MIXEZFR(EFR)
J Sichuan Univ ( Med Sci Edi)

B K EE mINF-«B{S 518 I I L 5P 2 BY
NK/TZH B itk BRI 35

ZEEL K W, OB 4P, HaEe
L. PUJIR2EAEVE BEBE Arsid BB 610041) 5 2. [ Z3aAE HH 0o/ 18 SR B e DA B A B 9 Hh O/ v ] B4Rk 2 Bt b S BRI B 2 B P B Bt |
BEBE s RN 518116); 3. DU ARAAAE VG2 DU = B Mg Rk (i#T 610041)

2019, 50 (3) :311-316

[HZE] B8 BRSNS RINK/ T MM B8 (ENKTL) Bt E R . ik Sl AR IR] i i
(0. 1,2, 4,5, 6 ng/mL) A KA BESNK-641 124, 48, 72 h, ZAS[RIH EEAZ N F-«xB (NF-xB) {5 5l il 57 BAY11-
7082(0. 1. 2.5, 5. 10, 20 pmol/L) Z-FHSNK-64H/f124 hf5, SR FHCCK VLKl 40 M A7 15 2R - A P B il B2 (1C,,) o 3R
A @30 umol/L Z-VAD-FMK (Pan-caspaseffI #il5]) +3 ng/mLIEAA K, LIS, 10 umol/L BAY 11-7082+3 ng/mLuli#E Ak
AEFRSNK-641 {124 h, CCK8IEATIM AU AEATIE R o AS[a] BT ik BE 2 A R AL FESNK -6 41124 h)5 , K F Annexin V /PL=C4H
HOARAGIZH SLIH T3 Western blotr i JH 1-4HE 5 1 Caspase-3. £ R ADPEBHER & (PARP) MIBcl-2f %35, K INF-«BfE
S ARG FAP6SFIP100/520K3E . GER O A4 K T 52 0] S A0 1 1 0 I SNK - 6 4 fd 384 5 ( P<0.05) , 24 h
IC,, [ (2.8740.06) ng/mL ) £ T48 hfI72 h(P<0.05) . BAY11-70827Fa] Il SNK-64H ffi ¥ 58, 24 h 1C,,= (9.73+
0.36) pmol/L, A HZLERK, Z-VAD-FMK B 55 TR (AKX SNK -6 41 i34 58 1) 4 il /£ FH (P<0.05),, BAY 11-7082f8
T O e K SNK -6 4t L8 B 1 30 kI 4 HT (P<0.05) o B/ K AL FESNK -6 21 ifi24 b/, JA T-4HCHE [ Caspase-384fif .
PARPHLIE, A K Bel-224fi#; NF-«Bfi 538 FEAHOCHE FIPOSHERR ML/ T-REAIK, P52wib . 45ik IRkl S FHIBTNF-«BA5 5
T A I ENK TLAN 3 5, - H L Z0bi R 0 Caspasei& #2175 FENK TLANE T

[kgER]  455NARINK/TAIMIM DR (ENKTL) BBk JAT: NF-«BfS 'S0 BAY11-7082

Bortezomib Inhibits Extranodal Natural Killer/T Cell Lymphoma, Nasal Type by Targeting NF-«xB Signaling Pathway
LI Jian-hua', ZHANG Li’, FENG You’, ZOU Li-qun'". 1. Department of Oncology, West China Hospital, Sichuan
University, Chengdu 610041, China; 2. Department of Oncology, National Cancer Center/National Clinical Research Center
for Cancer/Cancer Hospital&Shenzhen Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Shenzhen 518116, China; 3. Department of Oncology, No. 4 West China Teaching Hospital, Sichuan University, Chengdu
610041, China
A Corresponding author, E-mail: zliqun@hotmail.com

[Abstract] Objective To investigate the anti-tumor effect of bortezomib on extranodal natural killer/T cell
lymphoma, nasal type (ENKTL). Methods SNK-6 cells were treated with different mass concentrations of bortezomib
(0,1, 2, 4, 5, 6 ng/mL) for 24, 48, 72 h, and different concentrations of nuclear factor-kappa B (NF-«B) signaling pathway
inhibitor BAY11-7082 (0, 1, 2, 2.5, 5, 10, 20 umol/L) for 24 h respectively, then the cell viability was measured by CCK8 kit
and the half inhibitory concentration (IC,) was calculated. SNK-6 cells were treated with 30pmol/L Z-VAD-FMK (Pan-
caspase inhibitor)+3ng/mL bortezomib, and 5, 10 umol/L BAY11-7082+3 ng/mL bortezomib for 24 h respectively, then
the cell viability was measured by CCK8 kit. After treatment of SNK-6 cells with different mass concentrations of
bortezomib for 24 h, apoptosis was detected by Annexin V /PI flow cytometry; the expression of apoptosis-related protein
Caspase-3, poly ADP-ribose polymerase (PARP) and Bcl-2 and NF-«B signaling pathway key proteins P65 and P100/P52
were detected by Western blot. Results Bortezomib inhibited the proliferation of SNK-6 cells in a dose-dependent
manner (P<0.05), and IC;, [ (2.87+0.06) ng/mL J at 24 h was lower than that at 48 h and 72 h (P<0.05). BAY11-7082 also
inhibited the proliferation of SNK-6 cells with an ICy= (9.73+0.36) umol/L at 24 h. The combination treatment indicated
that Z-VAD-FMK could attenuate the inhibitory effect of bortezomib on the proliferation of SNK-6 cells (P<0.05), while
BAY11-7082 could enhance the inhibitory effect of bortezomib on the proliferation of SNK-6 cells (P<0.05). After
treatment of SNK-6 cells with bortezomib for 24 h, apoptosis-related protein Caspase-3 cleavage, PARP activation, and
Bcl-2 cleavage; NF-kB signaling pathway-related protein P65 phosphorylation level decreased, and P52 decreased.
Conclusion Bortezomib inhibits ENKTL cells proliferation by inhibiting NF-«kB signaling pathway and induces
apoptosis of ENKTL cells via mitochondria-mediated caspase pathway.

[ Key words] Extranodal natural killer/T cell lymphoma, nasal type (ENKTL) ~ Bortezomib ~ Apoptosis
NF-«B signaling pathway BAY11-7082
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