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Abstract Objective To evaluate the clinical value of free glycoprotein non-metastatic melanoma protein B (GPNMB) as a drug resis-
tance and prognostic marker for non-small cell lung cancer (NSCLC) patients with epidermal growth factor receptor (EGFR) amplifica-
tion accompanied by mutations. Methods Fifty-five cases of NSCLC patients with EGFR amplification associated with mutations who
received treatment from March 2018 to September 2019 were included as the observation group. All patients received an EGFR-tyrosine
kinase inhibitor (EGFR-TKI) as the first-line treatment; 67 blood samples from the physical examination center during the same period
were randomly included as healthy control. We compared the expression levels of free GPNMB between the two groups, explored the
correlation between GPNMB expression and the clinicopathological information in the observation group; and combined the clinical
efficacy to evaluale its value as a drug resistance marker. Through follow-up, the progress free survival (PFS) of patients was statistically
analyzed, and through multivariate Cox regression analysis, independent risk factors affecting the survival in the observation group were
explored. Results Compared with that in the control group,the expression level of free GPNMB in the observation group was signi-
ficantly up-regulated. The expression level of free GPNMB in the observation group is significantly related to the clinical efficacy of
EGFR-TKI (P = 0.016) . Patients with high GPNMB expression have significantly stronger drug resistance ,and patients with high
GPNMB expression have significantly shorter PFS duration (P = 0.032) . A high free GPNMB expression (HR = 4.029,95%CI :
1.942-8.358,P < 0.001) is also an independent risk factor affecting patient survival. Conclusion The expression level of free
GPNMB in patients with EGFR amplification accompanied by mutant NSCLC is significantly up-regulated, and its high expression

is significantly related to the enhancement of the patient’s drug resistance. High GPNMB expression is significantly related to the
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poor prognosis of patients and is an independent risk factor affecting patient survival.

Keywords non-small cell lung cancer; glycoprotein non-metastatic melanoma protein B; epidermal growth factor receptor amplification
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B/ N AR (non-small cell lung cancer, NSCLC)
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Tab.1 Correlation between GPNMB expression and the clinical data in the observation group

Ttem High expression group (n = 27) Low expression group (n = 28) P
Age (year) 57 (41-86) 57(37-87) 0.356
Sex[n (%)] 0.587
Male 10(37.04) 13 (46.43)
Female 17 (62.96) 15(53.57)
Body mass index (kg/m’) 24.66 +2.85 24.14 £4.53 0.612
History of smoking [n (%)] 0.787
Never 11(40.74) 13(46.43)
Ever 16 (59.26) 15(53.57)
ECOG score [n (%)] 0.964
0 5(18.52) 6(21.43)
1 17(62.96) 17(60.71)
2 5(18.52) 5(17.86)
Clinical staging[n (%)) 0.768
m 7(25.93) 9(32.14)
v 20(74.07) 19(67.86)
Tumor classification [n (%)] 0.775
Adenocarcinoma 19(70.37) 18 (63.29)
Non-adenocarcinoma 8(29.63) 10(35.71)
EGFR-TKI therapeutic efficacy [n (%)] 0.016
PR 4(14.81) 7(25.00)
SD 7(25.93) 15(53.57)
PD 16(59.26) 6(21.43)
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Tab.2 Multi-factor Cox regression analysis of progression-free survival in NSCLC patients

Factor HR 95%CI P
ECOG score (0) 1 - -
ECOG score (1) 11.770 3.820-36.262 <0.001
ECOG score (2) 106.394 25.117-450.687 <0.001
Sex (female) 1 - -
Sex (male) 1.614 0.798-3.263 0.183
Clinical staging (1) 1 - -
Clinical staging (IV) 4.194 1.933-9.099 <0.001
History of smoking (never) - -
History of smoking (ever) 1.160 0.608-2.212 0.652
Tumor classification (adenocarcinoma) - -
Tumor classification (non-adenocarcinoma) 0.978 0.455-2.098 0.954
GPNMB expression (low) - -
GPNMB expression (high) 4.029 1.942-8.358 <0.001
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