http ://aammt. tmmu. edu. cn = ZEBE R AEARIR,2020,42(24) 2355

DOI:10. 16016/j. 1000-5404. 202010104

i B T T 4R 53 1L B 1 AL

XN#HA, X & 400038 K, B2 PR (5 = PR B — B IR IR e

HURE, AT A B 5 BT

(=] PRI EE T 40 (follicular regulatory T cells, Tfr) fERiE A=
K HC (germinal centers, GC) W A, MR S Tir 40T B 73 F 2R A

SRR A PRV BT 58 ¢ BLAE AL 3 F1 45 M 3 1 1 (sclerostin domain-

containing protein 1, SOSTDC1)J& Tfr Z M8 A= B Ir 75 00, B VIR A B T 28 9 (follicular helper T cells,
Tth) SWAELL f T-B 3 A XA 3 & ) e PR EE B 41 i (fibroblastic reticular cells, FRCs) 43, 7Esh¥)5E
5 (/ML) T 38 T finis s B TR A SR 4 27 WA 1 23k SOSTDCL #y Th 21— Re it T 4RO RE, &
SOSTDC1 BAMERY Tih 2 il & I AL, 2k 25 7 #5 B B 40 7™ A= P iR iy D Be. A5 11 8 A2, Th 4 g
SOSTDCI1 fif R4 T3 T 20 i B0 i 25 0 /0, A2k GC [ i Tt ZEMLH b, SOSTDC1 5 ik BH 1K

WNT-B-catenin {55451, fie/F Tfr 201504k

(X8R | AR ASSREE A 1 8B T 4010 ; BRI 1k T 403 s 2R A0 S

[HEZESES] R39%2.12

[ XEiREE] A

Molecular cues govern follicular regulatory T cell differentiation
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[ Abstract | Follicular regulatory T (Tfr) cells are generated with the responses of germinal center
(GC). However, the molecular mechanism on the cell generation is still unknown. Our study found that
sclerostin domain-containing protein 1 [ SOSTDC1, secreted by a subpopulation of T follicular helper ( Tfh)
cells and T-B cell border-enriched fibroblastic reticular cells (FRCs) ], is essential in the process of Tfr cell
generation. With the aid of reporter mice, the results of fate tracking and transcriptome assessment indicated
that the Tfh cells expressing SOSTDC1 are identified as a unique T cell population, are developed from
SOSTDC1"™ Tth cells, and have lost their ability to help B cells in the production of antibodies. It is worth
noting that lack of SOSTDC1 results in substantially decreased Tfr cell numbers, and enhanced GC responses.
In the aspect of mechanism, SOSTDC1 promotes the differentiation of Tfr cells by blocking Wnt-B-catenin

signaling axis.
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