[ R A IR Y Y 243 hitp://www.biother.cn

132 - Chin J Cancer Biother, Feb. 2026, Vol. 33, No.2
DOI1:10.3872/j.issn.1007-385x.2026.02.003 %5&5 "ﬂ- 7U

T SRR ERER R R SRS A 2 R R R IR S
R R R ST TS

EH B AAEE, KLY, MER N FOR, BARATARZ L EMNERARFABESE LREF
HAHE HM wME 550000; 2. M EA KRS Ao T Tapshdhs M 5 550000; 3.5 0 EA K
¥ REEFE AWFRHE, 7N "M\ 550000; 4.5 N EAKFE REFE MW EELTERE, TN
%8 550000)

U E] a6 Z TR R 5% & 03 B T AR PT AR B 2 (MIX2) 7 TR 4 k8 200 ft ) T B AT 2 (Reo) 5 TR LIRS Mk v )
VEF KN, 2 e - B4 Bk A AS TR 244 A0E 1 A 5 3 41, 35 CCK-8 V1Tt Hof Reo F 7988 RS 3 3o s S 4L )
i 16 H 22 e RIS FL R MX 2, qPCR i Jd WB V238 11F MX2 71 4 PR V5 88 41 H - 1220 5 487 siRNA URA 8 IR BU# 1) COC1/DDP
M MX2 HE R . FEAN Y Reo i 8 )5 » 183 CCK-8 V25 U 41 E A7 1% %6 s qPCRZAS 41 i H Reo Jpa 55 S1 LR 3R ; s o
K I 4 L P Reo 8 2 25 1 IRIAR 22 ; 2 4 2L 552 Y5748 (TCID, ) 120 58 975 B30 1 5 970 20200 J A 20 530 6 00 481 L P Reeo 975 25
dsRNA 5 PES (ROS) 7KF DL A AT MY T3 5 37 5 e U 5% 4000 B P 50 D) T2 25 788 A0 3R P WB 2 U PR 55 P 330 D B 1 (ONK
p-JNK.elF2a. p-elF2a. CHOP . PERK) )ik . £& & : 75 4 BRITRI 21 A 7 , SKOV3 ZiIxt Reo 38 1E FH i BE U , 1ff COC1/DDP,
HuH-7% J SNU-398 41 il 351 J 75 B AR AU o B S L P 8 SR s, MIX2 FE VAR U M Bl e b I R IA K P R E = T
IR TR UL (P < 0.01) 5 75 AR IR BUBEE (19 COC 1/DDP 41 fild 7 , Ik MX2 123 {12 3k Reo 93 55 52 15 40 MU U389 0, I T v
S S T KT (B P < 0.001) o 3B 5T LB SE SR , BRI MX2 () COC1/DDP 4H i /26 4% Reo I35 25 J5 H 3 P9 J5R 1940 Jirt i 477 7k % e
S5 R P T RO IR S M 2 . WB 25 SRR IR, N I RO AR £ ) elF200/p-elF2a PERK . CHOP K T AH G AT & A
INK/p-JNK [ FRIEHI R FIHP <0.0550P <0.01). £ : PR 4105t Reo 748 fUBE 5 Ho 41 Al P9 MX2 RIA KT UIHE %
PR MIX2 A 1 35 14 58 Reo 7521 H P4 (99 52 1, 306 T2 3 ROS AR B, sl A P I3 O B R I R R T 0 8 2 52 1384 m 55 400 ) T 38 1)
WU , B 22813 [R5 Reo (IR A

[RSEIR] VPRI 7 s AR FRACPI AR 1 25 0 B S s T s PR T DO R8s O 5 YR AU

[(FEISZS] R73-3;R730.2 [EkFRIRAZ] A [XEHS] 1007-385x(2026) 02-0132-08

Experimental study on interferon-stimulated gene myxovirus resistance protein 2-
mediated restriction of tumor cell sensitivity to reovirus oncolysis

LIANG Dan'?, YANG Zailing"?, YU Jiani'*, LI Xinlan**, SHEN Tao"?, SUN Yongshun®!, WEI Yongzhu™‘, ZHAO Xing'* (1. Department
of Immunology, School of Basic Medical Sciences, Guizhou Medical University, Guiyang 550000, Guizhou, China; 2. Center for
Tissue Engineering and Stem Cell Research, Guizhou Medical University, Guiyang 550000, Guizhou, China; 3. Department of Biology,
School of Basic Medical Sciences, Guizhou Medical University, Guiyang 550000, Guizhou, China; 4. Tumor Immunology Laboratory,
School of Basic Medical Sciences, Guizhou Medical University, Guiyang 550000, Guizhou, China)

[Abstract] Objective: To investigate the role and underlying mechanism of myxovirus resistance protein 2 (MX2), a member of the
interferon-stimulated gene family, in modulating tumor cell sensitivity to reovirus (Reo)-mediated oncolysis. Methods: Four human
tumor cell lines with distinct drug-resistance characteristics were selected, and their sensitivity to Reo-mediated oncolysis was
evaluated using the CCK-8 assay. Transcriptome sequencing was performed to identify differentially expressed genes, and MX2 was
screened as a candidate gene. The differential expression of MX2 was validated by qPCR and WB assay. In the Reo-low-sensitive
COC1/DDP cells, MX2 was knocked down using siRNA, followed by Reo infection, and cell viability was assessed using CCK-8

assay. Viral replication was evaluated by measuring S1 gene expression using qPCR, intracellular viral protein accumulation by
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immunofluorescence staining, and viral titer by the TCID,, assay. Intracellular Reo dsRNA levels, reactive oxygen species (ROS)
production, and apoptosis rates were measured using flow cytometry. Ultrastructural changes in the endoplasmic reticulum (ER) were
examined using transmission electron microscopy (TEM). Additionally, WB was used to assess the expression of ER stress-related
proteins, including JNK, p-JNK, elF2a, p-elF2a, CHOP, and PERK. Results: Among the four tested tumor cell lines, SKOV3 cells
exhibited high sensitivity to Reo-mediated oncolysis, whereas COC1/DDP, HuH-7**®, and SNU-398 cells showed low sensitivity.
Transcriptome sequencing revealed that MX2 expression was significantly higher in Reo-low-sensitive cell lines compared with Reo-
high-sensitive cells (P < 0.01). In COC1/DDP cells, MX2 knockdown markedly enhanced Reo replication, increased apoptosis, and
elevated intracellular ROS levels (all P < 0.001). TEM revealed typical ultrastructural features of ER stress in MX2-knockdown COC1/
DDP cells following Reo infection, including ER swelling, dilation, and fragmentation. WB analysis showed significant upregulation
of key ER stress markers (p-e[F2a/elF2a, PERK, and CHOP) and apoptosis-related regulatory proteins JNK/ p-JNK (P < 0.05
or P < 0.01). Conclusion: Tumor cell sensitivity to Reo-mediated oncolysis is closely associated with intracellular MX2 expression
levels. Knockdown of MX2 significantly enhanced intracellular Reo replication, leading to ROS accumulation, activation of ER stress,
and induction of apoptosis. The synergistic effects of enhanced viral replication and apoptosis ultimately potentiate the oncolytic
efficacy of Reo.
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