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W7 25 s g B T 25 e, FRIRWnt/ B —cateninfE 5B HE. TILWAMERRT
TiA] FIAKDMAC. B —cateninXGLSIFIRIE. FUbiRH: B E BT HIEKDMAC/ Wnt/ B —ca
teninIE RARFFEEA T I EEEIEAR B0 M) 25 B (7 i 25 PR AR 3. ATUE AR
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Abstract:

Adjuvant chemotherapy is the most effect strategy for improving the 5 year
survival of stage III colon cancer. However, most patients acquired
chemo-resistance during the treatment, and the molecular mechanisms underlying
remain unclear. We previously found histone demethylase KDM4C was up—regulated
in colon cancer, and correlated with low survival rate and chemo-resistance.
Furthermore, KDM4C forms positive feedback loop with Wnt/ B —catenin pathway
regulates GLS1 expression and glutamine metabolism. Curcumin, a botanical with
anti—tumorigenic properties, has been shown to enhance sensitivity of cancer
cells to chemotherapeutic drugs, and regulates Wnt/ B —catenin pathway. We
found that Curcumin can down-regulates KDM4C, B —catenin, and GLSlexpression,
and inhibits glutamine absorption. Therefore, we hypothesis that curcumin may
reverse chemo-resistance via KDM4C/Wnt/ B —catenin positive feedback loop
mediated glutamine metabolism. This study highlights the potential therapeutic
usefulness of combination of epigenetic therapy and curcumin in stage III
patients with chemoresistant.

Sbi7 (HE4TR : HE 2R EEFKDMAC; Wnt/ B —cateninfE 5 ; AEBEIZEECLSL
. EHE, W

Keywords (345475 : KDM4C; Wnt/ B -catenin; GLS1; Curcumin; chemoresistance
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1.

2.

G HEESR: &t 557655, AGEHERANT:
wRER: L.
R BT 27.57 A5G
(1) M. BB T %EM, 8156761
BA-LTE, 3000 J6/500mlAfE, 43, 3% 1.2 /7T
MHIEFRIR (64 24, 96 FL, FRT), 1200 7T/100 By/4E, 546, 3£ 0.6 7T
AT, 1000 7C/100 /48, 546, 3£ 0.5 7G;
BYLFIA%FF: 2000 T4, 3 M, 3L 0.6 FiTT;
5-FU 7%, 640 so/&, 10 &, 3£ 0.64 /ijt;
JRJEBE, 1500 Jo/3, 132, 3£0.15 G
DMEM 375, 200 yo/1L i, 20 ., 3% 0.4 73 7c;
RPMI-1640 3% 7# 5, 200 jo/1L #f, 10 ¥, 3£ 0.2 Fi75;
PBS &K, 50 Jo/IL i, 16 &, 3£ 0.08 JiJt;
JEE AR, 300 Jo/500ml¥E, 10 M, 3£0.3 FGt;
Lipofectamine® RNAIMAX, 5000 jo/3%, 2 3, 3t 1 /A7G;
(2> FREMGUE. MR, DRETFRAAERF, & 4.25 655
KDM4C. H3K9me2. H3K9m3. B-catenin. TCF. LEF. GSK3B. GLSI. GLS2. GDH. c-myc.
MET. Cyclin DI, CD44. GAPDH. B-actin. VEGF 3% 17 NMBFEHIE, 2500 Jo/3%, 3£ 4.25
FiTte
(3) KDMC 5 Wnt/B-catenin #H EiRZThBERREA, &1 8.67 FHT
& RNA $REURF) Trizol (Invitrogen): 2000 7t/100ml, 3 %, 3t 0.6 /i7T;
RT-PCR &7 &: 1500 ju/kit, 54, 3£ 0.75 i
SER 3 E B PCR M IRFI&: 2500 so/kit, 84, 3£2 FiJt:
R ER PCR KPIAR: 50 6/, 2004, 31 F576;
CCK-8 ik5f&: 3000 jo/kit, 24, 3£0.6 Jizt:
EMSA R F&: 5500/kit, 24, 3 1.1
BERBGAAE: 7000kit, 14, 3£0.7 737G
CHIP-PCR BRI &: 8000 J/kit, 24, 3 1.6 /T
FRRREUAFIE: 3200/kit, 14>, 3£0.32 37T,
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(4) BEBEAHEIMERRAN, &it 48 A7
NADP+/NADPH ##liRFI&: 5500 sokit, 11, 3t 1.1 77T
BEBREBEGE A E: 4500 Jokit, 24, 309 T
ATP FJRF&: 2000 jo/kit, 24, 3£0.4 Fts
ROS 1 GSH ks £&x: 3500 jo/kit, 24> F£0.7 Jists
o-KG AR : 2500 yo/kit, 21, 3£ 0.5 FT;
FLER MM R & 3000 TT/kit, 24 3£ 0.6 7T
HERERIANE: 3000 o/kit, 24 306 AT,
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Abstract:

Radioresistance is responsible for the failure of neoadjuvant therapy for local advanced
rectal cancer, and the mechanism is unknown. Ferroptosis is a recently discovered
programmed death that plays an important role in tumor treatment. The applicants have
verified that long noncoding RNA is involved in regulating tumor metastasis. Current
research has found that LINC-PINT (PINT) is a non—coding RNA that is highly expressed in
rectal cancer patients with radiosensitivity and has a positive correlation with
prognosis. Furthermore, Up-regulation of PINT can promote lipid peroxidation and reactive
oxygen species ROS, and enhance radiosensitivity without striking impact on chemotherapy.
Inhibition of PINT can down-regulate the expression of p47phox, an intracellular subunit
of NADPH oxidase, and proteasome inhibitors can reverse the above phenotype. There are
two potentially binding sequences to PINT in p47phox. Based on this, the study comes up
with a hypothesis that “PINT enhances the radiosensitivity in rectal cancer by regulating
p47phox phosphorylation for activation the NADPH oxidase—ROS signal axis and promotion
ferroptosis”. This study intends to clarify the mechanism by which PINT promotes
ferroptosis and enhances radiosensitivity through gene knockout, via vivo and vitro
experiments, etc., and provides theoretical basis for radiosensitivity enhancement of
rectal cancer.

R (HSSHTF) . 45 amE, KeEIEgmiSRNA; 56T, NADPHA{LHES; p47 phox

Keywords (FH4r54FF) : Colorectal cancer; Long noncoding
RNA:; Ferroptosis; NADPH oxidase; p47 phox
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