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LQÀXHQFH�WKH�VXVFHSWLELOLW\��,Q�JHQHWLF�OLQNDJH�DQDO\VLV��ZH�LGHQWL¿HG�D�
linkage peak close to the C-X-C chemokine receptor type 3 (CXCR3) gene. 
CXCR3 is a transmembrane protein present on T cells, natural killer cells, 
macrophages and airway epithelial cells. In here, the objectives were to 
elucidate the role of CXCR3 in singleton SPTB and to analyze the levels 
of CXCR3 and its ligands in the onset of delivery.
METHODS: The only common single nucleotide polymorphism (SNP) 
within CXCR3��UV���������ZDV�JHQRW\SHG��7KH�IUHTXHQF\�RI�WKLV�613�
in SPTB cases and controls of the discovery and replication populations 
was compared. Family-based association test was performed. Samples 
from umbilical cord blood, placental tissue and fetal membranes were 
collected from preterm and term deliveries. The concentrations of CXCR3 
ligands were measured from the cord blood and the expression of CXCR3 
in preterm placentas was visualized by immunohistochemistry. RNA 
and proteins were extracted from the preterm and term placentas for 
quantitative PCR and Western analyses, respectively. The Mann-Whitney 
U or Kruskal-Wallis tests were used to study the association between the 
SNP and expression of CXCR3.
RESULTS: CXCR3� 613� UV�������� DVVRFLDWHG�ZLWK�637%� LQ� LQIDQWV�
from families with multiple preterm births (p �������� IDPLO\�EDVHG�
DVVRFLDWLRQ�WHVW�ZDV�DOVR�VLJQL¿FDQW��p ��������7KH�PLQRU�DOOHOH��$��KDG�
a protective role. By immunohistochemistry, CXCR3 was detected mostly 
in cytotrophoblasts, syncytiotrophoblasts and decidual and chorionic 
trophoblasts. Staining intensity of trophoblasts depended on the fetal 
UV��������DOOHOH��ZLWK�$�DOOHOH�DVVRFLDWLQJ�ZLWK�ZHDNHU�VWDLQLQJ��%RWK�
DW� WKH�P51$�DQG�SURWHLQ� OHYHO��VWDWLVWLFDOO\�VLJQL¿FDQW� LQFUHDVH� LQ� WKH�
expression levels of CXCR3 were observed in SPTB placentas. The 
FRQFHQWUDWLRQ�RI�&;&5�� OLJDQG� �&;&/��� LQFUHDVHG� LQ� FRUG�EORRG�RI�
SPTB infants, as well.
CONCLUSIONS: The genetic, immunohistochemical and quantitative 
analyses suggest the involvement of CXCR3 mediated signaling in the 
early onset of labor and preterm birth.
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INTRODUCTION: The strongest predictive marker for PTB is preterm 
delivery in a previous pregnancy. These women are offered a different 
VFKHGXOH�RI�DQWHQDWDO�FDUH��DQG�PD\�EHQH¿W�IURP�WUHDWPHQW�ZLWK�HLWKHU�
progesterone or cervical cerclage. Identifying women in their first 
SUHJQDQFLHV�ZKR�PD\� EHQH¿W� IURP� WKHVH� LQWHUYHQWLRQV� LV� D� SUHVVLQJ�
challenge.
*:$6�VWXGLHV�ZLWK�37%�DV�WKH�SULPDU\�RXWFRPH�VXJJHVW�D�YDULHW\�RI�VLQJOH�
QXFOHRWLGH� SRO\PRUSKLVPV� �613V�� LQ� LQÀDPPDWRU\�JHQHV�PD\� FRQIHU�
an increased risk of PTB. This study assesses models constructed from 
combinations of clinical data and TNF-α�613V�UV���������UV�������DQG�
UV��������0755�613�UV��������DQG�&'���613�UV���������$OWKRXJK�
these SNPs individually have a small effect size, we hypothesized that 
combinations of SNPs, either alone or together with clinical history, may 
be useful to predict preterm birth.
METHODS: This is a retrospective case control study using blood 
collected (11-13 weeks’ gestation) from women attending antenatal 
VFUHHQLQJ�DW�.LQJ¶V�&ROOHJH�+RVSLWDO�EHWZHHQ������DQG����������ZRPHQ�
ZLWK�33520��SUHWHUP�SUHODERU�UXSWXUH�RI�WKH�PHPEUDQHV��DQG����ZLWK�
sPTL (spontaneous preterm labor) were matched (smoking, ethnicity, 
%0,��ZLWK�����WHUP�FRQWUROV��613V�UV���������UV���������UV��������
UV��������UV��������ZHUH�JHQRW\SHG��7DTPDQ��*(1352%(���'DWD�ZHUH�
analyzed by regression analysis and performance of the resulting models 
was assessed using the Akaike information criterion.
