1184 - F 8B 2023528 $54% B4 Chinese Traditional and Herbal Drugs 2023 February Vol. 54 No. 4

SEE A0 Beclinl-YAP1 IRE& 5L s IR SR T 25 A 53

MR, MEAR, TWEX
REPELG RS —MEER, FX PR RIERESAF L, RiE 300381

W ZE:. BN AR 2 B AR T . AiE miERiE Beclinl liRJETT 2 (lung adenocarcinoma
drug-resistant, A549/DDP). {3 IA Beclinl A549/DDP. =% IA Yes KRB 1 (Yes-associated protein 1, YAP1) A549/DDP
FMEFRIL YAPL AS49/DDP 45 45 T8 5 A MIRETF, R Transwell F1TE R % B S 56k U 240 M (R 22 A 5 SR
Western blotting ##ll Beclinl. YAP1. P ##&H (P-glycoprotein, P-gp). 254> A (lung resistance-related protein,
LRP). ¥ 335K (transcriptional coactivator with PDZ-binding motif, TAZ). B ESH S EHRFWIEHE T 3
(phosphorylated signal transducers and activators of transcription 3, p-STAT3). MFL s I K EH (mammalian target of
rapamycin, mTOR) ik, BALB/c /N sc %1k Beclinl A549/DDP. {k#i& Beclinl A549/DDP. ¥ i5 YAP1 A549/DDP
AR YAP1 A549/DDP 4 g e B ARIRAE Y, ig VA AR NS AR YT 14 d, KA S 4k kil 8 Beclinl  YAPL
P-gp M LRP HEEARIL, &R HEZHEAINAER T SR8 Beclinl MERIA YAPL fi@dniobk, 400228 FIE5EAE /13
5% (P<<0.05), M{KFKIA Beclinl FMRRIE YAPL fld 40 Maak, Filide it 24 4 ik 2 28 A3 4 AE 7198055 (P<<0.05); {K3K1E Beclinl
filisgE M APk Beclinl . YAP1. P-gp 1 LRP 2K R iAAK T H BREMK (P<<0.05); 73X Beclinl Ml 40Ubk Beclinl . YAP1.
P-gp Al LRP AR XK FHHET R (P<0.05); KFiL YAP] il 40 itk p-STAT3. TAZ. Beclinl. YAP1. P-gp Fil LRP
BEAFRB/KFFRBFIK (P<0.05); m#iE YAP] Md@4UHitk TAZ. Beclinl. YAP1 fl P-gp B ARIA/K P ES R (P<
0.05). /NIRRT, HEIE Beclinl HMERIE YAP1 AU K TRHEA, T{KEIA Beclinl HFMKEIL YAP] 4098
ANFREH . 4518 THAE %8I Beclinl EELIH YAPL ik, A 7 X Alld YAP1-TAZ ¥ Beclinl KI&, JHA
VP REIE I T Beclinl -YAP1 FA % 306 4 it 41 i 24
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Abstract: Objective To explore the mechanism of Xiaoyan Decoction (%) on reversing cisplatin resistance in lung cancer.
Methods Lung adenocarcinoma cells with high expression of Beclinl drug-resistance (A549/DDP), low expression of Beclinl
A549/DDP, high expression of Yes-associated protein 1 (YAP1) A549/DDP and low expression of YAP1 A549/DDP were intervened
by Xiaoyan Decoction and cisplatin respectively, Transwell and clone formation experiments were adopted; Western blotting was used
to detect Beclinl, YAP1, P-glycoprotein (P-gp), lung resistance-related protein (LRP), transcriptional co activator with PDZ-binding
motif (TAZ), phosphorylated signal transducers and activators of transcription 3 (p-STAT3) and mammalian target of rapamycin
(mTOR) expressions. BALB/c mice were sc cells with high expression of Beclinl A549/DDP, low expression of Beclinl A549/DDP,
high expression of YAP1 A549/DDP and low expression of YAP1 A549/DDP to establish transplanted tumor models. Mice were ig
Xiaoyan Decoction and intratumoral injection of cisplatin for 14 d, Beclinl, YAP1, P-gp and LRP proteins expressions in tumor were

detected by immunohistochemistry. Results Xiaoyan Decoction combined with cisplatin enhanced the invasion and proliferation of
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lung cancer cell lines with high expression of Beclinl and high expression of YAP1 (P < 0.05), while the invasion and proliferation of
lung cancer cell lines with low expression of Beclinl and low expression of YAP1 were weakened (P < 0.05). The protein expression
levels of Beclinl, YAP1, P-gp and LRP in lung cancer cell lines with low expression of Beclinl were significantly decreased (P <
0.05). The protein expression levels of Beclinl, YAP1, P-gp and LRP in lung cancer cell lines with high expression of Beclinl were
significantly increased (P < 0.05). The expression levels of p-STAT3, TAZ, Beclinl, YAP1, P-gp and LRP in lung cancer cell lines with
low expression of YAP1 were significantly decreased (P < 0.05). The expression levels of TAZ, Beclinl, YAP1 and P-gp protein in
lung cancer cell lines with high expression of YAP1 were significantly increased (P < 0.05). In the transplanted tumor model of mice,
tumor of high-expression Beclinl group and high-expression YAP1 group were larger than control group, while tumor of low-
expression Beclinl group and low-expression YAP1 group were smaller than control group. Conclusion Xiaoyan Decoction directly

affects the expression of YAP1 through Beclinl, and Xiaoyan Decoction can affect the expression of Beclinl through YAP1-TAZ

pathway. Xiaoyan Decoction may reverse the cisplatin resistance of lung cancer by intervening Beclin1-YAP1 loop.
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Fig.1 Effect of Xiaoyan Decoction combined with cisplatin on invasion (A, B) and proliferation (C, D) of A549/DDP cells with

different protein expressions (X + s, n =3)
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Fig. 2 Effect of Xiaoyan Decoction combined with cisplatin on related protein expressions in A549/DDP cells with different

protein expressions (X £ s, n=3)
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Fig. 3 Effects of Xiaoyan Decoction combined with cisplatin on tumor volumn in transplanted tumor mice (X £ s, n =5)
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