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Abstract: Objective To study the mechanism of T cell effect mediated by glutaminase inhibitor CB-839
(CB-839 for short) to inhibit the transformation of a-ketoglutaric acid (aKGA) and glutamine (Gln) in lung
cancer cells. Methods ILung cancer animal models were established in 10 SPF healthy SD nude mice,including
model group and inhibitor group. In the inhibitor group,nude mice were injected with CD-839 subcutaneously
to measure the volume of two tumors. Human lung cancer cells A549 were purchased from Shanghai pituo
company. The lung cancer cells were divided into group | (conventional culture of lung cancer cells),group
I (lung cancer cells+CB-839 at a concentration of 0. 25 pmol/L),and group Il ( lung cancer cells+ 0. 50
pmol/L concentration of CB-839), IV group (lung cancer cells+1. 00 pmol/L concentration of CB-839). A549
cell proliferation was measured by MTT assay,flow cytometry measures A549 cell apoptosis and CD80,CD86,
major histocompatibility complex [ (MHC 1[I ) levels, RT-qPCR measures glutamate dehydrogenase 1
(GLUD1)mRNA, glutaminase (GLS)mRNA levels,and a KGA kit measures «KGA content. Results The ab-
sorbance (A value) of A549 cells in group | was higher than that in group Il at 24,48 and 72 h,and the
difference was statistically significant (P<C0.05). The A value of lung cancer A549 cells in group IV was sig-
nificantly lower than that in group [l at 24,48 and 72 h,and the difference was statistically significant (P <C
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0.05). The apoptosis rates of A549 cells in groups | , [ ,[ll and IV were (3.0240.39)%,(4.724+0.52)%,
(7.954+0.84)% and (13.22=+1. 28) %, respectively. Compared with group Il ,the levels of CD80,CD86 and
MHCII in lung cancer A549 cells in group [V were increased, with statistical significance (P<C0.05). The
aKGA level in A549 cells in group IV was significantly lower than that in group Il , with statistical significance
(P<C0.05). GLUDI mRNA was positively correlated with GLS mRNA (r=0. 671, P<{0.001),and GLUDI
mRNA was positively correlated with « KGA (r=0. 708, P <C0. 001). GLS mRNA was positively correlated
with « KGA (r=0.671,P<C0. 001). Conclusion CB-839 may increase the levels of CD80,CD86 and MHC II
by mediating T lymphoid effect,inhibit «KGA and Gln-related gene transformation,and thus reduce the activi-

ty of lung cancer cells and promote their apoptosis, providing reference for future clinical treatment of lung

cancer and new drug research and development.
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V4 6 5142.634:507. 62" 1024.314£100.31"° %€ 5 847.624545,37" 7
F 41,05 101. 30 58. 89
P <€0. 001 <0. 001 <0.001
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