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Regulatory T cells in the treatment of autoimmune myositis in mice: efficacy and
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Abstract: Objective To investigate effect of CD4" CD25" Foxp3' Tregs in the treatment of autoimmune myositis (EAM) in mice
and explore the possible mechanisms. Methods Mouse models of EAM were divided randomly into model group and
treatment group, and the latter received infusion of CD4" CD25" Foxp3 ™ Tregs separated from normal mouse spleen by
magnetic activated cell sorting. The changes of muscle pathology was observed, and the expression of PD-1 and CTLA-4 in
spleen CD4" CD25" Foxp3™ Tregs was analyzed using flow cytometry; peripheral blood IL-10 and TGF-{ levels were tested
using double antibody sandwich ELISA. Results Compare with the model group, the mice in the treatment group showed
significantly reduced muscular inflammatory cell infiltration, increased blood levels of IL-10 and TGF-3 (P<0.05), and
increased expression of PD-1 and CTLA-4 in spleen CD4" CD25" Foxp3" Tregs (P<0.05). Conclusion CD4" CD25" Foxp3® Tregs
reinfusion produces therapeutic effect in mice with EAM by increasing peripheral blood IL-10 and TGF-f levels and PD-1 and
CTLA-4 expressions in spleen CD4" CD25" Foxp3' Tregs.
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Fig.1 Muscular pathological changes in miceafter CD4 CD25" Foxp3* Treg cell reinfusion (HE staining, original magnification: x 200).

A: Normal control group showing no inflammatory cell infiltration; B, C: Model group showing obvious focal inflammatory cell
infiltration and muscle fiber degeneration, necrosis, dissolution, and phagocytosis; D, E, F: Treatment group showing significantly

reduced inflammatory cells and lessened muscle fiber atrophy.
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Tab.1 Comparison of PD-1 and CTLA-4 expressions on spleen CD4" CD25" Foxp3'Treg cell surface

Group

PD-1 CTLA-4

Non intervention group (n=3)

Intervention group (n=3)

25.35+9.25 51.12+13.67

37.13+11.43* 80.03+21.25*

*P<0.05, compared with non intervention group.
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Fig.2 Spleen CD4" CD25" Foxp3" Treg cell surface PD-1 and CTLA-4 expressions detected by flow cytometry. A: Regulatory T cell
purity reaching 93.7% after sorting; B: Negative control; C: PD-1 expression on spleen regulatory T cells in model group; E: PD-1
expression on spleen regulatory T cells in treatment group; F: CTLA-4 expression on spleen regulatory T cells in model group; G:

CTLA-4 expression on spleen regulatory T cells in treatment group.

£2 MWASMNIMIL-10F0 TGF-prk T

Tab.2 Comparison of IL-10 and TGF-{ levels in peripheral blood (ng/L)

Group IL-10 TGF-p
Non intervention group (n=3) 199+14 56+13
Intervention group (n=3) 215+21* 108+27**

*P<0.05, **P<0.01 s non interention group.
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