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Comments on “Comparative yield of transbronchial cryo-nodal biopsy,
transbronchial intra-nodal forceps biopsy, and transbronchial needle
aspiration for mediastinal lesions at a tertiary care center in India

(COLD-FORCEPS study)”
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Dear Editor,

The recent study by Madan et al. provides valuable informa-
tion on the utility of intranodal cryobiopsy or forceps to endo-
bronchial ultrasound-transbronchial needle aspiration (EBUS-
TBNA) during sampling of mediastinal lymph nodes [1]. It found
that intranodal cryoprobe acquires a larger tissue and increases
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diagnostic yield. However, the increase in the diagnostic yield was
statistically not significant. This is an important observation.
Often, pilot studies with small sample sizes find significant differ-
ences between two procedures that larger studies fail to find.
However, finding an insignificant advantage of intranodal cry-
obiopsy to EBUS-TBNA raises doubt about whether larger studies
would change this observation.

The diagnostic utility of cryobiopsy has gained traction over
time, with increasing evidence supporting its benefits. A systemat-
ic review and meta-analysis of 39 studies published in 2022 on the
diagnostic yield of cryobiopsy for peripheral pulmonary lesions,
interstitial lung diseases, and lung cancers found a significantly
greater yield with a larger tissue size [2]. None of the more than
3500 biopsies included in the meta-analysis included mediastinal
lymph node sampling by intranodal cryobiopsy.

A randomized trial of 197 patients has found that cryobiopsy
of mediastinal lymph nodes improves the yield of diagnosis of
benign lesions and uncommon tumors, whereas, for common lung
malignancies and diagnosis of metastatic lymphadenopathy, the
yield is similar to EBUS-TBNA [3]. This again emphasizes the
fact that the use of cryobiopsy can help us to possibly increase the
yield when a benign etiology like tuberculosis or sarcoidosis is
suspected. This is of immense importance in developing countries,
where the diagnostic dilemma of underlying tuberculosis in any
sarcoidosis patient remains unclear. Larger studies for cryobiopsy
in mediastinal lymphadenopathy in this subgroup of patients are
required to provide more evidence.

A recently published randomized study comparing cryobiopsy
and forceps biopsy with EBUS-TBNA also found a similar yield
with all three modalities [4]. The observation resonates with that
made by Manu et al. [1]. However, they found that cryobiopsy
yielded larger tissue sizes. This has a particular advantage in con-
ditions like lung cancer. Smaller tissues from EBUS-TBNA with
or without intranodal forceps often get consumed during
histopathological and/or immunohistochemistry analysis. This
leaves no or inadequate tissue for conducting molecular analysis.
As the target gene library to which pharmacotherapy is approved
increases, so does the size of the tissue required for molecular
analysis. In case of inadequate tissue, either a repeat sampling is
required, or less reliable methods like blood biopsy are resorted to.
Cryobiopsy, by yielding tissue of larger sizes, becomes clearly
advantageous in terms of yield and procedure time compared to
EBUS-TBNA alone or forceps biopsy.

The work by Manu et al. provides evidence that intranodal
forceps biopsy at present does not have a statistically significant
benefit. Similarly, adding cryobiopsy to EBUS-TBNA may not
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increase the diagnostic yield of mediastinal lymph node sampling
compared to EBUS-TBNA alone. However, the addition of cry- References
obiopsy to EBUS-TBNA has an advantage in suspected neoplastic
lymphadenopathy. It provides a larger tissue sample that can be
subjected to molecular testing for immunotherapy or targeted ther-
apy and avoids the need for a repeat biopsy.
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