://dx.doi.org/10.1038/s41572-019-0143-7
https://gateway.euro.who.int/en/indicators/hfa_603-7120-births-with-downs-syndrome-per-100-000-live-births/visualizations/#id19698
https://gateway.euro.who.int/en/indicators/hfa_603-7120-births-with-downs-syndrome-per-100-000-live-births/visualizations/#id19698
http://dx.doi.org/10.1038/gim.2016.127
http://dx.doi.org/10.1684/ecn.2012.0307
http://dx.doi.org/10.1586/epr.11.36
http://dx.doi.org/10.3389/fnagi.2019.00014
http://dx.doi.org/10.1007/s40263-016-0361-4
http://dx.doi.org/10.1095/biolreprod.112.102442
http://dx.doi.org/10.1016/j.ogc.2017.02.004
http://dx.doi.org/10.19082/2787
http://dx.doi.org/10.1002/uog.20353
http://dx.doi.org/10.1002/pd.5316
http://dx.doi.org/10.1002/uog.20160

J. Clin. Med. 2020, 9, 3995 7of 8

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Manegold-Brauer, G.; Maymon, R.; Shor, S.; Cuckle, H.; Gembruch, U.; Geipel, A. Down’s syndrome
screening at 11-14 weeks’ gestation using prenasal thickness and nasal bone length. Arch. Gynecol. Obstet.
2019, 299. [CrossRef]

Badeau, M.; Lindsay, C.; Blais, J.; Nshimyumukiza, L.; Takwoingi, Y.; Langlois, S.; Légaré, F.; Giguere, Y.;
Turgeon, A.F,; Witteman, W.; et al. Genomics-based non-invasive prenatal testing for detection of fetal
chromosomal aneuploidy in pregnant women. Cochrane Database Syst. Rev. 2017, 2017. [CrossRef]

Hill, M.; Fisher, J.; Chitty, L.S.; Morris, S. Womens and health professionals preferences for prenatal tests
for Down syndrome: A discrete choice experiment to contrast noninvasive prenatal diagnosis with current
invasive tests. Genet. Med. 2012, 14, 905-913. [CrossRef]

Gupta, KK.; Attri, ].P.; Singh, A.; Kaur, H.; Kaur, G. Basic concepts for sample size calculation: Critical step
for any clinical trials! Saudi J. Anaesth. 2016, 10, 328-331. [CrossRef]

The EQUATOR Network|Enhancing the QUALlity and Transparency of Health Research. Available online:
https://www.equator-network.org/ (accessed on 15 October 2020).

Eusebi, P. Diagnostic accuracy measures. Cerebrovasc. Dis. 2013, 36, 267-272. [CrossRef]

Tarani, L.; Carito, V.; Ferraguti, G.; Petrella, C.; Greco, A.; Ralli, M.; Messina, M.P.; Rasio, D.; De Luca, E.;
Putotto, C.; et al. Neuroinflammatory Markers in the Serum of Prepubertal Children with down Syndrome.
J. Immunol. Res. 2020, 2020. [CrossRef]

Wilcock, D.M.; Griffin, W.S.T. Down’s syndrome, neuroinflammation, and Alzheimer neuropathogenesis. J.
Neuroinflammation 2013, 10, 864. [CrossRef]

Strydom, A.; Coppus, A.; Blesa, R.; Danek, A.; Fortea, J.; Hardy, J.; Levin, J.; Nuebling, G.; Rebillat, A.S.;
Ritchie, C.; et al. Alzheimer’s disease in Down syndrome: An overlooked population for prevention trials.
Alzheimer’s Dement. Transl. Res. Clin. Interv. 2018, 4, 703-713. [CrossRef]

Charkiewicz, K.; Blachnio-Zabielska, A.; Zbucka-Kretowska, M.; Wolczynski, S.; Laudanski, P. Maternal
plasma and amniotic fluid sphingolipids profiling in fetal down syndrome. PLoS ONE 2015, 10. [CrossRef]
Whooten, R.; Schmitt, J.; Schwartz, A. Endocrine manifestations of Down syndrome. Curr. Opin. Endocrinol.
Diabetes Obes. 2018, 25, 61-66. [CrossRef]

Tana, C.; Wanapirak, C.; Sirichotiyakul, S.; Tongprasert, F.; Srisupundit, K.; Luewan, S.; Sekararithi, R.;
Tongsong, T. How to correct the impact of ethnicity on effectiveness of the second trimester maternal serum
screen of fetal Down syndrome? |. Matern. Neonatal Med. 2019, 32, 3343-3347. [CrossRef]

Kang, Y;; Dong, X.; Zhou, Q.; Zhang, Y.; Cheng, Y.; Hu, R.; Su, C,; Jin, H.; Liu, X.; Ma, D.; et al. Identification
of novel candidate maternal serum protein markers for Down syndrome by integrated proteomic and
bioinformatic analysis. Prenat. Diagn. 2012, 32, 284-292. [CrossRef]

Rabiee, M.; Jouhari, Z.; Pirasteh, A. Knowledge of prenatal screening, down syndrome, amniocentesis, and
related factors among iranian pregnant women: A cross- sectional study. Int. |. Community Based Nurs.
Midwifery 2019, 7, 150-160. [CrossRef]

Snoj Tratnik, J.; Falnoga, I.; Trdin, A.; Mazej, D.; Fajon, V.; Miklav¢i¢, A.; Kobal, A.B.; Osredkar, J.; Sesek
Briski, A.; Krsnik, M.; et al. Prenatal mercury exposure, neurodevelopment and apolipoprotein E genetic
polymorphism. Environ. Res. 2017, 152, 375-385. [CrossRef]

