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Dear editor
The works performed by Yu et al1 were much appreciated and brought a novel insight in the use of two types of anti-cancer 
medications as the proposed option for treatment of the progressive local advanced non-small cell lung cancer (NSCLC). This 
treatment was suggested to be applied at least 6 months after the standard treatment, the synchronous radiotherapy and 
chemotherapy, as the second-line treatment substituting the standard second-line chemotherapy, either checkpoint blockade 
blocker, docetaxel or pemetrexed. The results of the study performed were quite promising, as the median progressive-free 
survival (PFS); duration from the initial treatment to the disease progression or death, of the monitored patients reached 9–10 
months. The resulting PFS in this study was higher than the PFS observed in patients receiving the standard second-line 
chemotherapy. A previous study by Reck et al2 had also reported the advantages of a combination of docetaxel, antineoplastic 
cytotoxic agent with multiple tyrosine kinases and anti-angiogenic chemotherapy agent, nintedanib, which was in the same 
class chemotherapy with anlotinib, as the second-line therapy after being treated with either chemo- or immunotherapy.

However, a few issues could be questioned. The combination of anlotinib and the PD-1 blockade still caused toxicity 
or intolerance in a few recruited patients (3.5%).1 How? There is no information related to the conditions of the 
intolerances. Since it was mentioned in the article that the patients without brain or liver metastases showed higher 
PFS that those with, could it be due to the brain or liver metastases that the patients had or occurring in a few patients?3 

Or, could it be the length of treatment period designed and performed in this study? Probably, an explanation regarding 
this intolerance with a clinical point of view could help the readers better understandi, such as the detection of related 
markers during the treatment or when the intolerance symptoms started to become observable.4,5 Even though the 
toxicity mentioned here was only shown by two patients in this study, this issue still could also be proposed for a further 
study. In addition, the typical toxicities, explained as treatment-related adverse events, were listed without detailed 
information of each point, such as the liver, kidney, and thyroid function.6

For suggestion only, detailed information related to measurements used for claiming the organ dysfunction could also 
be explained in the study report, since better and deeper information could be collected to propose any further study. 
Without this, it will be very unlikely to understand what these therapies combination do and affect, at the molecular level 
particularly.7
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