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Determining the benign or malignant nature of biliary 
strictures is a clinical challenge. Currently, laboratory meth-
ods, including serum tumor markers, radiological imaging 
studies, and pathological tissue acquisition, are the mainstay 
for the diagnosis of malignant biliary strictures. In an original 
article, Park et al. reported clinically useful parameters for 
the diagnosis of malignant strictures in patients with inde-
terminate results from imaging studies and brush cytology.1 
The proposed clinical laboratory parameters described in the 
article may help clinicians differentiate malignant biliary stric-
tures from benign strictures with indefinite findings on brush 
cytology. Particularly, providing effective cutoff values for 
variables, such as tumor markers, alkaline phosphatase, gam-
ma-glutamyl transpeptidase, and length of stricture favoring 
malignancy would be highly informative to clinicians.

However, a few points of this study need deliberation. In 
this study, a stricture was considered as benign if no mass de-
velopment was observed during a follow-up period of at least 
2 years. A clinical study based on prospectively collected data-
base data showed that malignant lesions were commonly de-

tected during the first 6 months of follow-up.2 As the duration 
between the initial detection of the stricture and the final di-
agnosis has not been presented in this study, some patients in 
the malignant group might have had premalignant lesions at 
the time of initial brush cytology with indeterminate results. 
It would have been better to present the duration between the 
initial cytology and the final diagnosis.

Moreover, in this article, brush cytology was used for patho-
logical diagnosis. As histological diagnosis is essential for ma-
lignancies, other tissue acquisition methods or repeat cytology 
can be a better choice than relying on biochemical changes or 
imaging findings. Conventional endoscopic retrograde chol-
angiography (ERC)-guided biopsy or endoscopic ultrasonog-
raphy-guided fine-needle aspiration (EUS-FNA) can be good 
alternative methods for tissue acquisition, with an excellent 
specificity of >90%.3,4 As the authors have mentioned, there 
are concerns about tumor seeding during EUS-FNA. Howev-
er, even if a patient with a biliary stricture is a candidate for 
curative resection, the puncture site can be included in the 
en bloc resection field, and the risk of tumor seeding is con-
sidered minimal.5 If EUS-FNA is risky owing to anatomical 
variation, bleeding risk, or indefinite target mass lesion, other 
options are still available, such as ERC-guided biopsy, peroral 
cholangioscopy-guided endoscopic biopsy, and repeat brush 
cytology.6-8 The synergistic efficacy of a combination of these 
tissue acquisition modalities needs to be validated in further 
studies.

In summary, laboratory findings, including tumor markers 
and stricture length on imaging studies, may be useful in the 
diagnosis of malignant biliary strictures with atypical or sus-
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picious cells on brush cytology. However, for more accurate 
diagnosis of indeterminate biliary strictures, the efficacy of 
other tissue acquisition modalities, including ERC, EUS, or 
endoscopy-guided approach, needs to be validated in further 
studies.
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