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Abstract: This study aimed to investigate the diagnostic accuracy of the placenta accreta index
(PAI) for predicting placenta accreta spectrum (PAS) in women with placenta previa. We analyzed
33 pregnancies with placenta previa at Keio University Hospital. The PAI was assessed in the early
third trimester, and PAS was diagnosed histologically or clinically defined as retained placenta after
manual removal attempts. The PAI and incidence of PAS were analyzed. Ten women (30%) were
diagnosed with PAS and had higher volumes of perioperative bleeding (p = 0.016), higher rate of
requiring uterine artery embolization (p = 0.005), and peripartum hysterectomy (p = 0.0002) than
women without PAS. A PAI > 2 was the most useful cut-off point for predicting PAS and was more
sensitive than prediction values using traditional evaluation (history of cesarean section and placental
location). Post-hoc analysis revealed a higher rate of previous history of cesarean delivery (30% vs.
4.4%, p = 0.038), severe placental lacunae (≥grade2) (70% vs. 8.7%, p = 0.0003), thin myometrial
thickness (90% vs. 22%, p = 0.0003), anterior placenta (100% vs. 30%, p = 0.0002), and presence of
bridging vessels (30% vs. 0%, p = 0.0059) in PAS women. PAI could help predict the outcomes of
women with placenta previa with and without a history of cesarean delivery to reduce PAS-induced
perinatal complications.

Keywords: placenta accreta spectrum; placenta previa; ultrasonography; placenta accreta index

1. Introduction

Placenta accreta spectrum (PAS) is first suspected when placenta previa is identified
because 9.3% of placenta previa cases are associated with PAS [1]. Although the mortality
rate of women with PAS has improved from 6–7% [2] to 0.05% recently [3], PAS is related
to an increased risk of perinatal complications and interventions, such as excessive peri-
partum bleeding requiring blood transfusion, uterine artery embolization, and peripartum
hysterectomy. Therefore, predicting PAS in the antepartum period is crucial because it is a
means to decrease maternal morbidity/mortality.

Ultrasonography is the mainstay of prenatal diagnosis and monitoring, as well as
preoperative prediction of PAS, and has a high accuracy for prenatal diagnosis of invasive
placentation in high-risk pregnancies [4]. Rac et al. [5] recently reported using the placenta
accreta index (PAI) scored by ultrasonography for predicting PAS; however, validation and
replication studies for PAI are limited. Additionally, a previous study on the use of PAI
only recruited women with a history of cesarean delivery [5]. It is well known that women
without a history of cesarean delivery also have an increased risk of the adherent placenta
in case of placenta previa [1].
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Therefore, we aimed to investigate and validate the clinical utility of the PAI to predict
PAS in women with placenta previa both with and without a history of cesarean delivery.

2. Materials and Methods

This was a single-center retrospective study. The hospital records of 33 consecutive
women with singleton pregnancies, diagnosed with placenta previa at Keio University Hos-
pital from June 2017 to January 2021, were analyzed. Placenta previa was diagnosed using
transvaginal ultrasonography and defined as the presence of a placenta that completely
covered the internal cervical ostium. Excluded were multiple pregnancies and patients who
were referred to our hospital after having delivered elsewhere. All the ultrasonography im-
ages of patients with placenta previa have been stored. Women for whom ultrasonography
images were unavailable or inadequate to evaluate PAI retrospectively were excluded from
the analysis.

Abdominal and vaginal ultrasonography were performed by obstetricians trained in
ultrasonography in the early third trimester. The ultrasound images were reviewed by
a single observer (K.H.), and a PAI score was assigned preoperatively for each woman.
Table 1 shows the parameters of the PAI. The PAI is a composite of the following five
parameters: previous history of cesarean delivery, placental lacunae, smallest myometrial
thickness, placental location, and bridging vessels [5].

Table 1. Clinical values of obstetric parameters for evaluating the placenta accreta index.

