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Background: The neutrophil-to-lymphocyte ratio (NLR) is an inexpensive and readily available

blood test that may predict response to neoadjuvant chemotherapy (NACT) in breast cancer patients.

However, its utility as a biomarker remains unclear.

Objective: To evaluate NLR as a predictive biomarker for pathological complete response (pCR) to

NACT in triple-negative breast cancer (TNBC) and HER2-positive breast cancer patients.

Methods: In this prospective analysis, 96 patients with early stage TNBC (n=51) or HER2-positive

(n=45) breast cancer receiving NACT were assessed. NLR and other variables were analyzed for

correlation with pCR.

Results: pCR rates were 49% for TNBC and 46.7% for HER2-positive patients. NLR did not correlate

with pCR in either subset. Only chemotherapy regimen predicted pCR. Mean NLR was lower in pCR

groups but did not reach statistical signi�cance.

Conclusion: Pretreatment NLR did not predict pCR after NACT in this cohort of early stage TNBC and

HER2-positive breast cancer patients. NLR should be further studied in combination with other

biomarkers to determine its utility as a universal predictive biomarker for NACT response.
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Introduction

Breast cancer has been a global health concern for many years. In Poland, breast cancer was the most

frequently diagnosed malignancy in women in 2019 (19,620 plus cases) and was the second leading

cause of cancer deaths after lung cancer (6,951 deaths)  [1]. For this type of cancer, the prognosis

depends on many factors. These include patient characteristics (such as performance status,

biological age, and/or race), tumour stage and subset, and the response to systemic therapy [2].

Many studies emphasize that prognosis may be a�ected not only by the characteristics of the tumour

itself, but also by the host response, including the in�ammatory response. As such, in�ammatory

biomarkers may provide important information regarding the prognosis of breast cancer patients [3].

It was demonstrated as early as 10+ years ago that cytokines and chemokines secreted by both tumour

and host cells (e.g., leukocytes) can contribute to metastasis [4]. Classifying in�ammation as a factor

promoting tumour transformation and disease progression has initiated research on immune cells as

predictive and prognostic factors. Particular attention was paid to the readily available pool of cells

determined by blood counts. The evaluation of their clinical utility focuses primarily on the correlation

between di�erent cell fractions.

The most common in�ammatory biomarkers used in daily clinical practice include leukocyte count,

lymphocyte count, neutrophil count, C-reactive protein (CRP) level, and such indicators as a

neutrophil-to-lymphocyte ratio (NLR), platelet-to-lymphocyte ratio (PLR), and lymphocyte-to-

monocyte ratio (LMR). They may be used to evaluate the in�ammatory response of the patient’s

body [4].

A high level of neutrophils is associated with poor prognosis as it inhibits the immune system by

suppressing the cytotoxic activity of T cells  [4][5]. On the other hand, the presence of tumour-

in�ltrating lymphocytes (TILs) has been associated with a better response to chemotherapy and

prognosis [6].

NLR has been found to be an independent prognostic factor for survival in most adjuvant treatment

studies [7][8][9][10][11]. However, no signi�cant correlation was found between the survival and NLR for

early breast cancer patients receiving neoadjuvant chemotherapy (NACT) and advanced BC

patients  [10][11][12][13]. Some data showed that IBM could be predictive of chemotherapy-related

toxicity [12]

qeios.com doi.org/10.32388/USPJ73 2

https://www.qeios.com/
https://doi.org/10.32388/USPJ73


Several publications have shown that pre-NACT NLR is correlated with pCR. [13]. Chae suggests in her

study that this correlation is particularly pronounced in higher malignancy tumours like TNBC and

HER2-positive cancers due to their higher chemosensitivity compared to luminal cancers. The TNBC

patients with a lower NLR had a signi�cantly higher pCR (42.1% vs 18.4%, p = 0.018) [14].

Aim

A prospective analysis was performed to evaluate NLR as a potential biomarker for achieving pCR for

patients with triple-negative and HER2-positive cancers receiving NAC at the Reconstructive Surgery

Department, National Research Institute of Oncology Breast Cancer. In addition, the data obtained

were also analysed against the menopausal status, BMI, and vitamin D3 levels for two age groups

(namely patients below the age of 65 and 65+ years old) to see if the correlations in elderly patients, if

any, might be di�erent.

Ethics Statement

The study protocol was approved by the Ethics Committee of Maria Sklodowska-Curie National

Research Institute of Oncology (No 21/2017). The study was performed in accordance with Good

Clinical Practice standards and the ethical principles that have their origin in the Declaration of

Helsinki. All patients provided their informed consent for the use of their data for research purposes.

