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Abstract: Although their origin, nature and structure are not identical, a common feature of 
positive-strand RNA viruses is their ability to subvert host lipids and intracellular membranes to 
generate replication and assembly complexes. Recently, lipin1, a cellular enzyme that converts 
phosphatidate into diacylglycerol, has been involved in the formation of the membranous web that 
hosts hepatitis C virus (HCV) replicase. In the liver, lipin1 cooperates with lipin2 to maintain 
glycerolipid homeostasis. We extended our previous study of the lipin family in HCV infection by 
determining the impact of the lipin2 silencing on viral replication. In contrast to the specific impact 
of lipin1 silencing on HCV replication, our data suggest a broader function of lipin2 not only in HCV 
infection, but also for the replication of other RNA viruses. Moreover, uninfected lipin2- but not 
lipin1-deficient cells display alterations in mitochondrial and Golgi morphology, suggesting that 
lipin2 contributes to the maintenance of the overall organelle architecture. Coinciding with Golgi 
fragmentation, our data reveal that lipin2 silencing mainly interferes with HCV virion secretion at 
late stages of the infection without significantly affecting viral replication or assembly. Overall, this 
study reveals distinctive functions of lipin1 and lipin2 in cells of hepatic origin, a context in which 
they are often considered functionally redundant. 
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