Obstetric Parameter Value

≥2 cesarean delivery 3.0
Lacunae
Grade 3 3.5
Grade 2 1.0

Sagittal smallest myometrial thickness
≤1 mm 1.0
<1 but ≥3 mm 0.5
>3 but ≤5 mm 0.25

Anterior placenta previa 1.0
Bridging vessels to the bladder 0.5

PAS was diagnosed histologically after hysterectomy or clinically defined as placenta
retained after previous attempts of manual removal according to the FIGO classification [6].
Depends on the predicted severity of the PAS, and for improving the perinatal outcomes,
we decided the delivery timing of women with placenta previa between 34 and 37 weeks
of gestation [7]. However, when the patient entered labor or had massive vaginal bleeding,
emergency cesarean delivery was performed even before 34 weeks of gestation. Blood loss
was counted as intraoperative bleeding.

The student’s t-test or chi-square test was used to test differences between the groups.
The estimates and Clopper–Pearson confidence intervals for sensitivity, specificity, positive
predictive value, and negative predictive value for the prediction of PAS were calculated
for each cut-off point of the PAI. Receiver operating characteristic curve (ROC) analysis
was performed for PAS prediction using the PAI; the area under the curve (AUC) was
calculated, and the cut-off value of the PAI was calculated by using the Youden index. All
statistical analyses were performed using SAS, version 9.4 (SAS Institute, Cary, NC, USA).
Two-sided p-values < 0.05 were considered to indicate statistical significance.

The study was approved by the Ethics Committee of Keio University School of
Medicine (No. 20030107). As all information was anonymous in the institutional database,
informed consent from each patient was not needed.
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3. Results

Maternal characteristics and perinatal outcomes are summarized in Table 2. Of the
33 women with placenta previa, 10 (30%) were diagnosed with PAS, and 23 did not
have PAS. The PAS group showed a significantly larger volume of perioperative bleeding
and higher rates of uterine artery embolization and peripartum hysterectomy than the
non-PAS group.

Table 2. Maternal characteristics and perinatal outcomes.

PAS
n = 10

Non-PAS
n = 23 p-Value

Maternal age, years 39 ± 3.3 38 ± 5.2 0.59
BMI, kg/m2 20 ± 3.0 22 ± 3.6 0.12
Nulliparas 4 (40%) 15 (65%) 0.17

Gestational age at delivery, weeks 35.2 ± 1.5 35.5 ± 2.4 0.51
Perioperative blood loss, g 2913 ± 1314 1650 ± 841 0.01

Uterine artery embolization 6 (60%) 3 (13%) <0.01
Blood transfusion 9 (90%) 14 (61%) 0.09

Peripartum hysterectomy 5 (50%) 0 (0%) <0.01
Birth weight, g 2372 ± 427 2333 ± 505 0.83

Apgar score at 1 min < 7 2 (20%) 7 (30%) 0.54
Apgar score at 5 min < 7 0 (0%) 3 (13%) 0.23

Continuous variables are presented as means ± standard deviations. Categorical variables are presented as n (%).
Statistically significant p-values are shown in bold text. Abbreviations: BMI, body mass index, PAS, placental
accreta spectrum.

The ROC curve predicting PAS using the PAI showed an AUC of 0.974 (95% confidence
interval [CI], 0.925–1.00). A PAI > 2 was indicated as the most useful cut-off point for PAS
prediction, with a sensitivity of 0.900 (95% CI, 0.555–0.997); specificity, 0.957 (95% CI,
0.781–0.999); positive predictive value, 0.900 (95% CI, 0.555–0.997); negative predictive
value, 0.957 (95% CI, 0.781–0.999) (Table 3). These values were higher than the prediction
rate of PAS based on the traditionally evaluated information (history of cesarean delivery
and anterior placental location: sensitivity, 0.300; specificity, 0.957; positive predictive value,
0.750; negative predictive value; 0.759). Seven (70%) out of 10 women with PAS had no
previous cesarean delivery, all of whom had a PAI > 2. Of the seven women with PAS
without a history of cesarean delivery, five (71%) were aged above 35, three (43%) received
infertility treatments, and only one (14%) had a history of uterine artery embolization.

Table 3. Sensitivity, specificity, and positive and negative predictive values corresponding to each
PAI score.