Materials and Methods

The analysis comprised early or locally advanced breast cancer patients eligible for neoadjuvant

chemotherapy between 01/03/2017 and 30/06/2019 who gave their written consent to participate in

the study.

All patients met the following criteria: performance status ECOG 0-1, histopathological diagnosis of

HER2-positive or three-negative invasive breast cancer, breast cancer staging (cT1-2, cN0-1, M0),

neoadjuvant therapy with a TCbH-P regimen, or the sequential 4xAC regimen followed by 12xPCL +/-

Carboplatin and baseline left ventricular ejection fraction (LVEF) of ≥50%.

Initially, a core needle biopsy was used to diagnose a breast tumour. Suspicious axillary lymph nodes

were evaluated using an ultrasound-guided �ne needle aspiration biopsy. The presence of ERs and PRs

was identi�ed when ≥1% of nuclei stained positive whereas if <1% of nuclei stained positive, it was
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considered a negative result. The HER2 status was deemed positive based on an

immunohistochemistry score of 3+, or 2+, which was con�rmed with a FISH test.

All patients underwent surgery when neoadjuvant therapy was completed.

All hormone receptor-positive patients also received hormone replacement therapy after the surgery,

as per the current guidelines, for at least 5 years.

Prior to the neoadjuvant therapy, the patients were given mammography, breast and regional lymph

nodes ultrasound, abdominal ultrasound or CT, chest X-ray or CT, bone scintigraphy, ECG,

echocardiography, and blood tests.

All patients were routinely given peg-GCSF after each course of TCH and AC chemotherapy, but no

patients received GCSF before they were commenced on systemic therapy.

Adverse events were evaluated according to the Common Terminology Criteria for Adverse Events,

version 4.0 [15].

Statistical Analysis

Descriptive statistics were used to describe the characteristics of the study group: mean, median, �rst

and third quartile (IQR) values, and range. The normality of the distribution of the individual

parameters evaluated in the study was veri�ed using the Shapiro-Wilk test. In the case of normal

distribution, the Student’s t-distribution test was used to compare the mean values of independent

variables. For the other parameters without normal distributions, appropriate methods of statistical

analysis were selected based on non-parametric tests. The Mann-Whitney U test was used to compare

numerical variables between the two groups observed. Spearman’s rank correlation coe�cient

(monotonic relationships, linear or not) and Pearson correlation coe�cient (linear monotonic

relationships) were used to examine the existence of monotonic relationships between two variables.

All calculations and graphs were performed using the R stats package, version 4.0.2.

Results

96 patients met the inclusion criteria and gave their consent to participate in the study. TNBC was

diagnosed in 51 patients, whereas HER2-positive cancer was diagnosed in 45 patients. All subjects

were Caucasian. The group characteristics are shown in Table 1.
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  TNBC HER2-positive

Variable Parameter Value Parameter Value

Age [years]

N 51 N 45

Mean (SD) 44.02  Mean (SD) 47.16 

Median (IQR) 42  Median (IQR) 44 

Range 26 - 67 Range 23 - 70

Age [years] - breakdown

< 65 years old 88.2% (N=45) < 65 years old 86.7% (N=39)

≥ 65 years old 11.8% (N=6) ≥ 65 years old 13.3% (N=6)

BMI

Mean (SD) 26  Mean (SD) 26.09 (4.75)

Median (IQR) 25.8 (22.45 - 29.8) Median (IQR) 25.5 (22.7 - 30.2)

Range 17.5 - 37.8 Range 16.1 - 36.2

Neutrophils [g/dL]

N 51 N 45

Mean (SD) 6.06 (5.04) Mean (SD) 4.91 (3.17)

Median (IQR) 4.82 (2.96 - 7.8) Median (IQR) 4.22 (2.64 - 6.13)

Range 1.27 - 26.24 Range 0.95 - 14.99

Neutrophils [g/dL]

N 51 N 45

Mean (SD) 1.83 (0.84) Mean (SD) 1.7 (1.34)

Median (IQR) 1.71 (1.4 - 2.01) Median (IQR) 1.31 (0.82 - 2)

Range 0.33 - 6.19 Range 0.51 - 8.32

NLR [1]

N 51 N 45

Mean (SD) 4.44 (6.34) Mean (SD) 4.82 (5.34)

