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  sequences	
  of	
  102	
  P.	
  falciparum	
  parasites	
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  border	
  (2003	
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  prior	
  to	
  treatment	
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  stage	
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  (no	
  phasing)	
  	
  
	
  
•  High-­‐quality	
  SNPs	
  with	
  >	
  5%	
  MAF	
  	
  (32,600	
  total)	
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ptps	
  

Signatures	
  of	
  adapta0on	
  at	
  ptps	
  

several	
  dis0nct	
  haplotypes	
  

high	
  frequency	
  skewed	
  SFS	
  
	
  
	
  

	
  	
  	
  	
  	
  	
  	
  	
  so>	
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Folate	
  pathway	
  and	
  drug	
  resistance	
  
GTP	
  

GCH1	
  

7,8-­‐dihydroneopterin	
  triphosphate	
  

6-­‐hydroxymethyl-­‐7,8-­‐dihydropterin	
  

7,8-­‐dihydropteroate	
  

7,8-­‐dihydrofolate	
  

PTPS	
  

DHPS	
  

DHFS	
  

pAB	
  

L-­‐Glu	
  

An0folate	
  resistance	
  (gch1)	
  

An0folate	
  resistance	
  (dhps)	
  

An0folate	
  resistance	
  (dhfs)	
  

New	
  chr	
  6	
  locus	
  (ptps)	
  



Summary	
  

•  Evolu0on	
  of	
  drug	
  resistance	
  in	
  P.	
  falciparum	
  produced	
  
detectable	
  selec0ve	
  sweeps	
  

•  Haplotype-­‐based	
  sta0s0cs	
  can	
  in	
  principle	
  detect	
  all	
  
presently	
  known	
  resistance	
  loci	
  

	
  

•  SFS-­‐based	
  methods	
  fail	
  at	
  detec0ng	
  most	
  loci	
  

•  Discrepancy	
  likely	
  reflects	
  the	
  fact	
  that	
  drug	
  resistance	
  in	
  
Malaria	
  commonly	
  produced	
  soP	
  sweeps	
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