Can CXCL4 contribute to autoimmune pathology?

Aﬀandi et al. Graphical Abstract
Emerging research has shown increased levels of CXCL4, previously known as platelet factor 4, in
various forms of T helper 17 (Th17) T cell associated rheumatic diseases. However, the exact role of
CXCL4 during pathogenesis and how it contributes to Th17 driven pathology is not well characterised.
Th17 cells are CD4+ T cells that secrete cytokines such as IL-17 and IL-22, that play an important role
against pathogen clearance particularly during fungal infection. Th17 cells are also well known to
contribute to pathogenesis during autoinﬂammatory diseases such as Psoriasis, Psoriatic arthritis,
lupus and rheumatoid arthritis. Th17 cells contribute to pathology by secreting IL-17, which play a
destructive role in by inducing tissue inﬂammation, destruction and bone erosion.
Researchers, Aﬀandi et al., aimed to determine the direct and indirect eﬀects of CXCL4 on Th17
cells..They performed non-speciﬁc stimulation experiments of ex-vivo peripheral blood mononuclear
cells (PBMC) in the presence and absence of CXCL4, to illustrate direct eﬀect of CXCL4 on CD4 T cells.
Using these experiments, they demonstrated signiﬁcant induction of IL-17 as well as Th17 cells that
co-express IFN-γ and IL-22 in the presence of CXCL4 . Additionally, they showed that CXCL4 indirectly
contributes to enhanced Th17 activation via monocyte derived dendritic cells (DCs) but not
plasmacytoid DCs and B cells. Finally, using samples from individuals suﬀering from Psoriasis and
Psoriatic arthritis, they demonstrated that CXCL4 positively correlated with increased levels of Th17associated cytokines at the site of infection.
In summary, Aﬀandi et al., showed that CXCL4 directly and indirectly promotes Th17 cells during
Psoriasis and Psoriatic arthritis. They deﬁnitively, showed that CXCL4 induces Th17 and Th17associated (IFN-γ and IL-22) cytokine expression but not Th2 associated cytokine IL-4. CXCL4 is a proinﬂammatory cytokine, thus by modulating antigen-presenting function by promote inﬂammatory
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environments which result in increase in IL-17, resulting in detrimental eﬀects.
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