Median (IQR) 2.51 (1.71 - 4.36) Median (IQR) 2.4 (1.6 - 6.7)

Range 0.54 - 40.91 Range 0.51 - 26.3

Vitamin D3 [IU] N 51 N 45

Mean (SD) 22.97 (10.64) Mean (SD) 25.49 (12.19)

Median (IQR) 21 (16 - 31) Median (IQR) 23 (15 - 33)
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  TNBC HER2-positive

Variable Parameter Value Parameter Value

Range 7 - 52.3 Range 9 - 61

Menopause

Premenopausal 76.5% (N=39) Premenopausal 64.4% (N=29)

Post-menopausal 23.5% (N=12) Post-menopausal 35.6% (N=16)

Response to treatment

pCR 49.0% (N=25) pCR 46.7% (N=21)

Non-pCR 51.0% (N=26) Non-pCR 53.3% (N=24)

Chemotherapy

AC + PCL 72.5% (N=37) TCH 86.7% (N=39)

AC + PCL + carbo 27.5% (N=14) AC + PCL + carbo 13.3% (N=6)

RCB [2]

I 46.2% (N=12) I 45.8% (N=11)

II 34.6% (N=9) II 45.8% (N=11)

III 19.2% (N=5) III 8.3% (N=2)

Table 1. Patient characteristics

[1] NLR: neutrophil-to-lymphocyte ratio

[2] This applies only to patients with a response to non-pCR treatment

 

The subjects in both groups were predominantly under 65 years of age (88.2%, mean age 44.02 years

for the TNBC group; 86.7%, mean age 47.16 years). The neutrophil and leukocyte counts were 6.06 and

1.83 in the TNBC group and 4.91 and 1.7 in the HER2-positive cancer group, respectively. The

neutrophil-to-lymphocyte ratio (NLR) was 4.44 and 4.82, respectively.

Vitamin D3 levels were 22.97 ng/mL in the TNBC group and 25.49 ng/mL in the HER2-positive cancer

group, respectively. The mean BMIs for both groups were 26 and 26.9.

In both groups, most subjects were premenopausal (76.5% and 64.4%, respectively).

In the TNBC group, the majority of patients were given neoadjuvant therapy according to the

4xAC+12PCL regimen (72.5%, N=37), while the other patients received a 4xAC+12PCL+ carboplatin
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regimen (27.5%, N=14). A pathological complete response (pCR) was achieved by 49.0% of subjects

(N=25). The mean NLR for patients who achieved pCR was 3.69 (median 2.85; range 1.84-5.35). For

non-PCR patients, this value was 4.9 (median 2.32; range 1.7-3.1). No statistical correlations were

found between the parameters under evaluation (i.e., age, menopausal status, BMI, neutrocyte count,

lymphocyte count, NLR, vitamin D3 level) and the probability of pCR, except for the type of

chemotherapy used. Signi�cantly more pCRs were observed in the group of patients receiving the

carboplatin-containing regimen (p = 0.0128). The correlations between the parameters evaluated in

the study and the response to neoadjuvant treatment in the TNBC patient group are shown in Table 2.
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Variable Parameter pCR  non pCR  p-value

Age [years]

N 25 26

0.7917

Mean (SD) 43.64  44.38 

Median (IQR) 39  43.5 

Range 29 - 67 26 - 67

Age [years] - breakdown

< 65 years old 92% (N=23) 84.6% (N=22)

0.668

≥ 65 years old 8% (N=2) 15.4% (N=4)

BMI

     

0.6154

Mean (SD) 25.63 (4.69) 26.35 (5.44)

Median (IQR) 25.7 (22.4 - 29.7) 26.65 (23.5 - 29.65)

Range 17.5 - 32.7 17.5 - 37.8

Neutrophils [G/dL]

     

0.5341

Mean (SD) 6.29 (5.04) 5.84 (5.12)

Median (IQR) 5.55 (2.92 - 8.11) 4.27 (3.01 - 5.69)

Range 1.27 - 26.24 1.49 - 25.83

Neutrophils [/dL]

     

0.9925

Mean (SD) 1.91 (1.08) 1.76 (0.52)

Median (IQR) 1.68 (1.4 - 2.27) 1.71 (1.55 - 1.98)

Range 0.69 - 6.19 0.33 - 2.97

NLR [1]

     

0.4682

Mean (SD) 3.96 (3.28) 4.9 (8.34)

Median (IQR) 2.85 (1.84 - 5.35) 2.32 (1.7 - 3.1)

