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[ Abstract] Objective: To investigate the mechanism of drug resistance occurring in hepatocellular carcinoma

treated with sorafeinib from epigenetic perspective, and examine the effect of sensitivity of sorafeinib on hepatocellular
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carcinoma after in vita combination of epigenetic drug decitabine (DAC) , so as to provide new ideas and methods
for clinical treatment of hepatocellular carcinoma. Methods; The GEPIA 2 database was used to retrieve information
of 508 primary hepatocellular liver cancer patients, and the correlation between the expression of OATPIB3 and
survival time was analyzed by Kaplan-Meier method. The methylation rate of SLCO1B3 promoter was detected by
bisulfite methylation method. RT-qPCR and Western blot were used to detect the expression changes of cancer cell
lines OATP1B3 before and after liver DAC treatment. RTCA-eSight experiment was performed to monitor the effect
of sorafeinib in combination with DAC on the proliferation of hepatocellular carcinoma cells. Changes in the uptake
of sorafeinib by hepatocellular carcinoma cells after the combination of the two drugs were detected by experimental
LC-MS/MS. Results;The results of GEPIA2 database analysis showed that the overall survival rate of patients with
hepatocellular carcinoma with high OATP1B3 expression was significantly higher than those with low expression.
Bisulfite methylation sequencing showed that the promoter methylation rate of SLCO1B3 was higher in Hep3B and
HepG2. RT-qPCR and Western blot showed that the mRNA and protein expressions of OATP1B3 in hepatocellular
carcinoma cell lines Hep3B and HepG2 were relatively low, and the expression of OATP1B3 was upregulated after
incubation with DAC. RTCA-eSight experiment showed that DAC combination treatment significantly enhanced the
effect of sorafeinib on Hep3B and HepG2 inhibition. LC-MS/MS determination showed that the uptake of HEK293-
OATP1B3 on sorafeinib was 2. 10 times higher than that of HEK293-Wild. The uptake of sorafeinib by Hep3B and
HepG2 was increased by 1.87-fold and 2.47-fold after being combined with DAC. Conclusion; DAC can inhibit
SLCO1B3 DNA methylation, up-regulate the expression of OATP1B3, improve the capacity of sorafenib transport,
increase the accumulation of sorafenib in liver cancer cells, and enhance the sensitivity of liver cancer cells, so as
to reverse the resistance of sorafenib.
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R AL J7 R RE T Yo (0 TR 45 4 L DNA # 42 |
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AR T 38 35 R 36 38, o 20 it 1) 404k e Th g 25
BAEH . B I A0 R A, R T 30 3k
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FARZE Yy, 0 DNA F L A0 7% W 05 1 3 0
DNA 9 H 5 £k, DT % 94 470 B g 1 >0 o w9 B
AR B () DAC X 40 i 7™ A= R [R) 1) 56 i), e R
JE BT AE A A I S T A0 B R AR L AR B O B AR
9 DAC ¥R BE 200k BE A5 41 R R30S R 3 3 R 6 Ak Tt
NGE DR SN AR SR G S I e U S e 7S

A BF ¢ 18 1 46 il Hep3B, HepG2, SNU182 F
SNU387 i) OATP1B3 HI Ak 7K -, & B Hep3B, HepG2
t OATP1B3 HI AL K- , 0 7T e 5 56 K A
B A G o S HRFEILALE 1 A R 2 7 i 4o o1 551
DAC kb3 Hep3B, HepG2, 45 5 % W] 45 25 J5 Hep3B,
HepG2 401 OATP1B3 ) mRNA & & [ %35 K V-3
V. T R B, 5 R PR JE B 24 4
o, BE G DAC R i 25 32 & R AR e X 4f i Y 3%
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H1 T OATP1B3 i) i H LAk 5 , 06 A (i FH 22 0 33 A%
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Bt o AR JE N 95 40 M 0 B PR AR R R I DR I
X FH 25 3R AL ) B AR 40
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