S7 Text. Manipulating the trafficking of CD4 T-cells to germinal

centres.

By considering the pathways involved in CD4 T-cell trafficking to the germinal
centres in lymph nodes, we can speculate on avenues for therapeutic manipulation of
them. We note that, as these pathways are central to the immune response they would

need to be very carefully manipulated.

CD4 T-cells respond to sphingosine-1-phosphate (S1P) to egress the follicles
(References S8-S10). It may be possible to encourage CD4 T-cells to egress the
follicles by enhancing the levels of S1P though manipulation of the S1P lyases that
normally degrade S1P. Follicular helper T-cells (Tfh), however, are preferentially
retained in the follicles because of their low expression of sphingosine-1-phosphate
receptor 1 (S1PR1). This means that they would not respond to changes in S1P
expression. One possible approach to promoting the egress of Tth cells would
therefore involve therapeutically promoting the expression of SIPR1 (potentially
through transient blockade of phosphatidylinositol-3-kinase (P13K) (S11 and S12

references).

Sphingosine-1-phosphate receptor 2 (S1PR2) and the orphan receptor, P2Y receptor
family member 8 (P2RY8) are also involved in confining Tth cells to germinal
centres (S13 and S14 references). It is possible that antagonism of SIPR2 would
promote some release of some Tfh from the germinal environment, though their
access to circulation would likely still be limited by their low S1PR1 expression.
S1PR2 is expressed on many cell types such as endothelium, so there would be risks

of off-target effects.
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