PAI Non-PAS PAS Sensitivity (95% CI) Specificity (95% CI) PPV (95% CI) NPV (95% CI)

>0 9 10 100.0 [69.2–100.0] 60.9 [38.5–80.3] 52.6 [28.9–75.6] 100.0 [76.8–100.0]
≤0 14 0

>1 5 10 100.0 [69.2–100.0] 78.3 [56.3–92.5] 66.7 [38.4–88.2] 100.0 [81.5–100.0]
≤1 18 0

>2 1 9 90.0 [55.5–99.7] 95.7 [78.1–99.9] 90.0 [55.5–99.7] 95.7 [78.1–99.9]
≤2 22 1

>3 1 5 50.0 [18.7–81.3] 95.7 [78.1–99.9] 83.3 [35.9–99.6] 81.5 [61.9–93.7]
≤3 22 5

>4 1 5 50.0 [18.7–81.3] 95.7 [78.1–99.9] 83.3 [35.9–99.6] 81.5 [61.9–93.7]
≤4 22 5

>5 0 2 20.0 [2.5–55.6] 100.0 [85.2–100.0] 100.0 [15.8–100.0] 74.2 [55.4–88.1]
≤5 23 8

Values are presented as median (Interquartile range). Abbreviations: PAI, placenta accreta index, PAS, placental
accreta spectrum, PPV, positive predictive value, NPV, negative predictive value, CI, confidence interval.
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The post-hoc analysis of the five parameters of the PAI score revealed significantly
higher rates of previous cesarean deliveries ≥ 2 (30% vs. 4.4%, p = 0.038), placental lacunae
≥ Grade 2 (70% vs. 8.7%, p = 0.0003), myometrial thickness ≤ 5 mm (90% vs. 22%,
p = 0.0003), placenta adhering to the anterior wall of the uterus (100% vs. 30%, p = 0.0002),
and presence of bridging vessels to the bladder (30% vs. 0%, p = 0.0059) in the PAS group
than in the non-PAS group.

4. Discussion

As previously reported, our study replicated the finding that PAS is associated with
an increased risk of perinatal complications and requiring uterine artery embolization.
Moreover, the present study indicated the clinical utility and significance of the PAI to pre-
dict PAS preoperatively in women with placenta previa both with and without a previous
history of cesarean delivery, whereas previous study applied PAI only for women with a
history of cesarean delivery [5]. In particular, a PAI > 2 indicated a practical cut-off point to
predict PAS in women with placenta previa.

As expected, in the present study, the PAS group showed a significantly increased
number of perioperative complications, including a larger amount of perioperative bleed-
ing, a higher rate of uterine artery embolization, and peripartum hysterectomy than the
non-PAS group. Per previous reports, PAS is associated with a significantly higher risk of
blood transfusion (46.9%) and peripartum hysterectomy (52.2%) [3,8,9] which is consistent
with this study’s findings. The PAI assessment may be clinically important for women
with suspected placental invasion to reduce perinatal complications and maternal mortality
associated with PAS.

The present study revealed that the PAI has high diagnostic accuracy for PAS. In
particular, a PAI > 2 could be a useful cut-off point to predict PAS. Rac et al. [5] did not
present a cut-off point for the PAI, but used it to help with risk stratification and coun-
seling. Meanwhile, the present study suggests that PAI > 2 is useful for predicting PAS
in women with and without a previous history of cesarean delivery. Of the five param-
eters comprising the PAI evaluated in this study (history of cesarean delivery, presence
of placental lacunae, smallest myometrial thickness, placental location, and presence of
bridging vessels to the bladder), significant differences were identified in all parameters
between the PAS and non-PAS groups. We also reported on several ultrasonographic
parameters that are associated with PAS. The sensitivity of placental lacunae for iden-
tifying placenta accreta was reported as 75% [10]. The sensitivity and specificity of the
loss of the clear zone for identifying placenta accreta were reported as 74.9% and 76.9%,
respectively [10]. Another study showed that the sensitivity, specificity, and positive and
negative predictive values of placenta accreta using ultrasound findings were 53.3%, 88.1%,
82.1%, and 64.8%, respectively [11]. The prediction parameters calculated in the present
study using the PAI were greater than those calculated in previous reports. On this basis,
the diagnostic accuracy of PAI for PAS could be superior to the single ultrasonographic
parameter-based method.

