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Aqueous Extract of Taxus Chinensis var. Mairei Inhibits Gefitinib Resistance Induced by T790M Muta-
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ABSTRACT Objective To explore the mechanism that aqueous extract Taxus chinensis var. mairei
(AETC) inhibits gefitinib resistance which was caused by T790M gene mutation and c-MET gene amplifica-
tion. Methods The inhibitory effect of AETC (0.25, 0.5, 1, 2, 4 mg/mL) and gefitinib (3, 6, 12, 18, 30
pmol/L) against H1975 and H820 cell lines was detected by MTT assay. On the basis of MTT results, the
best concentration of follow-up experimental drugs was screened,the 50% inhibitory concentration (IC,,)
and the combined index (CIl) were calculated. H1975 and H820 cell were divided to four groups,i.e. control
group (H1640 Culture medium), AECT group (0. 25 uwmol/L) , gefitinib group (3 wmol/L) and combination
group (AECT 0. 25 pwmol/L+ gefitinib 3 umol/L). After 72 hours of intervention,Western Blot and qRT-PCR
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were used to determine the protein and mRNA expression of EGFR and its downstream pathways of each
group. Results In H1975 and H820 cells, the concentration of gefitinib required for IC,, in the combina-
tion group was significantly lower than that in the gefitinib group, and the CI value was less than 1. In
H1975 cells, compared with the control group, the expression of EGFR, p-EGFR, PI3K and p-AKT in
AETC group decreased ( P<0.01, P<0.05), the expression of AKT in gefitinib group decreased ( P<0.05) ,
and the expression of EGFR, p-EGFR, AKT, p-AKT and PI3K in combination group decreased ( P<0.01,
P<0. 05). Compared with gefitinib group, the expressions of EGFR, p-EGFR and p-AKT in AETC group de-
creased ( P<0.01), while the expression of EGFR, p-EGFR, PI3K and p-AKT in combination group de-
creased (P<0.01). In H820 cells, compared with the control group, the expression of EGFR, PI3K and p-
AKT protein was down-regulated in AETC group ( P<0.01), while the expression of p-EGFR, PI3K and p-
AKT protein was down-regulated in combination group ( P<0.01). Compared with gefitinib group, the ex-
pression of EGFR and p-AKT protein in AETC group decreased ( P<0.01, P<0.05), while the expression
of p-EGFR, PI3K and p-AKT protein in combination group decreased ( P<0.01). In H1975 and H820 cells,
the expression of AKT and PI3K mRNA in gefitinib group was lower than that in control group (P<0.01, P
<0.05), while the expression of EGFR, AKT and PI3K mRNA in AETC group and combination group was
lower than that in control group ( P<0.01). Compared with gefitinib group, the expression of EGFR, AKT
AETC can enhance the inhibi-
tory effect of gefitinib on the proliferation of H1975 and H820 cells and inhibit the gefitinib resistance in-
duced by T790M mutation and c¢c-MET amplification through controlling EGFR/PI3K/AKT pathway.
KEYWORDS Taxus chinensis var. mairei; gefitinib; T790M mutation; c-MET gene over-expression;

and PI3K mRNA in combined group was decreased ( P<0. 01). Conclusion

resistance mechanism
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12 000 r/min #.0> 15 min B E3ER, 22 0. 22 wm ffL
TENR R T, i 0 BE R B 20 mg/mL, B - 20 °C vK4f
#=H.
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B, B FLANA 100 pL, F 5% CO, .37 C [R5 34+
iR 24 h, ZUI R FLIC, 4ok 4 4. (1)
AETC 4. HI ARk B ) AETC (0.25,.0.5.1.2,
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6.12.18.30 pmol/L AL JE AT T (4) % R4 .
T 1640 B532 ALY 100 L, AR EEIRE 5
AL, SRR 72 h, BUBERSRAR, FFLINA 20
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aD,D,/(Dx,Dx,) ; H:if Dx, #1 Dx, A 2 Ffi 245 4y 515l
{5 B 21 352 %4 07 {6 (fraction of system affected by
drug,fa) BRI SKF-af 9k B, D, F1 D, W22 Fh

2R A st B A )55y (IR T 5 B VR B . 24 2 b
YR I AR, a= 1524 2 25 ¥ 0 st HE B A
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p-AKT J& PI3K #1376k BORHEIA: K i Al i oa
H1975 & H820 4iifify, /> A Xt B4 AETC 41 5L
JEH FIEA AL, SEU0 2 25 v FEAR A MTT 25 R,
3T LL 1640 55554 AETC(0. 25 mg/mL) 75 3E%
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4 #%%1 EGFR p-EGFR AKT.p-AKT .PI3K &
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AETC 41 EGFR .p-EGFR .PI3K }% p-AKT &1k T
P(P<0.01,'P<0.05) , HAEE 4l AKT B R IKFEAL
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T R e,
A, 2 P<0. 01
4 %4 EGFR AKT /% PI3K mRNA AL #
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MET #1 il 1] fig 5 47 b 400 ] Jieb 98 48 B 385 58, Yang H
A28 g B IS FH MET 01617 28 MET B85 |
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%F H1975 F1 H820 4iiifi EGFR/PISK/AKT {5538 Ik A
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$&78 AETC 7] BEJ2 1L 0  mRNA & i e s, SE
XL 3 B B R S AT T 25 SRR
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flik T790M 2272 F1 c-MET 9§14 Fr 8035 A8 Je i 2, He
YEHIMLE S 3l PIBK/AKT il g4 %,  AETC 5
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