RESULTS: *HQRW\SLQJ�ZDV�VXFFHVVIXO�LQ�������UV��������UV���������
DQG�!�����UV���������UV���������UV��������VDPSOHV��$OOHOH�GLVWULEXWLRQ�
demonstrated Hardy-Weinburg equilibrium. Models with clinical features 
(ethnicity, BMI, smoking, mode of conception, previous obstetric history) 

as independent variables performed better to predict PPROM and sPTL 
WKDQ�PRGHOV�ZLWK�613V�DV�LQGHSHQGHQW�YDULDEOHV��$,&�������YV�$,&�������
respectively). Including interaction and non-linear terms did not improve 
model performance, and introducing SNPs reduced the performance of 
the clinical model.
CONCLUSIONS: 3RO\PRUSKLVPV� LGHQWL¿HG� E\�*:$6� VWXGLHV�ZLWK�
37%�DV�WKH�SULPDU\�RXWFRPH�PD\�SURYLGH�LQVLJKW�LQWR�WKH�LQÀDPPDWRU\�
pathogenesis of PTB, but they are not useful to predict PTB in clinical 
populations.
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INTRODUCTION: Increased expression of antimicrobial peptides 
including human beta defensins (hBD) have been reported in the amniotic 
ÀXLG�DQG�YDJLQDO� VHFUHWLRQV�RI�ZRPHQ�ZKR�GHOLYHU�SUHWHUP��:H�KDYH�
SUHYLRXVO\�VKRZQ�WKHVH�ZRPHQ�KDYH�LQFUHDVHG�¿UVW�WULPHVWHU�VHUXP�K%'��
7KH�JHQH�HQFRGLQJ�K%'���'()%���LV�SDUW�RI�D�FOXVWHU�RQ�FKURPRVRPH���
that is variable in copy number (CN). Increased serum hBD2 is associated 
with increased DEFB CN. We hypothesized that variation in DEFB CN 
will be associated with preterm birth.
METHODS: In a retrospective, case-control study, genomic DNA 
�Q �����DQG�VHUXP��Q �����ZHUH�H[WUDFWHG�IURP�EORRG�FROOHFWHG�IURP�
White European women at 11–13 weeks’ gestation attending King’s 
&ROOHJH�+RVSLWDO� EHWZHHQ�0DUFK�� ������ DQG�6HSWHPEHU�� ������'()%�
copy number was determined by paralogue ratio test. Serum hBD2 
concentration was measured by ELISA. Data were analysed using Pearson 
correlation (Excel) and binary logistic regression (SPSS).
RESULTS: '1$�ZDV�DYDLODEOH�IRU�����ZRPHQ�ZKR�GHOLYHUHG�SUHWHUP�
in the index pregnancy or had a history of preterm delivery; these women 
were considered cases. 152 women had had at least one previous term 
delivery and delivered at term in the index pregnancy; these 152 women 
had no prior history of preterm birth and were considered controls. Modal 
&1�ZDV��� �UDQJH�������6HUXP�ZDV� DYDLODEOH� IRU�����ZRPHQ��0HGLDQ�
K%'��FRQFHQWUDWLRQ�ZDV�������SJ�P/��,45����������������7KHUH�ZDV�
no association between DEFB copy number and preterm birth. There was 
no correlation between copy number and serum hBD2 concentration.
CONCLUSIONS: Although variation in hBD2 protein expression in 
WKH�¿UVW�WULPHVWHU�PD\�EH�RI�XVH�WR�HYDOXDWH�SUHWHUP�ELUWK�ULVN��WKHUH�LV�QR�
association between DEFB copy number and preterm birth. Correlation 
between DEFB copy number and serum hBD2 expression, observed in 
QRQ�SUHJQDQW�DGXOWV�� LV�QRW�SUHVHQW� LQ� WKH�¿UVW� WULPHVWHU�RI�SUHJQDQF\��
this may be due to variation in regulatory sequences – some of which 
are progesterone and oestrogen sensitive – between individual copies.
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INTRODUCTION: Infection-derived intrauterine inflammation 
is associated with early preterm birth and fetal injury. Determining 
WKH� VSDWLRWHPSRUDO� QDWXUH� RI� LQWUDXWHULQH� LQÀDPPDWLRQ� LV� NH\� WR� RXU�
understanding of the pathophysiology of early preterm birth. We aimed 
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