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Abstract: Objective To decipher the expression and clinical significance of NEDD4-like E3 ubiquitin
protein ligase (NEDDA4L) and UNC-51-like kinase 1 (ULK1) in tumor tissues from patients with non-small cell lung
cancer (NSCLC). Methods The 88 NSCLC patients admitted to 3201 Hospital from January 2017 to January 2018
were enrolled as participants. The differences in the mRNA expressions of NEDD4L and ULK1 in NSCLC and
adjacent normal tissues as revealed in The Cancer Genome Atlas (TCGA) were analyzed with R software.
Immunohistochemistry was performed to detect the protein expressions of NEDD4L and ULKI1 in the cancer and
adjacent normal tissues. The relationship between the expressions of NEDD4L and ULK1 in cancer tissues and the
prognosis of patients was analyzed by Kaplan-Meier method. Univariable and multivariable COX proportional
hazards models were used to analyze the risk factors that affect the prognosis of NSCLC patients. Results The
mRNA expression level of NEDD4L in NSCLC tissues was lower than that in adjacent tissues (P < 0.05), while the
mRNA expression level of ULK1 was significantly higher than that in adjacent tissues (P < 0.05). Consistently, the
positivity rate of NEDD4L in NSCLC tissues was lower than that in adjacent tissues (P < 0.05), while the positivity
rate of ULK1 in NSCLC tissues was higher than that in adjacent tissues (P < 0.05). The positivity rates of NEDD4L
and ULK1 in NSCLC tissues were different between patients with and without lymph node metastasis and among
those with distinct TNM stages (P < 0.05). The expression of NEDDA4L and that of ULK1 in NSCLC tissues were
negatively correlated (r, = -0.587, P < 0.05). The 3-year overall survival rate was lower in patients with negative
expression of NEDDA4L than in those with positive expression of NEDD4L (P < 0.05), and the mean survival time
was longer in patients with positive expression of NEDDA4L than in those with negative expression of NEDDA4L (P <
0.05). The 3-year overall survival rate was lower in patients with positive expression of ULK1 than in those with
negative expression of ULK1 (P < 0.05), and the mean survival time was longer in patients with positive expression
of ULKI1 than in those with negative expression of ULK1 (P < 0.05). The univariable Cox regression analysis
exhibited that stage III NSCLC, negative expression of NEDD4L, and positive expression of ULK1 were factors
affecting the prognosis of NSCLC patients (P < 0.05). The multivariable Cox regression analysis revealed that
negative expression of NEDD4L [HAR =0.978 (95% CI: 0.961, 0.995) ], positive expression of ULK1 [HAR =0.879
(95% CI: 0.785, 0.984) ], and stage III NSCLC [HAR =1.937 (95% CI: 1.131, 3.317) ] were independent risk factors
for poor prognosis in NSCLC patients (P < 0.05). Conclusions The expression of NEDD4L decreases, while the
expression of ULK1 increases in patients with NSCLC. The expressions of NEDD4L and ULKI1 are related to the
TNM stage of NSCLC and lymph node metastasis. The negative expression of NEDD4L and positive expression of
ULK1 are independent risk factors for the poor prognosis of NSCLC patients.
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