OSBPL5 methylation abnormalities may be pathogenic in .
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OBJECTIVES METHODS

Silver Russell syndrome through genomic methylation analysis
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Background: | - | To detect genome-wide methylation sites through the lllumina 450K Infinium Methylation
SRS is a typical epigenetic disease. 38-62% patients show a
hypomethy|ation N the |mpr|nt|ng cntrol region 1in 11p15 7%%- BeadChlp Chlp In 7 cases (tWO cases were MLPA pOSitive and five cases were negative)
10% SRS individuals carry a maternal uniparental disomy of of SRS diagnosed in Beijing Children’s Hospital and 5 controls matched age. The two methods
chromosome 7( UPD(7)mat. Approximately 40% of patients can
not be detected genetic and epigenetic disturbances. were validated by using the classical method of sequencing with focal phosphate and digital
Objective: PCR.
To analysis whether there is unknown genes or imprinted
genes associated with pathogenicity of SRS and to detect Methylati()n site prObe Screening standards meet the fOIIOWing 2 pOintS: (1) adeSt Pval < 0.05,
the fine mapping SRS hypomethylation position through the if adjust Pval=0.05, the Pval requires less than 0.05 before correction; (2) case vs control
lllumina Methylation 450K chip to detect genome-
wide methylation differences. Beta-Difference should be not less than 0.2. That is |Beta-Difference| = 0.2.
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RESULTS

Screening out 116 differential methylation sites in 484821 probes. Through the GO Pathway enrichment analysis, found the cg25963939 site of OSBPL5 was the
most significant methylation difference in case group and normal control group (P=0.023,B=-0.243). The 2 methods were validated by using the classical method of
sequencing with focal phosphate and digital PCR. And the gene is located on 11p14 5 'UTR region, it is quite possible pathogenic.

This study also found that TGF beta 3, HSF1, GAP43, NOTCH4, MYH14 these 5 genes have some sites which were significant differential methylation between the

experimental group and the control group, through the pathway GO function analysis, there may be related to SRS. These 5 genes were |located at chromosome 3rd,

6th, 8th, 14th, 19th .
References

1. Eggermann T (2010) Russell-Silver syndrome. Am J Med Genet C
Semin Med Genet 154C: 355-364.
2. Eggermann T, Spengler S, Gogiel M, Begemann M, Elbracht M

Through whole genome methylation chip detection, we found the imprinted gene OSBPL5, located on chromosome 11p14, (2012) Epigenetic and genetic diagnosis of Silver-Russell syndrome.

Expert Rev Mol Diagn 12: 459-471.

CONCLUSIONS

which was detected a significant differential hypomethylation site in 5'UTR area. The two methods were validated by using the B'C(Z(’lf’dl“/”;jhdsz:lthﬁﬂM ;q%ZErifpgtTdf:j M"dGL:
classical method of sequencing with focal phosphate and digital PCR. So OSBPL5 may be related to the pathogenicity of SRS. gémrl;?t‘tl}??mhsttmasFts . sz et . 013
Through the detection of lllumina 450K Infinium high density microarray methylation, we confirmed that the most Eé‘tstgt:fhylv:ﬁfg%i|IsdThbd N etal o1
important epigenetic methylation changes of SRS are located in the 11p1. This is consistent with traditional classical methods ] hi“gg'gmMt%‘;ié"gglh’::g:pli'Nk:y: ilsy::nl
(2015) Epimutations of the IG-DMR and the MEG3-DMR at the

SUCh as MS' M LPA 14932.2 imprinted region in two patients with Silver-Russell
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