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Mohamed Issouf, Fatima Mohamed, Cédric Neveu. Study of the role of P-Glycoprotein-2 of the parasitic nematode Heligmosomoides polygyrus in the cholesterol uptake. 27. Recent studies have described the involvement of Caenorhabditis elegans p-glycoprotein-2 in lysosome formation and lipid storage. In that respect, we are carefully trying to identify in Heligmosomoides polygyrus bakeri the free-living nematode model Caenorhabtidis elegans p-glycoprotein homologs using degenerate primers. These experiments have allowed the identification of five partial p-glycoprotein sequences. Among those Hba-pgp-2 has particular interest. Since, C. elegans PGP-2 is involved in the transport of cholesterol. Cholesterol is needed for molting and growth of the nematodes.

In this study, a full-length cDNA sequence corresponding to Hba-pgp-2 was obtained.

It presents high homologies with the Celpgp-2 gene sequence. Moreover, we showed that Hba-pgp-2 is expressed among the eggs, fourth-stage larvae and adult and their expression could be induced by cholesterol. In order to characterize the Hba-pgp-2 function, the Hba-pgp-2 promoter was analyzed using the nematode model C. elegans and complementation of C. elegans pgp-2 mutant by Hba-pgp-2 was performed. This opens the way for studying the involvement of Pgps in parasitic biological process that can lead to develop new way to control nematode parasites.
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	supplementation. Therefore, in order to	
	decrease the reliance on a single-drug	
	group, other prevention strategies need	
	to be explored. L3 and L4 larval stages	
	of D. immitis are the targets for existing	
	chemotherapies, and these stages exhibit	
	thermosensory behaviours in vitro, which are	
	likely used during transmission and infection	
	of the mammalian host. This behaviour	
	could be exploited by chemotherapeutic	
	intervention, but the molecular effectors of	
	thermosensation are unknown in D. immitis.	
	To identify putative thermosensory effects	
	in D. immitis, we conducted a pan-phylum	
	comparative genomic and phylogenetic	
	analysis informed by thermosensory	
	pathways elucidated in the model nematode	
	Caenorhabditis elegans. To validate these	
	putative thermosensory effectors, we	
	developed a reverse genetics approach to	
	knock-down expression of gene targets	
	predicted to function in thermosensation and	
	assayed the modulation of thermosensory	
	phenotypes. Because of the fragmented	
	nature of D. immitis gene predictions, we	
	used long-read isoform sequencing of	
	adult males and females to annotate full-	
	length genes, which enabled the design of	
	improved dsRNA triggers. Larval worms	
	were exposed to dsRNA during in vitro	
	culture or by injecting infected mosquitos,	
	and worms were tested for thermosensory	
	defects using a linear thermal gradient. In	
	addition to RNAi, we also treated larval worms	
	with chemicals that are known to interact	
	with predicted thermosensory effectors	
	and tested for thermosensory defects. We	
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