................................................................................................................................ 10
................................................................................................................................... i
................................................................................................................................. 12
TER | LITERATURE VW et 13
e 13
L1 Hearing Loss: From P e ety eomeris 13
...................................................................................................... 14

l 1.1.3 Mechanisms of g s 16

b Hearing loss:

13> Splice variants and protein isoforms:

il Protein structyre:

............................................................... 34
‘ Al Overview on Next Generation Sequencing: ................................................................. 34

1.4.2 Targeted genomic enrichment:




< 44

B DO s st s S et e e 44
B PENE EXCIUSION 5 s s 5516 s et 44
3.2.3 Targeted genomic capture and massively parallel SEQUENCING evovivieeeeeesese 44
T L 46
3:2:3 SANGEN SEUENCING. ..oevrcrtr s sssserss sttt e 48
3.2.6 Tagman genotyping assay (Real time —PCR) ..........cccoovvmvmmviroroooviioieo 51
3.2.7 Functional assay: Study the effect of mutation on pre-mRNA splicing..................._. 52
S R L e 55
CHAPTER 4: RESULTS AND DISCUSSION .....cocvvooeoseesssooooooooo 56
4.1 Identification a novel mutation in GPR98 BENIE, om0 s e e e st s 56
4.2 Filtration of the novel mutation in Palestinian controls. .............ccoooreo 58
4.3 Effect of novel mutation of Pre-mRNA splicing of GPRB................ccvvemmmenoeso oo 58
4.4 Prediction the effect of novel mutation on protein sequence of GPR98...............co 61
I S e et S e s 67
EEENDICES. ...ttt S 71



