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Dear editor
The article, “Diagnostic and prognostic value of microRNAs in cholangiocarcinoma: 

a systematic review and meta-analysis”, published by Sun et al in the Cancer Man-

agement and Research journal, has caught our attention.1 There are only few studies 

available on the subject of prognostic and diagnostic markers in cholangiocarcinoma, 

when compared with the literature available on other forms of cancer. For this reason, 

we believe that Sun et al’s study can be a valid reference point for future studies in this 

field. However, we have a few valid suggestions and approaches on regarding the article, 

which may help improve its quality, as well as its capability to inform future research.

Analysis of heterogeneity between diagnostic test accuracy studies: the study by 

Sun et al1 has used the Chi-squared statistics to test against the null hypothesis and the 

I-squared statistics to study heterogeneity, but both these statistical values do not consider 

the threshold effect. It might be beneficial to also include the Tau-squared statistics as 

a part of the statistical analysis performed in this study. Tau-squared statistics is the 

estimated variation between the effects for test accuracy observed in different studies.2 

Its inclusion in Sun et al’s study will provide a more comprehensive statistical analysis.

Ubiquitous expression of miR-21 in all cancers: furthermore, the study concludes 

that miR-21 is a potential diagnostic and prognostic marker for cholangiocarcinoma. 

The issue lies in the fact that miR-21 has been found to be ubiquitously expressed in 

nearly all forms of cancer, with most studies concluding that miR-21 has great poten-

tial as a diagnostic marker and its expression is significantly correlated with patient 

survival. This ubiquitous expression of miR-21 significantly reduces the clinical util-

ity of miR-21 as a diagnostic or prognostic marker as its expression is not specific to 

cholangiocarcinoma alone. As an example, we can consider Jinling et al’s study where 

miR-21 expression was found to be capable of predicting poor prognosis in breast 

cancer patients, which contradicts with Sun et al’s study where miR-21 is suggested 

a marker to uniquely identify cholangiocarcinoma cases.3 This is a line of discussion 

that must be elaborated on and included in the study by the authors, both to validate 

the study’s results and to serve as a reference point for future research.

We believe that this is a valuable study that would better serve the scientific com-

munity if these issues were addressed and would also help maintain a high standard 

for similar future studies.
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