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Abstract: Objective To study the mechanism of the regulation of gastric cancer cell proliferation by germacrone through HBXIP.
Methods Gastric cancer tissues and paired paracancer tissues were collected from 20 patients undergoing gastrectomy. The
expression of HBXIP, prolin-rich protein kinase B substrate protein (PRAS40) with relative molecular weight of 4x10* and
p-PRAS40 were detected by immunohistochemical and Western blotting. The correlation between PRAS40 and p-PRAS40
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expression and HBXIP expression in 20 cancer tissues was analyzed by correlation Analyze. After overexpressing or knocking down
HBXIP in MGC803 and SGC7901, the change of cell proliferation was detected by MTT. After HBXIP was overexpressed or
knocked-down in MGC803 and SGC7901, the apoptosis was detected by flow cytometry and Hoechst 33285, and the expression of
HBXIP, PRAS40 and p-PRAS40 were detected by Western blotting. MGC803 and SGC7901 were treated with 0, 50, 100, 150, 200,
250 pmol-L™" germacrone for 48 h. The proliferation ability of the cells was detected by MTT and the apoptosis level was detected
by flow cytometry. The expression of HBXIP, PRAS40 and p-PRAS40 in MGC803 and SGC7901 were treated with 150 umol-L™
germacrone for 48 h were detected by Western blotting. Results The expression of HBXIP, PRAS40 and p-PRAS40 in gastric cancer
tissues was significantly higher than that in adjacent gastric cancer tissues (P < 0.05), and the expression of PRAS40 and p-PRAS40
was positively correlated with the expression level of HBXIP. After knocking down HBXIP in MGC803 and SGC7901, compared to
the NC group, cell proliferation was decreased and cell apoptosis was increased (P < 0.05). The expression of PRAS40 and p-
PRAS40 was also significantly decreased or increased after HBXIP was knocked down or overexpressed in MGC803 and SGC7901.
Germacrone inhibited the proliferation and induced apoptosis in a dose-dependent manner (P < 0.05). Germacrone inhibited the

expression of HBXIP, PRAS40 and p-PRAS40. Conclusion Germacrone can promote the proliferation of gastric cancer cells by

down-regulating HBXIP, and the mechanism may be related to PRAS40 and p-PRAS40 down-regulated by HBXIP.
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Fig. 6 Germacrone regulated growth of gastric cancer cells by down-regulating HBXIP, PRAS40 and p-PRAS40 (xs, n=3)
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I, 2P T3 22 5 1M ik R I8 HBXIP J& , 40 i 3% 5
J13458, 9F H HBXIP /£ B H A h M RE B & T
S 55

FEEE % HBXIP 5 A= W45 J2. 2% 43 T i i I L T
At 5 PRAS40 5 % . PRAS40 i fir T % {0 1k
19q13.33 L (9 AKTIST 3 [ 9 05 , 76 AN [F) ) Fh 1 %
MNHL I H FRIE . AT YA N 1K ) PRAS40 £
ELd 1 FOX03/14-3-3 5518 % 5k K £ P12 2 B ss
SSRAE T AL T 40 5T ) PRAS40 FE 2 5
PI3K/Akt F1 mTOR %5 J % [1) I #2122 . 7E PRAS40
(1) ¢ Ko X 380 2 SRR AL A i, = ZLAHE Serl 83
Ser184. Ser203. Thr246. Thr247, PRAS40 }7 H: fif iz
WIKPAMN EIIE A RTUSE AKX, 855 T 24
W R . PRASA0 M ik B2 Ak 7K ~F-7E BT
FEA 8 2 TH v , T PRAS40 [ Gk 2% /] 411 HCC 41
F 3 mE . BR[0T FL R B, PGK 25 [ A LAJE
i % R A6 PRAS40 #i B W A 5 1) 48 B BB T, JE i
i 328 JF e 20 P 3

A FUAE B e 4L 2 b R I PRASA0 J B R Ak
B ARIE R E T A4, [FR N HBXIP 2 5
W) B e 40 P I 5 PRASA0 M B Ak K P&
Ko fERF— B W5 KL, Mk HBXIP J5 ,
PRAS40 J% p-PRAS40 ik ¥4 12 3% P& ik . HBXIP 1]
PLE I i 7 PRAS40 K H B R 1L 2R (1 1 2R 1A 3E 1T 5
m B A T S E T, BT UL ERER, R SR
A PR e A0 RS L I T S R AT DA ) £ o A i 3
W ES BT, # SRS S
A LA HBXIP\PRAS40 & p-PRAS40 [ ik .
Uk, # 5 ER AT DLE i 48 HBXIP (1) 3R ik 5
PRAS40. p-PRAS40, #E 1 1 #% B Je& 40 P 184 5 5 1
T ARWFIEFE R 75 @ HBXIP 2 5 i
55 B e 4 R T AL VR N BIE AT B e I R AR K
ittt 25 5Kk .
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