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Cellular metabolism has been proposed to govern distinct yd T cell effector functions, but the underlying molecular License 4.0 (CC BY-NC).

mechanisms remain unclear. We show that differential cellular metabolisms are required for interleukin-17

(IL-17)-producing y& T (y8T17) and interferon-y (IFN-y)-producing y8 T (y8T1) cells and the rate-limiting enzyme

isocitrate dehydrogenase 2 (IDH2) casts as a metabolic checkpoint for their effector functions. Intriguingly, tran-

scription factor c-Maf regulates y8T17 effector function through direct regulation of IDH2 promoter activity.

Moreover, the mTORC2 affects the expression of c-Maf and IDH2 and subsequent IL-17 production in y8 T cells. il ﬁ% 'fZIS ],/E':é ;% Eﬁ e
Deletion of c-Maf in y8 T cells reduces metastatic lung cancer development, suggesting c-Maf as a potential target

for cancerimmune therapy. We show that c-Maf also controls IL-17 production in human ¥3 T cells from periphery

and oral cancers. These results demonstrate a critical role of the transcription factor c-Maf in regulating y8T17

effector function through the IDH2-mediated metabolic reprogramming. ¥ %E;E] EEJ%?% ?iﬂ | L\)\@?QEZ%, E
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= 1: Low gene expression + low T cell y_XCELL
=== 2: Low gene expression + high T cell y&_XCELL
=== 3: High gene expression + low T cell y§ XCELL
= 4: High gene expression + high T cell y§_XCELL

Cumulative survival
00 02 04 06 08 1.0

2vs. 1:
4 vs. 3: HR = 0.606. P = 0.0297

0 50 100 150 e
Time to follow-up (months) 11-63846590

HR = 0.44, P = 0.00913
0.

-

FRT, SR — SR O — U S, S e AR
EESETRYS TRIHHTN, RIS A E—E L AIRyS T174BIEX
YRR EIAC- Maf, FiTyd THRMR c-MaBskrE AR AR T S A TSRS
SHyd THRHE Elo-MafEEiA AR AR RIS, X R s IR B D AT
IRBERHORE,

BB SR B S SR B L S, MRS E R SR
RZJun YanZE ZIe X RIEIREE .



