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[Abstract] Objective To observe the effect of icariin (ICA) on the activation of silent information
regulator 6 (SIRT6) in rat hippocampus and on sepsis associated encephalopathy (SAE), and to explore the possible
mechanism. Methods Sixty adult male SD rats were randomly divided into sham operation (Sham) group, model
(lipopolysaccharide, LPS) group, and LPS+ICA group, with 20 rats in each group. The rat model of sepsis was made by
injecting LPS 10 mg/kg into tail vein. The rats in Sham group were given the same amount of normal saline (NS). After
LPS injection, ICA (50 mg - kg™ + d”") was intraperitoneally injected once daily in LPS+ICA group; the same amount of
NS was given in LPS group and Sham group. The electroencephalogram (EEG) changes of rats were monitored on day
2, 4 and 6 after model establishment, and the proportion of each waveform was calculated. After 6 days, the rats were
killed to take brain tissue. The content of tumor necrosis factor— a (TNF-a ) in hippocampus was detected by enzyme
linked immunosorbent assay (ELISA), and the expression of SIRT6 in hippocampus was tested by immunehistochemistry
and Western Blot. Results Compared with Sham group, the percentage of 8 wave of EEG in LPS group increased
significantly after 2 days of modeling, and it was still significantly higher than that before modeling after 6 days of modeling,
which indicated that SAE model was successfully prepared. The percentage of & wave of EEG in LPS+ICA group was
significantly lower than that in LPS group at each time point after modeling, and the difference was the most significant
on day 6 [(12.92£0.62)% vs. (17.48 0.39)%, P < 0.05], which indicated that ICA intervention was effective. The level
of TNF-— o in LPS group was significantly higher than that in Sham group (ng/L: 178.40 +7.35 vs. 12.76 £0.93, P < 0.05),
and the level of SIRT6 protein was significantly lower than that in Sham group (SIRT6/B —actin: 0.62+0.03 vs.
1.35£0.05, P < 0.05). The level of TNF-« in hippocampus of LPS+ICA group was significantly lower than that of LPS
group (ng/L: 82.31 £7.97 vs. 178.40+7.35, P < 0.05), and the level of SIRT6 protein was significantly higher than that
in LPS group (SIRT6/B —actin: 1.14+0.06 vs. 0.62+0.03, P < 0.05). Conclusion ICA can reduce the degree of
inflammation and SAE by up—regulating SIRT6 protein expression in hippocampus.
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10 mg/kg LPS(055:B5, 3£ [ Sigma 23w ) il #5 M s

T EAFRY | Sham 21 R R 45 T 55 A FEER K . LPS+
ICA 4 ZME i TE 5 ICA TESHE (50 mg - kg™ - d™)' ",
& H 1Y% ; Sham 41} LPS 4045 P45 & HEL K .
1.3 WESER

131 JZ K B 0 5% « Sham ZH 366 10 T BEAR
AT Wi ], RS AT LPS J5 2. 4. 6 d fffiid
o FEL ] o B[] 5 % 0.3, D 30 Hz, 345 500 pv, R
FERFTR] 10 min, PEHR)G 20 s IR0 .

1.3.2  #FLZHZ] TNF- o H1 SIRT6 /K&
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