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polymorphism at position 470 for numerous CFTR mutations. Information of this sort
may suggest numerous “hotspots” for CFTR SNP formation. If confirmed by other

CFTR sequence compendia, data of this sort should be incorporated into cell
models being developed to evaluate rare CFTR defects.

Conclusions

Rare CFTR mutations occur on a multitude of allelic backgrounds
that will require evaluation in order to properly develop new cystic
fibrosis cell lines for these type of analyses.

. The M470V variant has important impact on CFTR biogenesis for
at least 2 clinical contexts (F508del (Bridges et. al., Pediatric
Pulmonology, 2013) and G85E). Other CF mutations which occur
on more than one background will require characterization as
shown here.

3. CFTR polymorphisms in addition to M470V may provide new

insight regarding both disease mechanisms and therapeutic

development, and planned for future study.

Preliminary analysis of the M470V polymorphism evaluated across a series of CFTR
mutations, many of which cause severe clinical disease and are being pursued for
personalized medicine- type interventions.

Linkage disequilibrium describing CFTR for a Caucasian ethnicity derived from HapMap
(Cordovado et. al., Mol Genet Metab., 2012 ). Two large haplotype blocks are noted, with
genomic recombination evident in non-coding DNA between exons 22 and 23. Block
structure of this sort is attributable to a limited number of ancestral founder alleles. DNA
variants such as M470V are best explained by de novo mutation on a prominent
ancestral haplotype. Among the Caucasian ethnicity, for example, the minor variant p)
V470 occurs on the order of 30-40%, depending on the sub-ethnicity being examined.
Note: White and blue regions indicate no LD (LOD<2); shades of pink/red indicate
regions of LD (LOD>2). Intensity of red box color is proportional to the strength of the LD
property of the marker pair (Cordovado et. al., Mol Genet Metab., 2012 ).

INon-synonymous SNP M470V (A/G): CEU - G(0.513)/A(0.487), TSI — G(0.653)/A(0.347). NS:
not significant 1.
ND: not determined




