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The effects of TLR4 on regulating the function of Tregs in sepsis
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Abstract Objective: To study the effects of TLR4 on regulating the function of Tregs in sepsis. Methods:Fortyhealthy male C57/BL mice
(wild type,WT) and forty healthy male TLR4 knockout mice (TLR47") were divided into Sham operation group (WT Sham group,
n =20), WTCLP group (n=20),and TLR47Sham group(n=20),TLR47CLP group (n =20)by random number table method. In CLP group,
the mice were given cecal ligation puncture (CLP),and in Sham group,the mice were given Sham—operation. Twenty—four hours after CLP,
Tregnumber, Tregapoptsis rate, the expression of Foxp3 ,TLR4 at mRNA and protein level, the protein expression of NF—kB and p-NF-«kB
were determined. Results: (1) The apoptosis of Treg cells in TLR47-CLP group was higher than that in WTCLP group (P<0.05). (2)
The levels of Foxp3mRNA and Foxp3 protein, TLR4mRNA and TLR4 protein in TLR47CLP group were significantly lower than those in
WTCLP group (P<0.05).(3)The expression of NF-kB and p—NF-«B in splenic Tregs was significantly increased in WT CLP mice in
comparison to TLR4*CLP mice (P<0.05).Conclusion: TLR4 in experimental sepsiscloselyaligns with the function of Tregs, and this effect
may be related to TLR4/NF-kB signaling.
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CLP TG, S50 by T oy P4 5% 1 ), TG 8 1)
BHRSE IER IR, A RIROK . 245 L 3=
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ZHARA
122 Kzl Treg AL S TR KI5 24 h, 58
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VIR 11, 5% 5 FH 5% B Rs 2F W 3t 1], F42 13d B
B 47 LR BB IA NF-kB .p-NF-kB, 7E 4CTF
1 . F TBST WERR 5 FH AR b S A P s 75 bt 14
(1:6 000, Bio-Rad, ). F#MmIL2:kIE(ECL)
(HZ Millipore VAT R o FE AT T AT o
13 “itsiE R SPSS22.0 Giitsr i i kAT
BAE A, 2 AR AL PR AS BB ] s, PRI 1
BRI REAR ¢ K656, DL P<0.05 8] P<0.01 25+
At L.
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2 (P<0.05) , HPHLLH WT CLP 413 % 3 1]
1 (P<0.05), 5Sham 4 AH L, WTCLP 2H Treg 44
T-R ] R (P<0.05), 1fif TLR47-CLP 414 WTCLP
2H Treg TR T (P<0.05) .
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Tab 1 Treg count and apoptosis rate in each group

il AETE AN HLAE T 401/ %% PT%1%
WT Sham 75.57+4.05 77.57+5.47
WT CLP 53.26+3.64° 36.49+4.35°
TLR4—/~Sham 73.60+4.47 77.63+4.62
TLR4-/-CLP 64.07+5.03" 49.86+4.87"

5 WT Sham ZHAH [t ,*P<0.01; 5 TLR4—/-Sham H4H [t ,"P<0.01; 55
WT CLP 41 Af L, P<0.01
2.2 Foxp3mRNA % TLR4mRNA #) %A K-F A

1 AT L, 5 WT Sham Z1AH L, WT CLP /N Treg 4
LY Foxp3mRNA & TLR4mRNA 357K 2 7
(P<0.05), ‘5 TLR4”Sham £ #f It ,TLR4*CLP 41
Foxp3mRNA £ TLR4mRNA 221K K JC i i AR AR
(P>0.05). 5 WTCLP 414 kb , TLR4-CLP 41 /]y i
Foxp3mRNA K TLR4mRNA /KN i EF4R(P<0.05).,
2.3 Treg 2t Foxp3.TLR4 & & & ik K-F K 2
fi7R, 5 WT Sham ZH#H Lk, WTCLP 2 Treg 4fl fits
Foxp3 K TLR4 #ik B B A1 (P<0.05). 5 TLR4”
Sham £ 1, TLR47CLP 4 Foxp3 M TLR4 [k
JCHH B 225 (P>0.05) .5 WTCLP 414 ., TLR47-CLP
#H Foxp3 M TLR4 ik & B &/ (P<0.05) .
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Fig 2 The expression of Foxp3 and TLR4protein in Treg of each group
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