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Introduction

Several persistent pathogens employ antigenic variation to continually
evade mammalian host adaptive immune responses. African trypanosomes
use variant surface glycoproteins (VSGs) for this purpose, transcribing one
telomeric VSG expression site (ES) at a time, with strict silencing of other
telomeric ESs.
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We have established a highly efficient and conditional CRISPR/Cas9-
based system for Trypanosoma brucei. Our strategy is to use gRNAs
targeting the active VSG for allowing high-frequency VSG gene
recombination and switching in vitro. Thereby assessing factors that may
contribute to this VSG hierarchy without immune system pressure.
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Cell growth of clones expressing distinct VSGs and selected clones for RNAseq

Widespread transcriptomic differences observed for slower growth clones.
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Conclusions
- Cells expressing different VSGs grow at different rates.
- Cells expressing minichromosomal VSGs display a selective advantage.
- Cells expressing longer VSGs display the greatest competitive differences.
- The transcriptome is altered in slower clones.
- All of the above features operate independent of a host immune response.
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