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We would like to comment on a multicenter retrospective 
study of prospectively collected data for evaluating the out-
comes of endoscopic ultrasound fine-needle aspiration (EUS-
FNA) and endoscopic ultrasound fine-needle biopsy (EUS-
FNB) for lymph node (LN) sampling authored by de Moura et 
al.1

The treatment strategy and disease prognosis are markedly 
affected by whether lymphadenopathy is malignant or benign. 
EUS and EUS-guided sampling are well-known as suitable 
examination methods for assessing lymphadenopathy. EUS 
provides a good image of the affected LNs from the lumen of 
the gastrointestinal tract and allows for tissue sampling using 
these images for “guidance”. EUS-guided sampling has now 
become the standard of care for close examination of lymph-
adenopathy.2 EUS-FNA is typically performed as EUS-guided 
sampling, which can provide the LN tissue for cytological eval-
uation. Since its development, the device has been developed 
and ingestion about sampling method have been devised to 
improve the diagnostic efficacy. However, the reported sensi-
tivity and specificity of EUS-FNA (88% and 96.4%, respective-

ly) are less than the ideal values.3 
Recently, EUS-FNB has been developed as a further devel-

opment of the EUS-FNA technique. With EUS-FNB, a larger 
amount of tissue can be sampled compared to that with EUS-
FNA; this is expected to contribute towards the increase in 
the efficacy of diagnosing the affected tissue. The usefulness 
of FNB for subepithelial lesions, pancreatic neuroendocrine 
tumors, and pancreatic cancer has already been reported.4,5 
Furthermore, the usefulness of EUS-FNB has also been re-
ported with respect to molecular yields for genomic analysis.5,6 
In contrast, a comparative study of FNA and FNB for the diag-
nosis of malignant LNs has not been performed. 

When evaluating EUS-FNA or EUS-FNB for the diagnosis 
of malignant LNs, securing cases with surgical specimens, 
which are required for pathological analysis, has become dif-
ficult, as many cases with malignant LNs are not indicated for 
surgical resection. Many studies evaluating the LNs have limit-
ed their focus to surgical cases.7,8 

In addition, in many cases, there was a problem with mul-
tiple LNs. In these cases, the EUS-FNA results were markedly 
affected by the lesion targeted for tissue sampling. The useful-
ness of contrast-enhanced EUS has also been reported, but the 
identification of appropriate puncture lesions is still challeng-
ing.9 Moreover, it is very difficult to distinguish between the 
LNs for which FNA was performed and the resected lesions, 
even if surgical resection was performed.

In the current issue, the authors performed a multicenter 
retrospective study to compare the diagnostic efficacy of EUS-
FNA and EUS-FNB. Postoperative anatomopathological anal-
ysis was used as the gold standard for examination in some 
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cases. However, as noted by the authors, the gold standard was 
not the pathological examination of the surgically resected 
specimens but the patient status after 6 months in many cases. 
This observation suggests that in many cases, the preoperative 
and postoperative pathological results were not corroborated 
on the basis of the specimen pathology. The results of this 
study should be interpreted with due recognition of this lim-
itation.

In this study, 209 patients underwent EUS-guided LN sam-
pling at five hospitals. The mean lesion size was 16.22±8.03 
mm, with similar sensitivity and accuracy between FNA and 
FNB (sensitivity: 67.2% vs. 75.0%, p =0.216 and accuracy: 
78.8% vs. 83.2%, p=0.423). The specificity of FNB was better 
than that of FNA (100.0% vs. 93.6%, p=0.01).1 Although sig-
nificant differences were not observed in the diagnostic yields, 
it was suggested that FNB may have a better clinical effect than 
FNA.

In addition, the study also included location-specific LN 
analysis. FNB showed higher sensitivity (FNB vs. FNA: 81.1% 
vs. 64.7%, p =0.031 and 80.9% vs. 58.3%, p=0.023) and ac-
curacy (FNB vs. FNA: 88.1% vs. 75.3%, p=0.053 and 88.9% 
vs. 70.5%, p=0.038) for the abdominal and peri-hepatic LNs, 
respectively.1 These results provide very useful information for 
daily clinical practice.

The highlight of this paper is that even in situations where 
rapid on-site evaluation (ROSE) is not possible, a significant 
difference may not be noted between the diagnostic yield of 
FNB alone and FNA with ROSE. ROSE allows for earlier diag-
nosis and a decrease in the number of punctures, and in com-
bination with the large amount of tissue volume obtained with 
EUS-FNB, it is clearly very useful.10 However, ROSE should 
ideally be performed by a pathologist (although it can also be 
performed by an endoscopist) and this may not be possible in 
all institutions.

In the present study, the sampling methods with or without 
ROSE were also compared. ROSE with FNA showed a high-
er sensitivity than FNA alone (97.7% vs. 63.5%, p =0.004). 
No statistically significant difference was observed between 
the accuracy of FNA+ROSE and the accuracy of FNB alone 
(94.4% vs. 80.7%, p=0.161).1

Although this result should be interpreted with caution, 
especially since only 17.2% of the study population underwent 
additional testing with ROSE according to the author, the 
results largely support the useful contribution of EUS-FNB in 
clinical practice.1

The authors noted several limitations of their study, includ-
ing the study design (retrospective design and lack of random-
ization), selection bias, including different needle sizes, and 

the possibility that patients were lost to follow-up. However, 
despite these limitations, this study might shed more light 
on the difficulties encountered when diagnosing the LNs in 
clinical practice because this study was the largest multicenter 
study that specifically compared the effectiveness and safety of 
EUS-FNA and EUS-FNB for LN sampling.

To confirm the validity of EUS-FNB for LN sampling, fur-
ther prospective studies including more cases with histopatho-
logical answer with surgical specimens under the standardiza-
tion of needles and ROSE condition are recommended.
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