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From the authors:

We thank T.K. Tournoy and the co-worker for their thoughtful letter in response to our manuscript on
transbronchial mediastinal cryobiopsy'. We agree that our study shows no differences in the diagnostic
yield of lung cancer between endobronchial ultrasound-guided transbronchial needle aspiration (EBUS-
TBNA) and mediastinal cryobiopsy, thus it would be premature to consider mediastinal cryobiopsy as the
standard nodal staging strategy in lung cancer. In our cohort, a diagnosis of non-small cell lung cancer is
established by EBUS-TBNA but not cryobiopsy in 3 patients, which might be attributed to the relatively
fixed biopsy location of mediastinal cryobiopsy. Nevertheless, it should be noted that there were 6 lung

cancer cases only diagnosed by mediastinal cryobiopsy.

T.K. Tournoy and co-worker raise an important question on the adequacy of mediastinal tissues for
molecular analysis. The data regarding the suitability of specimens obtained by EBUS-TBNA for tumor
genotyping vary considerably in the literature. As such, our data on EBUS-TBNA sample adequacy for
genotyping are in line with the findings from several large EBUS-TBNA clinical studies published over the
past 5 years?®. In our study, we considered a minimum of 200 viable tumor cells necessary for molecular
testing. Using the same criterion, Rooper and colleagues reported similar results in that 71% of EBUS-
TBNA specimens were eligible for molecular testing®. In the meta-analysis mentioned in T.K. Tournoy’s
correspondence and the largest report included in this meta-analysis, no specific information is provided
as to the quality criteria for TBNA sample adequacy for molecular testings® ’. Hence, the differential
findings between these may result from the use of different quality criteria. To avoid bias, we applied the

same criteria to evaluate quality for both EBUS-TBNA and cryobiopsy samples.

The diagnostic yield of EBUS-TBNA for sarcoidosis in our cohort (67%) is only slightly lower compared to
von Bartheld’s study (74%) mentioned in T.K. Tournoy’s correspondence, which might be due to the
relatively small number of sarcoidosis patients in our trial®. We agree with T.K. Tournoy and the co-worker
that the sensitivity of EBUS-TBNA for tuberculosis in the current series is inferior than that of Navani’s

study; however, it might be potentially overestimated because of their study design®.

As this is the first trial of transbronchial mediastinal cryobiopsy, patient safety is our primary concern. The
procedure has now been performed in more than 300 patients in our center, and we have observed no
procedure-related serious complications (such as severe bleeding, mediastinitis, and death), which is in
accordance with the safety data from EBUS-guided electrocautery-assisted forceps biopsy report'®. Based

on our experience, transbronchial mediastinal cryobiopsy might be a safe approach for the acquirement of



mediastinal tissue. We agree with T.K. Tournoy and the co-worker that further research in transbronchial

mediastinal cryobiopsy is indicated.
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