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Effect of tumor necrosis factor receptor-associated factor 6 on pro-inflammatory

factors after Kaposi’s sarcoma-associated herpesvirus infection

WU Ge', ZHENG Rong-jiong®>, PAN Ke-jun*, HAN Dan’, LU Xiao-bo®> (1. Department of
Oncology; 2. Center for Liver Diseases of Infectious Diseases, The First Af filiated Hospital
of Xinjiang Medical University, Urumqi 830054, China)

[ Abstract] Objective To observe the expression of pro-inflammatory factors including interleukin (IL)-1a, IL-18,
I1.-6 and IL.-8 after silencing and over-expressing of tumor necrosis factor receptor-associated factor 6 (TRAF6) in
vitro, explore the effect of TRAF6 on pro-inflammatory factors after Kaposi’s sarcoma-associated herpesvirus
(KSHV) infection, and provide new ideas for the study of the pathogenesis of KSHV. Methods The silence and
over-expression TRAF6 models were established using KSHV( + )iSLK cell line, and the transfection level was de-
tected by real-time fluorescence quantitative polymerase chain reaction (RT-PCR). After 48 and 72 hours of cultiva-
tion of cells, the expression levels of pro-inflammatory factors after silencing and over-expressing TRAF6 were de-
tected by enzyme-linked immunosorbent assay (ELISA) and compared. Results TRAF6-silence (siTRAF6) and
TRAF6-over-expression (TRAF6-OE) cell models were established successfully. ELISA results showed that pro-
inflammatory factors IL-1a, 1L-183, IL-6, and IL-8 increased in varying degrees after silencing TRAF6, while these
pro-inflammatory factors decreased in varying degrees after TRAF6 over-expression, IL-6 and IL-8 levels changed
remarkablely, suggesting that TRAF6 had a certain inhibitory effect on pro-inflammatory factors and played an im-

portant role in the signaling pathway of pro-inflammatory effects after KSHV infection. Conclusion TRAF6 has a
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certain inhibitory effect on pro-inflammatory factors and is expected to serve as a potential target to inhibit the pro-

gression of Kaposi’s sarcoma.

[Key words] tumor necrosis factor receptor-associated factor 6; Kaposi’s sarcoma; Kaposi’s sarcoma-associated her-

pesvirus; KSHV; pro-inflammatory factor
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EYELA SLI-700 fH i 85 7% 8 (R st # A, H A,
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7% 48 h, TRAF6 J7L 2k (siTRAF6) #5551 43 23 11 4
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H 4 (blank 2, B 20) (B PE X B 2H (NC 241) . TRAF6
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£ 1 ULE TRAF6 # f TRAFG R E KT (T +5)
Table 1 Expression levels of TRAF6 in the TRAF6-silence

model (& *5)

26 51 Bi3% 48 h Bi3E 72 h
siTRAF6 4 0.2753+0.017 8 0.131 6+0.040 4
M4 0.853 5+0.352 6 0.8223+£0.138 5
NC 244 0.7975+0.016 8 0.467 3+£0.307 7
B4 1.001 5£0.065 8 0.765 6£0.125 6

%2 jFakik TRAF6 Bl i TRAF6 ik /KF (T + 5)
Table 2 Expression levels of TRAF6 in the TRAF6-over-

expression model (%)

20 51 3k 48 h ¥:3: 72 h

TRAF6-OE 41 29.024 2+3.134 9 188.189 0+ 30.415 7

NC 4 0.4354+0.0625 1.3175+£0.212 2

B4 1.007 5£0.152 3 1.097 8£0.198 9
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Biit 2 & L (F = 2. 400, P>0.05), 72 h J5.
TRAF6-OE 21 TL-1a 35 (1. 688 3 £0.233 0)
F B4L(1.163 6£0.053 5), ZFH G it X (P<
0.05,F=7.406) ,{H5 NC 4 (1.287 0£0. 185 2) I,
L ERTGI E ; TRAF6-OE 4] 48,72 h Il-1q
RBREILE. ZRTSI¥ R L (= -2.683, P>
0.05), WK1,
2.2.2 1L-18 siTRAF6 fRIf, 135 48 h J5 . si-
TRAF6 4] IL-13 ik 5 (2.086 1 +£0.361 2)5 B4
(0.887 6 £0.337 1) NC £{(0.550 6 £0. 194 6) M
Z0(0.775 3+0. 337 DA LA BT F+ i (F = 14, 383,
P<<0. 05); 72 h J5, siTRAF6 4 1L-1p % ik &
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7~ siTRAFG6 J5 1L-18 2B FH i ka s, WK 1,

TRAF6-OE # 5 fr, TRAF6-OE 41 11-1p 48,
72 h F2R K (1,524 3+0.686 5.2. 161 0+0.171 6)
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S TG L CF A 510 0.516.,2. 000,
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(t= —2.810,P<C0. 05), £ B &% Y& siTRAF6 J5 11-6
IR R (] A, R 1,

TRAF6-OE #i %l i, TRAF6-OE 4] 48.72 h
IL-6 35K (115,891 0+ 33,942 4,104, 021 8 +
31.305 D E FAHR B B 41 (2. 838 0+ 2. 650 5,
2.028 0£1.298 4) NC 41(1.498 4£0.328 2,1.623 1+
1.025 2) , =R A5t 8 X (F 5350 33. 473,
31.883,3) P<<0.01),{H 48 h 5 72 h TRAF6-OE
H L6 RBKFERTGIFE X (1=0.445, P>
0.05), WE 1,

2.2.4 11-8 siTRAF6 A f, 55 3¢ 48 h J5, si-

IL-1a/(pg/ml.)

