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Lung cancer is the leading cause of death 
associated with cancer worldwide. The most 
common lung cancer is non-small-cell lung 
cancer (NSCLC). Drugs used in the treatment of 
NSCLC, such as paclitaxel, induce microtubule 
stabilization in cancer cells, resulting in mitotic 
arrest in a subset of cancer cells accompanied by 
apoptotic cell death.1 Circulating fragments of 
cytokeratin 18 are M30 released during apoptosis 
and M65 released during necrosis and are known 
to be important markers for evaluating the 
chemotherapy response, especially in epithelial 
cancers.2 In this study, we aimed to investigate the 
predictive effect of serum M30 and M65 antigens 
on long-term prognosis and in patients with 
advanced stage lung cancer before and after the 
first dose of chemotherapy.

Forty-eight patients with advanced stage lung 

cancer were included in the study. Demographic 
data and histopathological characteristics of the 
patients were recorded. Serum levels of M30 
and M65 were studied in 48 patients before 
chemotherapy, and in 43 patients both before and 
48 hours after chemotherapy. Long-term survival 
was evaluated. The median value of M30 and M65 
of all patients was selected as the cut-off point for 
the distinction of M30 and M65 -high patients 
from M30 and M65 -low patients. The effect of 
high or low M30, M65 levels and M30/M65 ratio 
on long-term survival was investigated. Statistical 
analyses were performed using SPSS 22.0 (SPSS 
Inc., Chicago, IL, USA) software. The mean serum 
M30 and M65 values which were calculated before 
and after chemotherapy were compared using the 
paired sample t-test. According to the Kaplan-
Meier process, survival analysis and curves have 
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been developed and compared by the log-rank test.
The mean age of the patients at the time of 

diagnosis was 57.52±9.38 years. Forty-six of the 
48 patients were men. 47.9% of the patients were 
stage IIIA, 39.6% stage IIIB and 12.5% stage IV. 
The most dominant histopathological type was 
squamous cell carcinoma, accounting for 87.5% 
of the patients. The remaining 8.3% patients had 
adenocarcinoma and 4.2% patients had large cell 
carcinoma.

While M30 value before chemotherapy 
was 163.23±112.30 U/L; It was measured as 
249.74±266.67 U/L 48 hours after chemotherapy 
(p<0.001). While M65 value before chemotherapy 
was 415.97±214.63 U/L; It was 656.65±394.15 
U/L 48 hours after chemotherapy (p<0.001). 
Median survival time was calculated as 17 (2-142) 
months. It was found that the long-term survival 
of the group with a low M30/M65 ratio before 
chemotherapy was statistically significantly 
longer than the group with a high M30/M65 
ratio (Figure 1). It was observed that the M30/
M65 ratio, or M30 or M65 alone, measured 48 
hours after chemotherapy had no predictive value 
for long-term survival. Chemotherapeutic agents 
such as paclitaxel is the mainstay of the treatment 
in advanced lung cancer. It is crucial to identify 
best candidates for the treatment.1

M30 and M65 are two distinctive fragments 
of cytokeratin 18. While M30 is released during 

apoptosis; M65 is released during necrosis.2 
M30 was used for determination of apoptosis 
in many cancers including head and neck 
tumors, pancreatic cancer, colorectal carcinoma, 
melanoma, nasopharyngeal carcinoma, breast 
cancer, etc.3-9 The role of M30 and M65 also 
investigated in lung cancer.10 

In our previous work, we demonstrated 
increased levels of both M30 and M65 in this 
patient cohort when compared to healthy 
individuals.11 In this study we aimed to evaluate 
the predictive effect of these markers on long term 
prognosis. We performed Kaplan-Meier curves 
depending on lower and higher levels of M30, 
M65 and the ratio of M30/M65 before and after 
the chemotherapy. Only higher ratio of M30/M65 
was found to be statistically significant for longer 
overall survival. We speculate the higher levels 
of baseline apoptotic activity is important for 
treatment response of taxane based chemotherapy. 
In their study, Chu et al.12 compared the ratio 
of M30/M65 in advanced lung cancer who had 
administered paclitaxel therapy. Unlike our 
results, they found that lower rates of M30/M65 
after chemotherapy was a significant predictor 
of long-term survival. They explained this link 
with reduced activation of necrotic cell death by 
chemotherapy with paclitaxel has a better effect 
on treatment with NSCLC. Also, according to 
their hypothesis this may be due to activation 
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Figure 1. Comparison of survival rates regarding M30/M65 ratio before chemotherapy.
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in NSCLC cells of the classic caspase-mediated 
apoptosis mechanism.12

In conclusion, the M30/M65 ratio before 
chemotherapy may be a prognostic factor for 
long-term survival in patients with advanced lung 
cancer. In order to better determine the importance 
of these prognostic markers, multi-center studies 
with a higher number of patients are needed.
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