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Dear Editor,
The publication on “GATA3 Immunohistochemical Staining in Classi
Diagnostic Utility in Differential Diagnosis [1]” is hereby discussed.
the potential of GATA3, a transcription factor commonly used in_the
biomarker for distinguishing classical Hodgkin lymphoma ( phomas, particularly in cases
where aberrant antigen expression in CHL is freque tly am to diagnosis. As a result, efforts to
identify new markers that can help differentiate are nd timely diagnosis.

However, the study used a cross-sectional retrospectl i ich, although somewhat suitable for the
analysis of marker expression in tissues, has som i that should be mentioned, such as the lack of
standardization of IHC and the variety of meth GATA3 staining results, which may lead to
inter-observer variability. The definition of wh: pression” is considered positive (e.g., minimum cell
count or intensity level), may affect the a clusion. And there is no mention of technical
controls, such as the use of internal pos ach biopsy.

Statistically, using p-value alone to co r s groups, while it can find differences, lacks additional

i PPV, NPV, or AUC, which are required for the practical

osis. Furthermore, the study's findings show that GATA3 is
ineffective in distinguishin ALK—negatlve anaplastic large-cell lymphoma (ALCL) and mediastinal
gray-zone lymphoma, whichii i ant limitation because these two lymphomas are frequently included in
the complex differentialdi is with CHL, particularly when the biopsy is small or has few components.

in Lymphoma’and Its
unique in its ability to assess
of epithelial tumors, as a

CD30, or LMP1, ¢ the accuracy of CHL diagnosis? (2) Is it possible to construct a grading system or
i ncludes GATAS3 in the model? (3) Does GATA3 expression have a direct

athogenesis of CHL, or is it simply a co-marker? And (4) In circumstances where

as core needle biopsy, what other procedures or markers should be employed to improve

1d include investigations on other lymphoma subtypes, as well as trials in real-world
icularly in cases when diagnosis is challenging. In addition, multivariate analysis should be

gative CHL, which could reflect different genetic regulatory mechanisms amongst CHL subtypes.

ly, this study adds to the development of a new tool for distinguishing comparable lymphomas, particularly
L, which, despite the presence of unique markers, sometimes causes uncertainty in interpretation. However,
GATAZ3's efficacy remains restricted in some lymphomas, making it unsuitable for situations involving tiny
biopsies. As a result, integrating GATA3 with other markers and assessing it against clinical criteria will be a
more appropriate method for reliable diagnosis in the future.
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Reply from the Authors
To the Editor,

We thank the commentators for their interest in our manuscript titled "
in Classical Hodgkin Lymphoma and Its Diagnostic Utility in Differen
thoughtful queries regarding our publication.

Regarding standardization concerns and inter-observer variability, we,
retrospective studies. In our methodology, 59 of 69 GATA3-positive
expression, with the lowest staining extent being 30-40% in parti

Internal controls (T cells) were available in every ca:
expression and ensuring procedure quality.

The statistical analysis beyond p-values yields clinica
positive predictive value 64.49%, and negative p i
establishing cut-off values proves challenging i
neoplastic elements. Setting arbitrary threshold:
cells, artificially inflating diagnostic para
Regarding marker combinations, all C

it

t cs: sensitivity 69%, specificity 64.15%,
e £8.69%. We did not perform AUC analysis as
ndant reactive background cells and sparse

inate GATAZ3 positivity in cases with few positive

our cohort displayed classic immunophenotype with CD30
ion. While PAXS and EBV-LMP1 favor CHL diagnosis,
-negative ALCL, including null phenotype cases, which

translation, emphg
The biologi le

eed for comprehensive validation before clinical implementation (4-7).

in CHL pathogenesis remains speculative within our retrospective framework.

ated that GATA3 affects IL-4 and IL-13 cytokine production and STAT4 transcription

1 impact. Current evidence suggests NF-kB and NOTCHI1 drive CHL oncogenesis, with

a downstream consequence rather than a primary driver (8).

specimens, adequate non-crushed tissue remains paramount. Since CHL lacks defining

ions, liquid biopsy approaches offer minimal diagnostic benefit. The diagnosis inherently requires

ined assessment of multiple markers (CD30, CD15, PAXS, MUMI1, EBV-LMP1, fascin, CD3, CD20,

1 affected by tissue adequacy limitations.

arding multivariate analysis and clinical correlations, Papoudou-Bai et al. reported GATA3 expression

eases in patients over 45 years and correlates with increased f2-microglobulin in GATA3-negative cases.
ur cohort of 24 pediatric and 76 adult CHL patients showed no statistical age-related differences in GATA3

expression (p=0.430). Similarly, comparing patients under versus over 45 years revealed no significant

difference (p=0.504).

We acknowledge GATA3's limitations in distinguishing CHL from ALK-negative ALCL and mediastinal gray-

zone lymphoma, particularly problematic in small biopsies. Future investigations should expand to other

lymphoma subtypes with prospective validation in challenging diagnostic scenarios.

but show



In conclusion, while GATA3 represents a valuable addition to the diagnostic tools for CHL, its integration with
established markers and clinical correlation remains essential for reliable diagnosis in routine practice.
Sincerely,

Ali Yilmaz Altay, Beglim Yeni Erdem, Giil¢in Yegen
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