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Dear Editor,

The recently published study titled ‘Investigation of the
Relationship Between Tumor Microenvironment and
Prognostic Parameters in Invasive Breast Carcinomas of
No Special Type: A Retrospective Analysis’ by Ozsen M
et al addresses a relevant topic in predictive oncology, by
investigating the tumor microenvironment (TME) and its
relationship with prognostic parameters in invasive breast
carcinoma (1). The TME comprises a wide array of inflam-
matory cells, cancer-associated fibroblasts, endothelial cells
and pericytes, and other tissue-specific cell types like adi-
pocytes and there is compelling evidence that they play a
significant role in cancer development and progression as
well as the response to chemotherapy, making them appeal-
ing prognostic biomarkers and therapeutic targets (2).

The study’s strength lies in its thorough evaluation of sev-
eral aspects of TME, including stromal tumor-infiltrating
lymphocytes (TIL), stromal reactions, tumor budding, and
growth patterns in a relatively large cohort of 271 cases.
While the study adheres to the WHO guidelines for TIL
evaluation, other parameters like stromal reactions and
tumor budding are evaluated based on subjective criteria
that need further refinement from the authors to enhance
reproducibility. For example, both peri- and intra-tumoral
stromal reaction intensity is categorized into broad groups
(absent, mild, moderate, prominent), but the criteria for
these distinctions are not clearly defined and could lead to
intra- and inter- observer variability. Similarly, although
the authors have defined tumor budding as ‘isolated tumor
cells or groups of less than five tumor cells, evaluating tu-
mor budding in a semi-quantitative manner, rather than
the dichotomous evaluation as ‘present’ or ‘absent, would
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have enhanced the study’s finding in this context. Also,
tumor budding is typically assessed at the invasive tumor
front and hence the authors could shed more light upon
their experience in assessing it in the intra-tumoral area (3).
Furthermore, tumor budding and tumor growth pattern
are characteristics of the tumor itself rather than the host
microenvironment. The study recorded no statistically sig-
nificant relationship between the studied TME parameters
and recurrence-free or overall survival period. A brief note
on the whether any adjuvant chemotherapy and/or radio-
therapy was received by the patients included in the study
cohort would help in better interpretation of this result of
the study.

Overall, the study is well-designed with apt inclusion and
exclusion criteria and makes a valuable contribution to the
ongoing research on TME in breast cancer. As the authors
have acknowledged, it is advantageous that these parame-
ters, namely, stromal reactions, tumor budding, and growth
patterns can be easily estimated using H&E-stained slides
without incurring extra costs or time delays. Apart from the
TIL that comprises the mononuclear inflammatory cells,
infiltrating stromal neutrophils (tumor associated neutro-
phils) and eosinophils (tumor associated tissue eosinophil-
ia) can also be assessed using H&E-stained slides and are of
prognostic and predictive relevance in breast cancer (4,5).
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