Happe et al. validated the predictability of the PAI for PAS by using 79 PAS cases, but
only for women who had a history of previous cesarean delivery [12]. In fact, prior cesarean
delivery has a large influence on PAI scoring [5], and the higher prevalence of cesarean
deliveries has led to an increased incidence of PAS [13]. However, it is well known that
women diagnosed with placenta previa even without previous cesarean delivery have an
increased risk of PAS [1]. Indeed, the present study included seven (70%) women with PAS
without a history of cesarean delivery, all of whom presented with PAI >2 and increased
risk of PAS. The present findings potentially expand the utility of PAI for PAS prediction in
patients even without a previous history of cesarean delivery.

Magnetic resonance imaging (MRI) is another modality used to predict PAS and MRI
findings have been reported to be useful to define the topography and area of placental
invasion [14,15]. Berkley et al. [16] reported that the sensitivity of MRI is 80–85% and the
specificity is 65–100%. Fiocchi et al. [17] reported that MRI has 100% sensitivity and 92.3%
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specificity for the prediction of PAS. However, MRI may also mislead the diagnosis of PAS
using ultrasonography [18], and it is not cost-effective as a screening tool for PAS. In this
study, we revealed similar sensitivity and specificity of the PAI as for MRI for predicting
PAS, indicating that the PAI has a high rate of diagnostic accuracy and exclusive diagnosis.
Given these results, predicting PAS using ultrasonography may be preferable to using MRI.

Our study and a previous study have demonstrated the diagnostic accuracy of PAS
using the PAI. However, Rac et al. [12] reported that the PAI could not help predict the
depth of placental invasion. Recently, machine learning models have been used to predict
the clinical outcomes in women with placenta accreta spectrum [19]. Because the severity of
PAS (e.g., depth of placental invasion) is associated with increased maternal morbidity [20],
further investigations including machine learning method and serum biomarkers are
warranted to predict the severity of perioperative complications (blood loss, uterine artery
embolization, and hysterectomy).

In our study, there were several strengths and limitations. The first strength was
that the PAI was scored preoperatively and reviewed by a single observer, which could
avoid observation bias and interobserver differences. The second strength was that the
effectiveness of other prediction methods had not been demonstrated. Maternal serum
alpha-fetoprotein, free beta-human chorionic gonadotropin [21,22], antithrombin III, PAI-1,
soluble Tie2, and soluble vascular endothelial growth factor receptor 2 have been shown
as biomarkers to predict PAS [23]. In addition, the maternal serum VEGF and Serum
Cripto-1 levels have been reported as novel biomarkers to predict abnormally invasive
placenta [24,25]. These biomarkers might aid clinicians additionally to ultrasonography
in detecting PAS cases in the early weeks of gestation. Meanwhile, the first limitation
was a small sample size, which might affect the statistical power of the present results.
In addition, women with PAS in the present study had risk factors besides a history of
cesarean delivery. The second limitation of our study was that patients with PAS accounted
for approximately 30% of all the placenta previa cases, which is higher than the general
frequency [1]. This may be related to the fact that our institution is a tertiary center and
that many of our patients are elderly or post-IVF pregnant women. The fact that our
institution is a tertiary center also resulted in high rates of blood loss, blood transfusion
and embolization in the non-PAS group despite 65% being nulliparas without PAS. The
third limitation was that systematic bias may have occurred because the observer could
not be blinded to the patients’ risk factors completely. The last limitation was that we
performed uterine artery embolization to preserve the uterus on maternal request for PAS
cases where the placenta was found to be invading the uterine wall at cesarean delivery,
where the placenta was retained after attempts at manual removal. Hence, these PAS cases
were diagnosed clinically, and there was a lack of pathological evaluation.

In conclusion, the present study confirmed the clinical significance of the PAI in
predicting PAS preoperatively in women with placenta previa, regardless of prior history
of cesarean delivery. In particular, a PAI >2 was found to be a valid cut-off point to
predict PAS in women who had placenta previa with and without a previous history of
cesarean delivery. Assigning a PAI score could be clinically important to avoid perinatal
complications and reduce maternal mortality associated with PAS.
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7. Oğlak, S.C.; Ölmez, F.; Tunç, Ş. Evaluation of Antepartum Factors for Predicting the Risk of Emergency Cesarean Delivery in
Pregnancies Complicated with Placenta Previa. Ochsner. J. 2022, 22, 146–153. [CrossRef]

8. Bartels, H.C.; Rogers, A.C.; O’Brien, D.; McVey, R.; Walsh, J.; Brennan, D.J. Association of implementing a multidisciplinary
team approach in the management of morbidly adherent placenta with maternal morbidity and mortality. Obstet. Gynecol. 2018,
132, 1167–1176. [CrossRef] [PubMed]

9. WOMAN Trial Collaborators. Effect of early tranexamic acid administration on mortality, hysterectomy, and other morbidities in
women with post-partum haemorrhage (WOMAN): An international, randomised, double-blind, placebo-controlled trial. Lancet
2017, 389, 2105–2116.

