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Premature birth(PB) represents the main cause of perinatal mortality and morbidity around the world. Based on the pathways of preterm birth, several biomarkers have been tested in pregnants women, to see if they predict preterm delivery. Fibronectin(FN) is an ubiquitous glycoprotein present in the extracellular matrix exhibiting an important role in embriogenesis: being produced by the trophoblasts it acts as a real "glue" and ensures the adhesion of the placenta to the decidua. Most autors considered fetal fibronectin(fFN) as the gold standard for predicting preterm delivery; fFN measured using ELISA is considered positive if its value are 50 ng/ml with a high accuracy in prediction of spontaneous PB during the next 7-10 days. Medical research studies on preterm birth included maternal C-reactive protein(CRP) on the list of biomarkers used for sustaining the diagnosis of chorioamniotitis, especially in pregnants presenting premature rupture of membranes.
Primary objectives: the primary purpose purpose of the thesis was to investigate if the maternal serum fibronectin are useful tool for prediction of PB in women with singleton pregnancies and symptoms of imminence of preterm labour.
The secondary objectives involved a comparative study on serum FN and CRP  as  predictors in premature delivery, early and correct diagnosis of imminent premature labor using biomarkers tested and relations between biomarkers ​​and the clinical maternal parameters.
The general part presents the current state of knowledge`s, composed in three chapters:  premature birth concept, evaluation of predisposants factors and methods to determine  pregnants of  PB -risk.
The personal contribution part consist of 3 studies, one retrospective observational study and two prospectives studies, all conducted in the Obstetrics-Gynecology Clinic of the Emergency County Hospital in Tîrgu-Mureş.
The first study was entitled: Evaluation of predictive factors for premature birth during 2013. We carried out a retrospective study on premature live births on 172 premature newborns. Among the results we can conclude: even if the number of births decreased, premature births increased, representing 15.45 % of the total live births of the clinic; therapeutic behaviour requires in the majority of cases cesarean section of maternal and/or fetal causes ; prevention and treatment of premature birth is important in reducing neonatal adverse reactions and to increase the quality of life in newborns.
The second study was entitled: Serum fibronectin–biomarkers of premature birth. In this case-control study were included 92 patients presenting monofetal pregnancy in 22-34 weeks and we tested maternal serum fibronectin. The novelty of our study is to determine serum FN using the kit IBL-International GMBH; the recommended reference range for adult being 24-124 μg/ml. Statistical analysis showed that the mean values of serum fibronectin in the control group was 302.5 ± 86.32 μg/ml with a significant difference compared to study group(332.2 ±65.63 μg/ml), p<0.05. The values are significantly higher (360.6±45.30 μg/ml) in the subgroup of patients with PB≤7 days of hospitalization. Performance parameters for serum FN for subgroup of patients with PB≤7 days: cut-off value 365.32 µg/ml, sensitivity 61%, specificity 75%, PPV 52.2%, NPV 81.1%, LR(+)2.44, LR(-)0.52. This study provided new informations, suggesting that elevated maternal serum fibronectin are associated with high risk of preterm birth.
[bookmark: _GoBack]The final study was entitled: The role of maternal serum C-reactive protein and fibronectin in predicting of preterm delivery. From 92 pregnants previous analysed for serum FN, we determine serum CRP using CRP-Latex kit (Roche Diagnostics). Mann Whitney test showed significantly higher CRP values ​​(p<0.01) in the study group (median value-5.18mg/l-0.74-169.4) versus control group: median value 2.49mg/l(1.01-13.1). Application of Kruskall-Wallis test for the both groups showed us significantly increased serum CRP in pregnants with PB ≤7 days(10.98mg/l). Performance parameters for serum CRP for subgroup of patients with PB≤7 days : cut-off value 5.2 mg/l, sensitivity 77.78%, specificity 78.26%, PPV 73.7%, NPV 81.8%, LR(+)3.58, LR( -)0.28. To assess the ability of biomarkers tested for prediction PB, ROC curves was plotted for study group (AUC:0.59FN/0.68CRP) and for subgroup ≤7 days( AUC0.70FN/0.85CRP) and then we compare this curves. Based on the biomarkers values obtained, we proposed a scor for evaluation PB-risk.
Conclusion: Determination of serum FN and CRP helps us in the selection of real prematur labour and enables the adoption of appropriate diagnostic and therapeutic behavior. The results obtained in our study are encouraging, serum FN and CRP from pregnants with symptoms of PB are useful markers, comparabile with fFN  in  prediction PB≤ 7 days of testing.
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