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In the randomized crossover study by Seicean et al., the authors compared endoscopic ultrasound (EUS)-guided fine-needle aspiration (FNA) with or without contrast-enhanced harmonic imaging (CE-EUS) [1]. With the use of CE-EUS, the authors postulated that any necrotic area could be visualized and avoided during FNA, resulting in improved diagnostic accuracy. However, after completion of the study, the authors noted that the diagnostic accuracies were similar between the two groups and the combined diagnostic rate after two passes was 93.8 %. The results remained similar after subgroup analysis on mass location, presence of necrosis, portal hypertension, biliary stenting, and diagnosis.


        
“...newer adjuncts to further improve the diagnostic accuracy of EUS-FNA are currently being utilized and these adjuncts may be more important than contrast-enhanced EUS in improving outcomes. These include rapid on-site cytopathology, macroscopic on-site evaluation, and fine-needle biopsy needles.”
      


The results of this study contrast with those reported in two other studies assessing the role of CE-EUS-guided FNA. In a randomized trial that included 40 patients comparing EUS-FNA with or without contrast-enhanced harmonic imaging for solitary pancreatic lesions, the authors reported significantly fewer needle passes required to make a diagnosis with CE-EUS [2]. However, the reported first pass diagnostic rate was unusually low in both groups (CE-EUS vs. EUS: 60 % vs. 25 %, P = 0.03) and the diagnostic accuracy only reached 90 % after three or more passes in both groups. Similarly, in a prospective study that included 93 patients, the authors concluded that CE-EUS improved FNA outcomes compared with conventional EUS-FNA. However, the reported first pass rates of adequate sampling and sensitivity in the conventional arm was also low (CE-EUS vs. EUS: 84.9 % vs. 68.8 %, P = 0.003 and 76.5 % vs. 58.8 %, P = 0.01, respectively) [3]. Thus, the results of these studies may be misleading in suggesting the superiority of CE-EUS.

CE-EUS can produce interesting EUS images. The modality was reported to allow characterization of specific types of pathologies, including mural nodules in pancreatic cysts, neuroendocrine tumors, and malignant behavior of gastrointestinal tumors. However, the added value in EUS-FNA appears to be limited, according to the current study. This can be partly explained by the fact that both arms had obtained high diagnostic accuracies on the first pass and it was difficult to further improve this with the use of CE-EUS. In addition, newer adjuncts to further improve the diagnostic accuracy of EUS-FNA are now being utilized and these adjuncts may be more important than CE-EUS in improving outcomes. These include rapid on-site cytopathology (ROSE), macroscopic on-site evaluation (MOSE), and fine-needle biopsy (FNB) needles. 

ROSE is commonly employed in North America and the practice was shown to be associated with almost 90 % diagnostic accuracy with reduced number of passes compared with conventional EUS-FNA [4]. However, in the rest of the world, ROSE is often not available and hence MOSE has been developed [5]. MOSE involves macroscopically identifying at least a 4-mm white core within the specimen obtained from EUS-FNA on a glass slide to confirm adequacy of the sample. In a randomized study involving 244 patients, MOSE had a 92.6 % diagnostic yield and required significantly fewer passes compared with conventional FNA. In the latest development, FNB needles that are designed with multiple cutting surfaces on the needle tip were shown by several studies to result in improved diagnostic accuracy, sensitivity, and specificity. Furthermore, histological cores for pathological assessments can be obtained in the majority of patients with the use of these needles [6]
        [7]
        [8]. The next research question will then be whether MOSE with FNB needles could achieve similar diagnostic accuracies compared with ROSE. Studies to address this question are currently under way.

In conclusion, although CE-EUS allows characterization of specific pathologies, the role in guiding EUS-FNA seems to be limited. Furthermore, newer adjuncts to EUS-FNA may be more important than CE-EUS in improving outcomes.
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