10. Pagani, G.; Cali, G.; Acharya, G.; Trisch, I.T.; Palacios-Jaraquemada, J.; Familiari, A.; Buca, D.; Manzoli, L.; Flacco, M.E.; Fanfani,
F.; et al. Diagnostic accuracy of ultrasound in detecting the severity of abnormally invasive placentation: A systematic review
and meta-analysis. Acta Obstet. Gynecol. Scand. 2018, 97, 25–37.

11. Bowman, Z.S.; Eller, A.G.; Kennedy, A.M.; Richards, D.S.; Winter, T.C., 3rd; Woodward, P.J.; Silver, R.M. Accuracy of ultrasound
for the prediction of placenta accreta. Am. J. Obstet. Gynecol. 2014, 211, 177.e1–177.e7. [CrossRef] [PubMed]

12. Happe, S.K.; Yule, C.S.; Spong, C.Y.; Wells, C.E.; Dashe, J.S.; Moschos, E.; Rac, M.W.F.; McIntire, D.D.; Twickler, D.M. Predicting
placenta accreta spectrum: Validation of the placenta accreta index. J. Ultrasound Med. 2021, 40, 1523–1532. [CrossRef] [PubMed]

13. Silver, R.M.; Landon, M.B.; Rouse, D.J.; Leveno, K.J.; Spong, C.Y.; Thom, E.A.; Moawad, A.H.; Caritis, S.N.; Harper, M.; Wapner,
R.J.; et al. Maternal morbidity associated with multiple repeat cesarean deliveries. Obstet. Gynecol. 2006, 107, 1226–1232.
[CrossRef] [PubMed]

14. Palacios Jaraquemada, J.M.; Bruno, C.H. Magnetic resonance imaging in 300 cases of placenta accreta: Surgical correlation of new
findings. Acta Obstet. Gynecol. Scand. 2005, 84, 716–724. [PubMed]

15. Familiari, A.; Liberati, M.; Lim, P.; Pagani, G.; Cali, G.; Buca, D.; Manzoli, L.; Flacco, M.E.; Scambia, G.; D’antonio, F. Diagnostic
accuracy of magnetic resonance imaging in detecting the severity of abnormal invasive placenta: A systematic review and
meta-analysis. Acta Obstet. Gynecol. Scand. 2018, 97, 507–520. [CrossRef]

16. Berkley, E.M.; Abuhamad, A. Imaging of placenta accreta spectrum. Clin. Obstet. Gynecol. 2018, 61, 755–765. [CrossRef] [PubMed]
17. Fiocchi, F.; Monelli, F.; Besutti, G.; Casari, F.; Petrella, E.; Pecchi, A.; Caporali, C.; Bertucci, E.; Busani, S.; Botticelli, L.; et al. MRI of

placenta accreta: Diagnostic accuracy and impact of interventional radiology on foetal-maternal delivery outcomes in high-risk
women. Br. J. Radiol. 2020, 93, 20200267. [CrossRef]

18. Einerson, B.D.; Rodriguez, C.E.; Kennedy, A.M.; Woodward, P.J.; Donnelly, M.A.; Silver, R.M. Magnetic resonance imaging is
often misleading when used as an adjunct to ultrasound in the management of placenta accreta spectrum disorders. Am. J. Obstet.
Gynecol. 2018, 218, 618.e1–618.e7. [CrossRef]

19. Shazly, S.A.; Hortu, I.; Shih, J.C.; Melekoglu, R.; Fan, S.; Ahmed, F.U.A.; Karaman, E.; Fatkullin, I.; Pinto, P.V.; Irianti, S.; et al.
Prediction of clinical outcomes in women with placenta accreta spectrum using machine learning models: An international
multicenter study. J. Matern. Fetal. Neonatal. Med. 2022, 35, 6644–6653. [CrossRef]