Pinto, J.; Almeida, L.M.; Martins, A.S.; Duarte, D.; Domingues, M.R.M.; Barros, A.S.; Galhano, E.; Pita, C.; Do
Céu Almeida, M.; Carreira, LM.; et al. Impact of fetal chromosomal disorders on maternal blood metabolome:
Toward new biomarkers? Am. J. Obstet. Gynecol. 2015, 213, 841.e1-841.e15. [CrossRef]

Bhaumik, P.; Ghosh, P.; Ghosh, S.; Feingold, E.; Ozbek, U.; Sarkar, B.; Dey, S.K. Combined association of
presenilin-1 and apolipoprotein E polymorphisms with maternal meiosis II error in down syndrome births.
Genet. Mol. Biol. 2017, 40, 577-585. [CrossRef]

Kaneva, A.M.; Bojko, E.R.; Potolitsyna, N.N.; Odland, J.O. Plasma levels of apolipoprotein-E in residents of
the European North of Russia. Lipids Health Dis. 2013, 12. [CrossRef]

Berktold, L.; Kaisenberg, C.; Hillemanns, P.; Vaske, B.; Schmidt, P. Analysis of the impact of PAPP-A, free
-hCG and nuchal translucency thickness on the advanced first trimester screening. Arch. Gynecol. Obstet.
2013, 287, 413-420. [CrossRef] [PubMed]

Kallol, S.; Albrecht, C. Materno-fetal cholesterol transport during pregnancy. Biochem. Soc. Trans. 2020, 48,
775-786. [CrossRef] [PubMed]

Rindler, M.]; Traber, M.G.; Esterman, A.L.; Bersinger, N.A.; Dancis, J. Synthesis and secretion of apolipoprotein
E by human placenta and choriocarcinoma cell lines. Placenta 1991, 12, 615-624. [CrossRef]


http://dx.doi.org/10.1007/s00404-019-05083-2
http://dx.doi.org/10.1002/14651858.CD011767.pub2
http://dx.doi.org/10.1038/gim.2012.68
http://dx.doi.org/10.4103/1658-354X.174918
https://www.equator-network.org/
http://dx.doi.org/10.1159/000353863
http://dx.doi.org/10.1155/2020/6937154
http://dx.doi.org/10.1186/1742-2094-10-84
http://dx.doi.org/10.1016/j.trci.2018.10.006
http://dx.doi.org/10.1371/journal.pone.0127732
http://dx.doi.org/10.1097/MED.0000000000000382
http://dx.doi.org/10.1080/14767058.2018.1463367
http://dx.doi.org/10.1002/pd.3829
http://dx.doi.org/10.30476/IJCBNM.2019.44886
http://dx.doi.org/10.1016/j.envres.2016.08.035
http://dx.doi.org/10.1016/j.ajog.2015.07.032
http://dx.doi.org/10.1590/1678-4685-gmb-2016-0138
http://dx.doi.org/10.1186/1476-511X-12-43
http://dx.doi.org/10.1007/s00404-012-2585-y
http://www.ncbi.nlm.nih.gov/pubmed/23080546
http://dx.doi.org/10.1042/BST20190129
http://www.ncbi.nlm.nih.gov/pubmed/32369555
http://dx.doi.org/10.1016/0143-4004(91)90496-3

J. Clin. Med. 2020, 9, 3995 8of8

36.

37.

38.

39.

40.

Pham, T.; Kodvawala, A.; Hui, D.Y. The receptor binding domain of apolipoprotein E is responsible for its
antioxidant activity. Biochemistry 2005, 44, 7577-7582. [CrossRef] [PubMed]

Melhem, H.; Kallol, S.; Huang, X.; Liithi, M.; Ontsouka, C.E.; Keogh, A.; Stroka, D.; Thormann, W.;
Schneider, H.; Albrecht, C. Placental secretion of apolipoprotein Al and E: The anti-atherogenic impact of
the placenta. Sci. Rep. 2019, 9. [CrossRef]

Ramassamy, C.; Krzywkowski, P.; Averill, D.; Lussier-Cacan, S.; Theroux, L.; Christen, Y.; Davignon, J.;
Poirier, J. Impact of apoE deficiency on oxidative insults and antioxidant levels in the brain. Mol. Brain Res.
2001, 86, 76-83. [CrossRef]

Procopciuc, L.M.; Caracostea, G.; Zaharie, G.; Stamatian, F. Newborn APOE genotype influences maternal
lipid profile and the severity of high-risk pregnancy-preeclampsia: Interaction with maternal genotypes as a
modulating risk factor in preeclampsia. Hypertens. Pregnancy 2015, 34, 271-283. [CrossRef]

Wanapirak, C.; Piyamongkol, W.; Sirichotiyakul, S.; Tongprasert, F,; Srisupundit, K.; Luewan, S.; Traisrisilp, K.;
Jatavan, P.; Tongsong, T. Fetal Down syndrome screening models for developing countries; Part I: Performance
of Maternal Serum Screening. BMC Health Serv. Res. 2019, 19. [CrossRef]

Publisher’s Note: MDPI stays neutral with regard to jurisdictional claims in published maps and institutional
affiliations.

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1021/bi0472696
http://www.ncbi.nlm.nih.gov/pubmed/15896001
http://dx.doi.org/10.1038/s41598-019-42522-1
http://dx.doi.org/10.1016/S0169-328X(00)00268-0
http://dx.doi.org/10.3109/10641955.2015.1009541
http://dx.doi.org/10.1186/s12913-019-4446-x
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Experimental Section 
	Results 
	Discussion 
	Conclusions 
	References

