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i KA K I 28 2 0 T XM A A AR R 25 2 AR A Huh7-LR , v, CCK-8 52 B fm i X, 2 L A e i) 3 K 4w il Huh7 & 25 2 e,
Huh7-LR 3% 4 69 S8, vA Western blot 52 36 = GFP-mCherry-LC3 Jit 45 %5 4% 52 B 4~ 5 4] 4m 6L P 8 w4 0 5 %% & Beclin-1, 8
v 43K & & sequestosome 1 (X% p62) JHE AR £ B G 13244 3(LC3) 89 &k K-F Aot e, B KT, B3 YUK FHE B R & 20
FABER | A Western blot 52 34 F» GFP-mCherry-LC3 i A2 2% 42 52 364 5 #3020 B P p62 & & K K KT Ao dm 6 @ v KT, A5 X 4m i
R B g e 3T SR BB Hvh, BER 5% Am AR , Huh7-LR 40 je 6t 2535 50 A 6.2, L p62 @ M LA KT B ¥
&, A& Beclin-1 % & 89 & ik K-FF LC3 1 /LC3 | WAt B BAKR(P<0.05 K P<0.01), AEKR-FA TH, AERETE
%% Huh7-LR 28 e ¥ p62 & @ 09 & & K-F (P<0.05)Fo @ K-F 2 F I H LA = (P<0.05), &it a%AL TLRER
it 2 O B T — AR 1 AT R R AR Rt 26
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Regulatory effect of autophagy on the resistance of human liver cancer cell Huh7 to lenvatinib
CHEN Dahong, WU Yafei, DIAO Wenjing, YANG Huihua, MAO Pengjuan, LI Qin(Dept. of Clinical Pharmacy,
Shanghai General Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai 200080, China)

ABSTRACT OBJECTIVE To investigate the regulatory effect of autophagy on the resistance of human liver cancer cell Huh7 to
lenvatinib. METHODS Using human liver cancer cell Huh7 as subject, the lenvatinib-resist cell model (Huh7-LR) was generated
by the low-dose gradient method combined with long-term administration. The sensitivity of parental cell Huh7 and drug-resistant
cell Huh7-LR to lenvatinib was detected by using CCK-8 assay and flow cytometry. Western blot assay and GFP-mCherry-LC3
plasmid transfection were performed to detect the expression levels of autophagic protein Beclin-1, autophagic adapter protein
sequestosome 1 (p62) , microtubule-associated protein 1 light chain 3 (LC3) and autophagic level. Furthermore, an autophagy
activation model was constructed by cell starvation, the protein expression of p62 and autophagy level were detected by using Western
blot assay and GFP-mCherry-LC3 plasmid transfection, and the effect of autophagy activation on the sensitivity of Huh7-LR cells
to lenvatinib was detected by flow cytometry. RESULTS Compared with parental cells, the drug resistance index of Huh7-LR cells
was 6.2; protein expression of p62 was increased significantly, while apoptotic rate, protein expression of Beclin-1 and LC3 II/
LC3 I ratio were all reduced significantly (P<<0.05 or P<<0.01); the level of autophagy was decreased to some extent. Autophagy
activation could significantly increase the protein expression of p62 in Huh7-LR cells (P<<0.05) and autophagy level, and
significantly increase its apoptotic rate (P<<0.05). CONCLUSIONS Autophagy is involved in lenvatinib resistance, and activating
autophagy can reverse the resistance of liver cancer cells to lenvatinib to some extent.

KEYWORDS autophagy; lenvatinib; liver cancer cell; drug resistance
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TR 21 R BA BRI RS 5 B R SRR R
Hollm RIGST AT RS A S ST i A7 151 iR
Z AR 0 S5 D = b B AR JE A 2
FR B R R B E IR T TS . 20184F, R
JETETR EAR A A BB B R — 2B 259 1TR 1 [
FAGY R PR R IRY 7 AU 10 42 1Y 2207 Ry TaT ™
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A BR 2\ F)) . Mini-PROTEAN" Tetra 7! Hi Uk 2 45 ( 2
Bio-Rad A #] )&,
12 FEHRSKH

CAR e JERE 25 (415 HY-10981, 411 i =99.0% ) |
CCK-8 i # & (5 HY-K0301) #4111 [ 35 [l MCE 23 )

-+ 962 - China Pharmacy 2024 Vol. 35 No. 8

Annexin V -FITC/PI 40 i J8 1= & I i 7 & (4t =
0076884)1 [ 3% [ BD 2 ) ; Trizol i RNA $2HUR 7] (it
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light chain 3, LC3) 5.5 B BT A4 1 R H- I 1 - 3- 1 1 ot
A (GAPDH) ML v FEHLAR (L4553 31 S #23214 #3495,
#12741 #97166) 30 [ 328 CST /A w5 BAR 1 A AL
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