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(TUNEL) & & 3530y RAY 95 4w i 69 8 = B 0L, qRT-PCR # ) 48 % B B 49 £ 35 K F, % 9% 214t F= Western blot
M B BAR P FHRERAT BT 4(IRFHO A MYC, B =4 &% & cleaved caspase 3 #= cleaved PARP %%
EREKF, GB s/ 14dE, 5B, T-5224 A% BTZ 4AAR 6, T-5224 +BTZ 4 JunB.IRF4,MYC
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The AP-1 inhibitor combined with bortezomib on regulating the IRF4/MYC axis

in a mouse model of multiple myeloma”
Tang Sishi' yFu Yunfeng®,Liu Jing®,Liu Can'"
(1. Department of Hematology s Hunan Provincial People’s Hospital ,Changsha s Hunan
410000,China ;2. Department of Hematology , The Third Xiangya Hospital of Central
South University ,Changsha s Hunan 410000, China )

[Abstract] Objective To investigate the effect and underlying mechanism of activator protein-1 (AP-1)
inhibitor T-5224 combined with bortezomib (BTZ) in multiple myeloma (MM) mice xenograft mice.
Methods Twelve nonobese diabetic/severe combined immunedeficiency (NOD/SCID) mice were randomly
divided into four groups with 3 mice per group,including control group,T-5224 group,BTZ group,and T-5224
+BTZ group. All agents were administered via intraperitoneal injection. The MM mouse model was treated
with AP-1 inhibitor T-5224 combined with BTZ. Terminal deoxynucleotidyl transferasemediated dUTP nick-
end labeling (TUNEL) staining was performed to observe tumor cell apoptosis. gRT-PCR was used to detect
the expression levels of related genes. Immunohistochemistry and Western blot were adopted to measure the
protein levels of interferon regulatory factor 4 (IRF4),MYC,as well as apoptotic markers cleaved caspase 3
and cleaved PARP in mouse tumor tissues. Results After 14 days treatment, compared with the control
group,T-5224 group and BTZ group,the T-5224+BTZ group exhibited significantly decreased relative mRNA
and protein expressions of JunB, IRF4 and MYC (P <C0. 05), while the expression of proapoptotic proteins
cleaved caspase 3 and cleaved-PARP was markedly increased, with statistically significant differences (P <C0. 05).
Conclusion The AP-1 inhibitor T-5224 combined with BTZ inhibits IRF4/MYC axis in vivo,and the combi-
nation of the two drugs would exert a synergistic effect.
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RPMI-1640 % 77 4, it 4= il 3 (3€ [/ Gibeo 2
A s 7 R R -BE R WP R R M £R (bicin-
choninic acid, BCA) & FI ¥ Bl 7l & ( L3 = R A4
AR A FD s JunB HUiR (3£ EH Santa 2 ) L IRF4,
MYC 5 B-actin LK (3 [H Cell Signaling Technolo-
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X (£ Bio-Rad A FD .
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MR IR S A 2 MM S5 b B8 MRS RS, 35 A 10 d J5 L £F
ANERE IR R B K AL 4 L 2 3 KL A
RO ANF X B4 T-5224 4 BTZ 4 & T-5224+
BTZ 4. #% 4 % 2575 X 0 I s 0 4% . BTZ 4145 1
mg/kg FI 4524, 1 3 KL 1 K T-5224 4% 20
mg/kg M52, R EG2H 1 K T-5224+BTZ 41 4%
20 mg/kg T-5224 R4 25+ 1 mg/kg BTZ 3K
P51 IR AT s X IR 4 MR I TR G 4E i PBS, £F
gLeni 2 A,
1.2.2 R#BLAZFBREBBN T JUTP-£ 49 *
1 2 K 3% 4738 % (terminal deoxynucleotidyl transfer-
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no-2-phenylindole, DAPT) 3¢ 0,32 1 & A4 13 B 45 B R
BEATERAE NS KL R 72 D) e B i TUNEL 2
RAW & DAPT L0, PBS Uk 3 WL A, 986 8



1710 FTRES 2026 5% 55 5% 8 H)

Chongqing Med J,2026, Vol. 55,No. 8

U T WEE I AT R
1.2.3 Western blot &M & & %k &
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1.2.4 4RAZAHEEN

S S T) g RO 28/ B ARG pOR S N BN
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5, Z AR R ER T 2508, L P<<0.05 R
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r B 4 A
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caspase 3 fll cleaved PARP 1Y 3 ik /K S B & 88 5 3
— R Western blot ¥ 4 4H cleaved caspase 3 Fll
cleaved PARP W2 H R K /KFE R xR, SXF A .,
BTZ sk T-5224 @A, T-5224+BTZ A Cleaved
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O XA ;. T-5224 4 :BTZ 4 ;@D . T-5224+BTZ 4 ; A~ C: qRT-PCR K& %% 41 /N B JunB,IRF4 il MYC mRNA Fih/KF;D: 5
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