794 B4 72 8 K224, 2025,47(8) http : //aammt. tmmu. edu. cn

DOI: 10. 16016/j. 2097-0927. 202410042

#RETFEBIERERKMANE BRI RFEE NS EMZHIER

o B RERTZFET A A KSR Fem T T WRER R
BRSO RE A I 9 5 F 2R T A S TR B T K (O = T R ) 58— I 2 i i B 5 o
TS

(BE] HMY #5521 EB(transcription factor EB, TFEB)7E N #E Z il 52 W40 M a94E
Jiik RG22 88 (LPS) 5 3 2 7 N 5 25 T 52 48 LA AU o RAW264. 7 48 M 73 o8 25 11 2 (Medium
21 ) .5 ng/mL LPS 41 (LPS 5 41 ) . 100 ng/mL LPS 41 (LPS 100 Z41 ) .5 ng/mL LPS+100 ng/mL LPS 1
(Tolerance 2H ) ., % ELISA 4G M 4 E Rl TNF-o F1 TL-6 HYBE LK S ; Western blot A0 52 S 1246 M
H AR G AR 1 LC3 F1 P62 L M2 TFEB 7 20 A J57 F1 248 A% 4 43 A 5 38 28 12 22 2 38 TFEB BX siRNA i
IR TFEB J& , AT 37 41 il 1Y [ Wi K- AN 40 B BREE I A4k . 853 5 LPS 100 4140 e, Tolerance 21
LA A K~ TNF-o0 I IL-6 B RETBOK - LA S A TR 1 R B ) 1 2 PRI (P<0. 01) ; LC3 KRR, P62 7K1
ThE , 4 A 4R R AZ R TFEB 97K S35 1 2 AL (P<0. 01) 53 #6345 TFEB 7] 1 2 _F 4 Tolerance 2H 2 iy
o LC3 KT, B P62 K -, JF 484 5 41 41 15 BR B 1 (P<0. 01) . siRNA @Ik TFEB X} Tolerance £ LC3 FI
P62 7KF- LA K AR BRBE S JCA W 2 . 8518 23 35K TFEB RRIRE N 28 = 32 4 [ WD, 3 0
Y GRE BRBE T, DT A0 M i A ) S e M RS, A BE ok R 0 B T A VS 7R

[RHBIR | JHeTgdiE ;s e il s N B R T 52 74 sk I+ EB s F I

[HEESZEES ] R392.3;R3945. 3;R631.2 [ XEkPRERD ] A

Transcription factor EB enhances macrophage autophagy and reverses endotoxin

tolerance
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[Abstract] Objective To investigate the role of transcription factor EB (TFEB) in endotoxin-tolerant
macrophages. Methods The RAW264.7 cells were divided into blank group (DMEM medium), LPS
5 group (5 ng/mL LPS treatment for 4 h), LPS 100 group (100 ng/mL LPS treatment for 4 h), and tolerance group
(5 ng/mL LPS for 12 h followed by 100 ng/mL LPS for 4 h). The releases of inflammatory factors TNF-a and
IL-6 were measured using ELISA. Western blotting and immunofluorescence assay were used to evaluate the
distribution of autophagy-related proteins LC3 and P62, as well as TFEB in the cytoplasm and nucleus.
Lentiviral overexpression of TFEB or siRNA-mediated knockdown of TFEB were performed to observe the
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changes in autophagy levels and bacterial clearance ability in the tolerant cells. Results The cells in the

tolerance group had significantly lower contents of TNF-a and 1L-6, as well as reduced bacterial clearance

ability (P<0.01), down-regulated L.C3 expression while up-regulated P62 level, and decreased expression of
TFEB in both the cytoplasm and nucleus (P<0. 01) when compared with the cells of the LPS 100 group.

Overexpression of TFEB significantly increased LC3 level, reduced P62 level, and enhanced bacterial

clearance ability in the endotoxin-tolerant cells (P<0.01). In contrast, siRNA-mediated knockdown of

TFEB had no significant impacts on LC3 and P62 expression levels or bacterial clearance ability.

Conclusion

Overexpression of TFEB can restore the autophagy of endotoxin-tolerant cells and enhance

their bacterial clearance capacity, thereby alleviating the immunosuppressive state of sepsis. These findings

suggest that TFEB holds promise as a potential therapeutic target for the prevention and treatment of sepsis.
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