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To the Editor,

We read Caputo et al.’s letter [1] regarding our recently pub-
lished review, “A Stepwise Approach to Fine Needle Aspiration
Cytology of Lymph Nodes,” with gteat interest and we really ap-
preciate to their keen observation and critique to our review [2].
Their critique of our publication focuses on three primary issues:
(1) The Sydney system’s strong recommendation for reporting
the nosologic entity’s nature (lymphoid/metastatic) [3]. (2) Our
proposed stepwise system’s exclusive focus on morphology, over-
looking ancillary techniques like flow cytometry and polymerase
chain reaction. (3) The heightened risk of malignancy in the
AUS-ALUS (atypical, undermined significance—atypical lym-
phoid uncertain significance) category, as highlighted in Gupta
et al.’s study [4], attributed mainly to the non-use of ancillary
techniques.

While we align with the Sydney system’s recommendation to
identify the nosologic entity and integrate ancillary tests in the
diagnostic process, our approach in the review was broader. In
Fig. 10’s diagnostic algorithm, we referenced “sufficient features
for malignancy,” intending to encompass all feasible test findings,
including morphology, immunocytology, and molecular tests.
This was not explicitly stated, but it was implied [2].

Our focus initially was on the morphological features of lymph
node fine needle aspiration cytology (FNAC), acknowledging
that ancillary tests are not always accessible. In Korea, for in-
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stance, excisional biopsy on lymph nodes post-FNAC is com-
mon, with most ancillary testing conducted on histologic sec-
tions. This preference stems from the rapid and cost-effective
nature of excisional biopsies specifically in Korean medical envi-
ronment. Korean clinicians and patients often opt for confirma-
tory diagnoses involving more comprehensive sample analyses.
Rapid advancements in molecular pathology have undoubt-
edly enhanced lymphoma understanding and treatment. How-
ever, many countries still struggle to fully incorporate these tests
in cytodiagnostics and it sometimes causes subsequent confusion
during the diagnostic process in the clinical practice. The study
by Gupta et al. [4], also applying the Sydney system, reflects this
limitation in India, as ancillary techniques were scarcely em-
ployed. Recent detailed molecular research on lymphoid neo-
plasms has divided the academic community, resulting in the
development of two distinct classification systems on histologic
diagnosis: the 5Sth edition of the World Health Organization
classification (WHO-HAEMS) and the International Consensus
Classification (ICC), which brings many confusions to the prac-
ticing pathologists in the daily practice [5]. On the other hand,
the Sydney system for cytologic diagnosis, in our view, is versatile,
accommodating both contexts where molecular pathology is feasi-
ble and scenarios reliant solely on morphological evaluation [3,6].
We concur with Caputo et al.’s observations [1] and aimed
our review to enrich the diagnostic process, focusing on morpho-
logical details. Our comprehensive algorithm, incorporating vari-
ous morphological features, seeks to streamline and improve di-
agnostic accuracy. In scenarios where specimen quantity limits
further testing, or when additional molecular tests are impracti-
cal due to cost, infrastructure, or even sociocultural constraints,
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our approach offers direct support to cytopathologists. Hope-
fully, further validation studies on the Sydney System using real
cases of lymph node FNAC in Korea or Asian population should
be followed for the reconfirmation of the clinical efficacy as prov-
en in previous studies [4,6]. Looking forward, we anticipate that
advancements in digital cytopathology and artificial intelligence
image analysis will enhance cancer diagnosis, subtype differenti-
ation, and molecular mutation prediction in near future, as Ca-
puto et al. also suggested [7-9].
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