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New therapeutic strategy targeting cytotoxic Tfh cells for 1gG4-related disease

Kamekura, Ryuta

3,400,000
1gG4-RD CD4+CD8+ Tfth B
CD4+CD8+ Tfh 1gG4-RD memory B
CD4+CD8+ Tfh memory B 196G CD4+CD8+ Tfh
granzyme CD4+CD8+ Tth memory B
memory B
1gG4-RD 1gG4-RD Tfh
Tfh Tfh
1gG4-RD
Tfh 1gG4-RD
1gG4-RD

We analyzed CD4+CD8+ Tfh cells and B cell subsets from submandibular glands

(SMGs) of patients with 19G4-RD by flow cytometry. The percentage of CD4+CD8+ Tfh cells in 1gG4-RD
SMGs was increased compared with that in tonsils and was negatively correlated with the percentage
of memory B cells in 1gG4-RD SMGs. In a coculture experiment with CD4+CD8+ Tfth cells and memory B
cells from 1gG4-RD SMGs, the amount of IgG produced by memory B cells in the culture supernatant was

reduced. In vitro experiments also revealed that CD4+CD8+ Tfh cells have a functional capacity for
production of a large amount of granzyme. The results suggest that the number of CD4+CD8+ Tfh cells
was increased under the condition of chronic inflammation and that the cells exerted cytotoxity to
memory B cells. Therefore, CD4+CD8+ Tfh cells inhibit the production of 1gG from memory B cells and
regulate immune responses in lesions of 1gG4-RD.
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