
diabetes group compared to controls 20.  Conversely, the study of Mosimann et al. (2016)reported that early measurement of maternal PlGFat 8-14 weeks was not altered in pregnant womenwho later developed GDM (21).  The authors re-ported as exclusion criteria pre-existing diabetestype 1 or 2 and a first-trimester HbA1c value of ≥6.5%. However, no information was provided onpregnancy disorders associated with placental dys-function, such as hypertensive disease, pregnanciesresulting in intra-uterine death or pregnancies di-agnosed with severe early onset growth restriction,as the above mentioned conditions have been asso-ciated with lower PlGF concentrations (22).GDM induced hyperglycemia is associated withabnormal placental development and subsequentpoor perinatal outcome and several studies havedetected increased concentrations of angiogenicfactors due to GDM-related hyperglycemia 15,23.Furthermore, there is evidence that PlGF playsan important role in blood vessel formation at thematernal-fetal interface 24. GDM studies found in-creased placental longitudinal vascular growth andenhanced branching angiogenesis and, therefore,alterations in PlGF expression in GDM may favor an-giogenesis in placenta tissue and possibly explainthe increase in the number of terminal microvilliand the increased degree of capillarization. Addi-tionally, increased PlGF levels may also reveal acompensatory mechanism to maintain homeostasis

in response to placenta hypoxia induced by hyper-glycemia 25. Further large prospective studies are necessaryto clarify the impact of PlGF as a first trimester pre-dictive biomarker of GDM.
IL-6 Obesity is increasing in prevalence worldwideand is involved in the development of pregnancycomplications, such as PE and GDM 26. In the UnitedStates, the National Center for Health Statistics datafor 2011 to 2014 showed that 34.4 % of womenaged 20 to 39 years were obese [body mass index(BMI ≥30 kg/m2), with the prevalence being higherin non-Hispanic black women (56.9 %) 27.Adipose tissue is considered as an active en-docrine organ producing, when in excess, adverse ef-fects on metabolic, vascular, and particularlyinflammatory pathways in many organ systems,thereby affecting obstetric outcome. Among others,adipose tissue secretes several unique adipokines, aswell as pro-inflammatory cytokines, such as TumorNecrosis Factor (TNF)-α and IL-6, associated withthe pathogenesis of insulin resistance during preg-nancy in the case of obese women 28. Elevated inflam-matory response induced by adipocytokines locally(adipose tissue, placenta and vascular endothelium),as well as systemically, may be related to pregnancycomplications. Considering that adiposity is associ-ated with a systemic smoldering inflammatory
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Table 4. Detection rates for different false positive rates (FPR), for the various prediction models
Parameters for the Prediction Model                                                            5% FPR                        10% FPR                 25% FPR
Maternal weight+maternal age                                                                          16.2%                             32.4%                        59.4%
PLGF                                                                                                                                 20%                               37.1%                        48.6%
Maternal weight+maternal age + PLGF                                                           25.7%                            34.29%                      71.4%
log10 MoM IL 6                                                                                                          16.2%                             18.9%                        51.3%
Maternal weight+maternal age + log10 MoM IL6                                         28%                               32.4%                        64.9%
OCN                                                                                                                                  9.1 %                             18.1 %                       42.4 %
Maternal weight + Maternal age + OCN                                                          22.2 %                            33.3 %                       72.2 %Adapted with permission


