537 B 21 ¥ O= FE K OK ¥ ¥ W Vol. 37, No. 21

2015 4E 11 415 H J Third Mil Med Univ Nov. 15 2015 2131
. ——
DOI:10. 16016/j. 1000-5404. 201503068 -L/IS\ %

R HEEB-NEMO ZEEMHBLRFESHAREEERR R NF-«B i&d

PR EH R R F TR (400014 X, & PRERL R MR L #E E R4 LR, L R & %R
MR HE A=, LR A H KT E SR E)

(HWZE] HMY I S 8 -NEMO 45 G50 (TAT-NBD ) XJ IHZL 2755 1 K UK 2 BB
Y% H -« B (NF-kB) & A6 AR IE SOV P E T . Jiid /B IF S8 e B A SD R BRI A B2 Joit A2 T I o
YH, BEHL A A% R IRZT 24  TAT-NBD T 4], S o s & AL an i &, eic B MTT £ i 41 fifg
FHXTAFIE 2 . Western blot Kl NF-kB p65 ik , EMSA A5l NF-«B i AAZ 71k, ELISA JEAG £ 77 3
W RAEH T IL-18 \TNF-a | IL-6 7K, 859 JHZL ZE 4] NF-«B p65 4 K B FUAE B v T % B 4
(P<0.01),2.12 h A& IE(P <0.05) ; TAT-NBD gl NF-xB p65 HHF A BT HA R (P <
0.01), IL-1B . TNF-a \IL-6 FYRE 5 IHLL 25 5 1) NF-kB p65 Rk A7 B Al AH G, T 12 h ik &g, H
TAT-NBD - 2 .12 h 9 IL-18 \TNF-o \IL-6 ¥R EEPIRTIHZLZR AL (P <0.01) o BP0 4 M i A7 176 %
5L Z AR BT R 2 G A5, TAT-NBD 71 2 12 h (AR R & FIHA R4 (P <0.05) . &5
RHZT 2 AT 5 S I AES 7R 0 K SRR TE IS B 40 MY NF-wB 300 | f 3635, TAT-NBD 11l NF-«B #9755 £k i 068 |
WD SAE R B0 A BT R A, AT T 1B IH 2128 i 3 o

[REiIR]  JHA R ; BRI ; #% -« B KAE ; TAT-NBD

[HhEZESEE] R392.32; R742.89; R977.6 [ XHitrER] A

TAT-NBD exerts anti-inflammatory effect in rat cortical astrocytes by inhibiting

bilirubin-induced nuclear factor-kB activation

Li Shengjun, Li Mengwen, Zhang Yan, Feng Jie, Hua Ziyu ( Department of Neonatology, Key Laboratory of
Developmental Diseases in Children of Ministry of Education, Chongqing Key Laboratory of Pediatrics, Children’ s
Hospital of Chongqing Medical University, Chongqging, 400014, China)

[ Abstract ]| Objective  To determine the effect of trans-activator of transcription-NEMO binding
domain (TAT-NBD) on bilirubin-induced activation of nuclear factor-kB ( NF-kB) and neuroinflammation in
rat cortical astrocytes. Methods  Astrocytes were freshly separated from the cortex of newborn SD rats. After
identification and purification, the astrocytes at passage 2 were randomly divided into control group, bilirubin
group and TAT-NBD intervention group. Cellular morphology were observed by immunofluorescence assay, the
survival rate were assessed with a modified MTT assay, the expression and activity of NF-kB p65 protein was
detected by Western blotting and electrophoretic mobility shift assay ( EMSA ), and the contents of IL-1p,
TNF-o and IL-6 in the supernatants were measured with ELISA. Results = Compared with the astrocytes in
the control group, the expression of NF-kB p65 protein was significantly increased in bilirurin-treated cells
(P<0.01), reaching the peak at 2 and 12 h (P <0.05). Consistent with the expression of NF-kB, the
contents of IL-1B, TNF-a and IL-6 were in a time-dependent manner. TAT-NBD intervention dramatically
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inhibited bilirubin-induced NF-kB p65 activation as well as the release of IL-18, TNF-a and IL-6 (P <

0.01). The viability of astrocyte cells was decreased after bilirubin exposure, whereas the survival rate of

TAT-NBD intervention group was significantly higher than that of bilirubin group but lower than that of the

control group (P <0.01). Conclusion

In in vitro model, bilirubin-induced cortical astrocytes inflammation

is obviously related to the over-expression and activation of NF-kB. TAT-NBD does show strong anti-

inflammatory effects by inhibiting the activation of NF-kB and release of inflammatory cytokines, which might

be useful in prophylaxis of bilirubin-induced brain injury.
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bilirubin; cortical astrocytes; nuclear factor-kappa B; inflammation; trans-activator of

transcription-NEMO binding domain
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