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Additional	
  File	
  1:	
  Novel	
  variants	
  (SNVs	
  not	
  found	
  in	
  any	
  of	
  the	
  three	
  databases)	
  are	
  
shown	
  along	
  with	
  the	
  protein	
  change/type	
  of	
  change,	
  classification,	
  in	
  silico	
  
functional	
  prediction,	
  ethnicity,	
  age	
  at	
  testing,	
  the	
  results	
  of	
  deletion	
  and	
  duplication	
  
(Del/Dup)	
  testing,	
  other	
  known	
  pathogenic	
  mutations,	
  clinical	
  symptoms,	
  results	
  
from	
  sweat	
  chloride	
  tests	
  (if	
  performed),	
  and	
  family	
  history	
  of	
  CF.	
  	
  	
  Sweat	
  chloride	
  
values	
  consistently	
  above	
  60	
  mmol/L	
  are	
  indicative	
  of	
  classic	
  CF,	
  while	
  borderline	
  
values	
  (40-­‐59	
  mmol/L)	
  may	
  reflect	
  some	
  CF-­‐like	
  symptoms,	
  but	
  without	
  a	
  diagnosis	
  
of	
  CF.	
  	
  Variants	
  were	
  assigned	
  to	
  one	
  (or	
  more)	
  of	
  six	
  classes.	
  Promoter	
  variants	
  are	
  
variants	
  upstream	
  of	
  the	
  translational	
  start	
  site,	
  and	
  a	
  splice	
  site	
  variant	
  is	
  a	
  variant	
  
located	
  in	
  one	
  of	
  the	
  four	
  positions	
  flanking	
  exon/intron	
  (and	
  intron/exon)	
  
boundaries.	
  If	
  an	
  individual	
  reported	
  belonging	
  to	
  multiple	
  ethnic	
  groups,	
  each	
  of	
  
the	
  groups	
  is	
  listed,	
  separated	
  by	
  a	
  forward	
  slash.	
  Predictions	
  were	
  made	
  using	
  SIFT,	
  
Polyphen-­‐2,	
  and	
  a	
  composite	
  prediction	
  from	
  Alamut	
  (Interactive	
  Biosoftware,	
  
2012).	
  SIFT	
  returned	
  deleterious	
  or	
  tolerated	
  (Kumar,	
  et	
  al.,	
  2009),	
  Polyphen-­‐2	
  
returned	
  benign,	
  possibly	
  damaging,	
  or	
  probably	
  damaging	
  (Adzhubei,	
  et	
  al.,	
  2010),	
  
and	
  Alamut	
  showed	
  a	
  graphic	
  displaying	
  whether	
  or	
  not	
  there	
  were	
  predicted	
  
splicing	
  changes.	
  
	
  
*Indicates	
  Deletion/Duplication	
  analysis	
  was	
  performed	
  and	
  was	
  negative,	
  
otherwise	
  it	
  was	
  not	
  performed	
  
	
  
†Indicates	
  a	
  family	
  history	
  of	
  CF	
  with	
  the	
  p.Leu467Pro	
  mutation	
  also	
  seen	
  in	
  an	
  
affected	
  relative.	
  	
  	
  	
  
	
  