20. Marcellin, L.; Delorme, P.; Bonnet, M.P.; Grange, G.; Kayem, G.; Tsatsaris, V.; Goffinet, F. Placenta percreta is associated with more
frequent severe maternal morbidity than placenta accreta. Am. J. Obstet. Gynecol. 2018, 219, 193.e1–193.e9. [CrossRef]

http://doi.org/10.1002/uog.1926
http://www.ncbi.nlm.nih.gov/pubmed/15971281
http://doi.org/10.1016/j.ajog.2019.01.233
http://www.ncbi.nlm.nih.gov/pubmed/23943408
http://doi.org/10.1016/j.ajog.2014.10.022
http://www.ncbi.nlm.nih.gov/pubmed/25446658
http://doi.org/10.1002/ijgo.12761
http://www.ncbi.nlm.nih.gov/pubmed/31173360
http://doi.org/10.31486/toj.21.0138
http://doi.org/10.1097/AOG.0000000000002865
http://www.ncbi.nlm.nih.gov/pubmed/30234729
http://doi.org/10.1016/j.ajog.2014.03.029
http://www.ncbi.nlm.nih.gov/pubmed/24631709
http://doi.org/10.1002/jum.15530
http://www.ncbi.nlm.nih.gov/pubmed/33058255
http://doi.org/10.1097/01.AOG.0000219750.79480.84
http://www.ncbi.nlm.nih.gov/pubmed/16738145
http://www.ncbi.nlm.nih.gov/pubmed/16026395
http://doi.org/10.1111/aogs.13258
http://doi.org/10.1097/GRF.0000000000000407
http://www.ncbi.nlm.nih.gov/pubmed/30339609
http://doi.org/10.1259/bjr.20200267
http://doi.org/10.1016/j.ajog.2018.03.013
http://doi.org/10.1080/14767058.2021.1918670
http://doi.org/10.1016/j.ajog.2018.04.049


J. Clin. Med. 2023, 12, 1090 7 of 7

21. Hung, T.H.; Shau, W.Y.; Hsieh, C.C.; Chiu, T.H.; Hsu, J.J.; Hsieh, T.T. Risk factors for placenta accreta. Obstet. Gynecol. 1999,
93, 545–550. [PubMed]

22. Kupferminc, M.J.; Tamura, R.K.; Wigton, T.R.; Glassenberg, R.; Socol, M.L. Placenta accreta is associated with elevated maternal
serum alpha-fetoprotein. Obstet. Gynecol. 1993, 82, 266–269. [PubMed]

23. Shainker, S.A.; Silver, R.M.; Modest, A.M.; Hacker, M.R.; Hecht, J.L.; Salahuddin, S.; Dillon, S.T.; Ciampa, E.J.; D’Alton, M.E.;
Out, H.H.; et al. Placenta accreta spectrum: Biomarker discovery using plasma proteomics. Am. J. Obstet. Gynecol. 2020,
223, 433.e1–433.e14. [CrossRef] [PubMed]

24. Schwickert, A.; Chantraine, F.; Ehrlich, L.; Henrich, W.; Muallem, M.Z.; Nonnenmacher, A.; Petit, P.; Weizsäcker, K.; Braun,
T. Maternal Serum VEGF Predicts Abnormally Invasive Placenta Better Than NT-proBNP: A Multicenter Case-Control Study.
Reprod. Sci. 2021, 28, 361–370. [CrossRef] [PubMed]

25. Ozkose, Z.G.; Oglak, S.C.; Behram, M.; Ozdemir, O.; Acar, Z.; Ozdemir, I. Maternal Serum Cripto-1 Levels in Pregnancies
Complicated with Placenta Previa and Placenta Accreta Spectrum (Pas). J. Coll. Physicians Surg. Pak. 2022, 32, 1570–1575.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

http://www.ncbi.nlm.nih.gov/pubmed/10214831
http://www.ncbi.nlm.nih.gov/pubmed/7687756
http://doi.org/10.1016/j.ajog.2020.03.019
http://www.ncbi.nlm.nih.gov/pubmed/32199927
http://doi.org/10.1007/s43032-020-00319-y
http://www.ncbi.nlm.nih.gov/pubmed/33025531

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	References

