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[Abstract] Objective To study the expression of Deltex E3 ubiquitin ligase 2 (DTX2) and PHD finger protein 12
(PHF12) in lung adenocarcinoma and their relationship with clinicopathological features and prognosis. Methods Clinical da—
ta of 98 patients with lung adenocarcinoma admitted to the Department of Oncology of Tongchuan People' s Hospital from
February 2020 to February 2022 were selected. R language was used to analyze the expression of DTX2 mRNA and PHF12
mRNA in the TCGA database. The expression of DTX2 mRNA/protein and PHF12 mRNA/protein was verified by
quantitative realtime PCR and immunohistochemistry. Kaplan-Meier survival analysis and Cox regression analysis were used
to evaluate the impact of DTX2 and PHF12 expression on the prognosis of lung adenocarcinoma. Results TCGA database
analysis showed that the expression levels of DTX2 mRNA and PHF12 mRNA in lung adenocarcinoma tissues were signifi—
cantly higher than those in normal lung tissues ¢ =16.909, 14.600, both P <0.001). The expression of DTX2 mRNA was posi—
tively correlated with that of PHF12 mRNA in lung adenocarcinoma tissues ¢ =0.566,P <0.001). qPCR results showed that the
expression levels of DTX2 mRNA and PHF12 mRNA in lung adenocarcinoma tissues were (2.62+0.48) and (3.12+0.51), re—
spectively, which were significantly higher than those in adjacent normal tissues (0.94+0.25,1.04+0.27) ¢ =30.730, 35.682,
both P <0.001). Immunohistochemistry results showed that the positive rates of DTX2 and PHF12 in lung adenocarcinoma tis—
sues were 63.27% (62/98) and 61.22% (60/98), respectively, which were significantly higher than those in adjacent normal tis—
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sues (6.12% 6/98 and 5.10% 5/98 ) ¢’ =70.618, 69.630, both P <0.001). The positive rates of DTX2 and PHF12 protein
were significantly higher in patients with TNM stage Il A and lymph node metastasis than in those with TNM stage [ — II

and without lymph node metastasis °/P =15.941/<0.001, 19.542/<0.001; 14.930/<0.001, 18.382/<0.001). The 3-year progres—
sion-free survival rates of patients in the DTX2-positive and PHF12-positive groups were 33.87% (21/62) and 33.33% (20/
60), respectively, which were significantly lower than those in the negative groups (72.22% 26/36 and 71.05% 27/38 )
(Log-rank X’ =15.440, 21.390, both P <0.001). TNM stage Il A, lymph node metastasis, DTX2 positivity, and PHF12 positivity
were independent risk factors affecting the prognosis of lung adenocarcinoma HR (95%CI)=1.330 (1.091-1.621), 1.297
(1.070—1.572), 1.354 (1.041-1.761), 1.288 (1.040—1.595) . Conclusion The expression of DTX2 and PHF12 is upregulated
in lung adenocarcinoma and is associated with TNM stage and lymph node metastasis. These proteins may serve as novel
markers for prognostic evaluation in non-small cell lung cancer.
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Fig.1 Expression of DTX2 and PHF12 proteins in lung adenocar—
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Tab.1 Comparison of differences in clinical /pathological characteristics of DTX2 and PHF12 proteins in lung adenocarcinomas
DTX2 X P PHF12 X P
60 40( 66.67) 0.770 0.380 39( 65.00) 0.929 0.335
38 22(57.90) 21( 55.26)
<60 41 25(60.98) 0.159 0.650 24(58.54) 0.215 0.643
=60 57 37(64.91) 36( 63.16)
/ 63 36(57.14) 2.845 0.092 35(55.56) 2.388 0.122
35 26( 74.29) 25(71.43)
<3 cm 55 31(56.36) 2.569 0.109 30( 54.55) 2.355 0.125
=3 em 43 31(72.09) 30( 69.77)
TNM -1 59 28( 47.46) 15941 <0.001 27(45.76) 14.930 <0.001
mA 39 34( 87.18) 33(84.62)
39 35(89.74) 19.542 <0.001 34( 85.19) 18.382 <0.001
59 27( 45.76) 26( 55.56)
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Tab.2 Multivariate Cox regression analysis factors influencing the

prognosis of lung adenocarcinoma patients

B SE Wald P HR 95%CI
TNM mA 0.285 0.101 7.962 <0.001 1.330 1.091~1.621
0.260 0.098 7.039 <0.001 1.297 1.070~1.572
DTX2 0.303 0.134 5.113 <0.001 1.354 1.041~1.761
PHF12 0.253 0.109 5.388 <0.001 1.288 1.040~1.595
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