48h 72h

N
116/ (pg/mL.)

IL- 1B/ (pg/ml.)

48h 72h 48h 72h

TRAFG6 21 11-8 Fik /K- (142,222 2 +33. 565 )4 B
ZH(2.2222+0.962 3) NCZH(1.111 1£0.481 1) M
2 (1.388 9+ 0. 962 3) Ft & (F = 52,581, P<C0. 001)
72 hJ5 siTRAF6 4 1L-8 $:&E [ 7+ (330. 000 0 £
3.818 8) .,/ F B4 (3.333 3£1.443 4) ,NC 24
(1.666 7£0.8333) M4 (1. 111 1£0.481 1).%
SE G L (F =18 342,368, P<<0.001);72 h
JG siTRAF6 4 11-8 /K ¥ T 48 h(r= —9.628,P
<0.01), F W45 siTRAFG J5 11L-8 5% 9 bifi B 1] FH
R, W 1.

TRAF6-OE %I rh , TRAF6-OE 4 11-8 48.72 h
(222,777 8 £7.469 1.,72.500 0 £ 11.577 0) FikK
SERE AR E B 4(1.666 7+0.833 3,1.388 9+
0.481 1)\ NCZ (1. 111 1£0.481 1,1.111 1£0.481 1),
2SR E G E R L CF fH 5 38 2 592, 702,
113.241,¥ P<<0. 000 ; M Xf F 48 h J§ TRAF6-
OFE 411y 1L-8 235 /K .72 h 5 1L-8 LT T %
(1=18.893,P<0.001), LK 1,

— =B
@M
- NC

33 siTRAF6

48h 72h

H:abied HULE TRAFG J5 iSLK 201 1L-10 IL-18.1L-6 . IL-8 iy F kK -, e f.g h it F ik TRAFG J5 iSLK 4i g 1L-
Ta IL-18.1L-6  IL-8 B Rk K5 R 2 LR R = WA AR ME2ZE ; » Fm P<C0. 05, »x FoR P<C0. 01, %%+ FR P<0.001,
1 TRAF6 U K3 £k 5 110 JL-18.IL-6 . IL-8 i ik K F
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Expression levels of IL-1a, IL-18, IL-6, and IL-8 after silencing and over-expressing TRAF6
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o TL-8 J& C-X Mk H 7 5 1 M AL AR 51, PR
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L 230 ) A A P 3R P J e 200 L 7% K1 XU 4
A T O KSHV Y 52 1l 4 A1t B4 1) 200 i 1)
IBE e B R SR RS

TRAF6 J& 1L-1 Z 4K/ Toll # 52 {& {5 5 i ¥ 1
BN 2 1 TR A A0 M Bl b R AR OB A

315 56 R IR P A 5 L ARE ﬁﬁlﬁf&ﬂ’]ﬂ%éﬂ 210
AR R E . TRAFO o Z 55

R AR M 1 A O T R R 5 TR 1Y
G OG AT AR S S i AR A TS B RR R

A FE AR SR B I KSHV (+)iSLK QH?IH’MIS
Z L HITE 48,72 h W gE TRAFG T Bk Fl i 6 34 1%
BT 110 IL-18.11-6  1L-8 [ F ik #, TRAF6
UUBRIG Il TR FERE 3% 48.72 h 5 A i Jh =i »
SHA R AR A A T HRA SR X
ifi TRAF6 it 2635 )5 1L-1a. IL-18 5 3% 48.72 h ﬂ
BB . 1L-6.1L-8 7 TRAF6 U2k 5 45 4% %t B 41
BTt T TRAFG i 3RBJ5 P S B TR R 3, 1
H T8 A2 B IR A R . KSHY L R i 5 £
Fi g B A AR 4 R 0 11,106, TL-8 25070 A&
5 Y TL-1a IL-18.1L-6 . IL-8 7£ TRAF6 L Ek 48,
72 h J5 ¥ R A [ AR B G T Xk 5 2 g
53

TRAF6 JU#K G e 4 P 7 TL-1o, IL-18, IL-6,
IL-8 R B A [ B2 1 T » TRAFG i ik Ja 1L~
Ta JL-1B.1L-6  TL-8 3UA A [l #2 B2 9 A, HL TL-6,
11-8 A5 fk il B 4, Uk B TRAF6 U0 8RR [
FhiE s TRAF6 o 33K 5 X 42 & /¥4 — & (1 9 1
YERT 475 TRAF6 £ KSHV &4 5 42 & /E T 15
W B P R P T AR . AR DR R A Y R
LU TRAFG {2 fiff KSHV &b 7 248 1 A7 K it
HAE B 1 BRI B s B R R iy 35k 2 K3k TRAF6
J5 KSHV 4 T ARARZE A2 28 7 2 3 1 W) A 1

Rk H, KA RZ IR b, KR
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AT IL-1a IL-18.11-6 %5, A Mtk 1 1L
S EAR ANk 1 177, Chen 2507 % B (i ] M
FEK WA SEHTA 25 W i ) KSHV 37 S 19 48 9 1 41 il
Al Wy ik NF-xB {5 5l B A X IL-1a 55
I 48 P 7 1) 375 5 S B AY) BRI F 5 2 E B
TRAF6 & %k B e 9% 36 3% 9 H dr. A BF 58 b
TRAF6 Xf 2 48 A ¥4 — 2 W il 4 F L JCH X TL-
8 P4 il 45 Ay W S, Y-8 R R ()32 L RS R I
HEWMEM, H itk TRAF6 A B ARy — 8 i 1E
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