EfEAXFZZHMBHRI NI U
Keio Associated Repository of Academic resouces

Title TNZE7 R EHME TLOC W, BRBTHRZERET D HEOREK
Sub Title In vivo deletion of abatacept-resistant persistent autoreactive memory T cells
Author B8, 847 (Chikuma, Shunsuke)
BEBE, 4 42 F( Tokifuji, Yukiko)
B, MH( Miyamoto, Kazuhide)
B %, %15 ( Hayabuchi, Hodaka)
Publisher
Publication year |2024
Jtitle REMREHD SRR REES (2023.)
JaLC DOI
Abstract Th7TERFEHEOEBREFIZMIL, ThM7ICERI7 I 72— XETV—KO, 2BEOEEH
NHBEZRASHICLE, T7I V2 —HKMRRGE. CD28EERICK > TREZLICMEE h,
ChIZH->TECRAEEEBRAEELICHFIE N, —A T, XTU—KMERIKXCD28MEE ICEE
B<ERNTERFL, FEBI7I9X3—KRANEDLTHIMHEZRLE, 512, XTU—HK
MRECEBEOILATO-IAH,. IR/ —IILRKBEV > EABBREASHICLE, HIC, X
TU—HKERICERLTVETLTFERBEAEBRRICEBL. CORERZAVD L, FIROK
BREFILCSVTIXEY —HRHEROEFEZEETEDENDL O 1,
We established a Th17-dependent model of dermatitis and revealed the existence of two subsets
of Th17 cells, effector-like and memory-like. Effector-like cells were almost completely inhibited by
abatacept, a CD28 inhibitor, leading to complete suppression of autoimmune dermatitis. In
contrast, memory-like cells showed resistance to abatacept and survived in vivo, demonstrating a
propensity to differentiate into new effector-like cells. Furthermore, we elucidated specific
metabolic pathways in memory-like cells, such as cholesterol and ethanol metabolism. In
particular, focusing on aldehyde dehydrogenase expressed in memory-like cells, we found that
inhibiting this enzyme could inhibit the survival of memory-like cells in the dermatitis model
mentioned above.
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We established a Thl7-dependent model of dermatitis and revealed the
existence of two subsets of Thl7 cells, effector-like and memory-like. Effector-like cells were
almost completely inhibited by abatacept, a CD28 inhibitor, leading to complete suppression of
autoimmune dermatitis. In contrast, memory-like cells showed resistance to abatacept and survived in

vivo, demonstrating a propensity to differentiate into new effector-like cells. Furthermore, we
elucidated specific metabolic pathways in memory-like cells, such as cholesterol and ethanol
metabolism. In particular, focusing on aldehyde dehydrogenase expressed in memory-like cells, we
found that inhibiting this enzyme could inhibit the survival of memory-like cells in the dermatitis
model mentioned above.
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