Range 0.54 - 14.34 0.89 - 40.91

Vitamin D3 [IU]       0.1835

Mean (SD) 24.81 (11.29) 21.19 (9.86)

Median (IQR) 23 (17 - 33) 17.5 (15 - 22.75)
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Variable Parameter pCR  non pCR  p-value

Range 7 - 52.3 8 - 44

Menopause

Premenopausal 76% (N=19) 76.9% (N=20)

1

Post-menopausal 24% (N=6) 23.1% (N=6)

Chemotherapy

AC + PCL 56% (N=14) 88.5% (N=23)

0.0128

AC + PCL + carbo 44% (N=11) 11.5% (N=3)

Table 2. Comparison of variables in relation to pCR achieved in TNBC patients

[1] NLR: neutrophil-to-lymphocyte ratio

 

Using the ROC curve the optimal cut-o� point for the NLR was determined, which was 2.8. For this

value of this parameter, the speci�city of the method was 0.52 and the sensitivity - 0.69. The positive

predictive value of NLR over 2.8 was 60%, and the negative predictive value was 62%.

The area under the ROC curve (AUC parameter) was 0.55. The calculated 95% con�dence interval of

this parameter ranged from 0.40 to 0.72.

In this case, it means that the breakdown of patients against the designated cut-o� point for NLR

cannot be used to distinguish between the pCR and non-pCR groups. Thus, the classi�er under

consideration cannot be considered better than the random selection of individuals into both groups.

In the TNBC group, there were not statistically signi�cant (p>0.05) correlations between the evaluated

parameters, namely the age, NLR, vitamin D3 level, BMI, and the probability of pCR.

The women from the HER2-positive breast cancer group received the TCH regimen (docetaxel,

carboplatin, trastuzumab) therapy (86.7%) (N=39) or the sequential therapy (4xAC+12 PCL with

trastuzumab). In this group, the pCR was achieved in 46.7% of patients (N=21), whereas 53.3% had

residual breast cancer (RBC). In pCR patients, the neutrophil-to-leukocyte ratio (NLR) averaged 5.87

(median 3.46; range 0.51-26.3), while for non-PCR patients it averaged 3.9 (median 3.9; range 0.67-

19.47). Likewise, no statistical correlations were found in this group between the evaluated

parameters (i.e., the age, menopausal status, BMI, neutrocyte count, lymphocyte count, NLR, vitamin
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D3 level) and the probability of pCR, except for the type of chemotherapy used (p = 0.0232). The

correlations between the parameters under evaluation and the response to neoadjuvant treatment in

the group of HER2-positive cancer patients are shown in Table 3.
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Variable Parameter pCR (N=21) Non-pCR (N=24) p-value

Age [years]

N 21 24

0.1707

Mean (SD) 44.43 (11.57) 49.54 (13.05)

Median (IQR) 44 (38 - 51) 46 (41 - 61)

Range 23 - 67 25 - 70

Age [years] - breakdown

< 65 years old 90.5% (N=19) 83.3% (N=20)

0.6695

≥ 65 years old 9.5% (N=2) 16.7% (N=4)

BMI

N 21 24

0.1178

Mean (SD) 24.89 (4.96) 27.14 (4.39)

Median (IQR) 24.4 (20.6 - 29.2) 25.7 (24.2 - 30.3)

Range 16.1 - 33.1 20.9 - 36.2

Neutrophils [g/dL]

N 21 24

0.2601

Mean (SD) 5.54 (3.75) 4.37 (2.51)

Median (IQR) 4.63 (2.82 - 6.63) 3.85 (2.53 - 5.35)

Range 0.95 - 14.99 1.78 - 12.07

Neutrophils [g/dL]

N 21 24

0.5315

Mean (SD) 1.6 (1.08) 1.79 (1.56)

Median (IQR) 1.27 (0.81 - 1.87) 1.46 (0.93 - 2)

Range 0.51 - 4.4 0.62 - 8.32

NLR [1]

N 21 24

0.5021

Mean (SD) 5.87 (6.39) 3.9 (4.13)

Median (IQR) 3.46 (1.6 - 9.38) 2.02 (1.58 - 5.05)

Range 0.51 - 26.3 0.67 - 19.47

Vitamin D3 [IU] N 21 24 0.6048

Mean (SD) 24.48 (11.43) 26.38 (13)

Median (IQR) 23 (16 - 32) 26 (14.75 - 34.25)
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Variable Parameter pCR (N=21) Non-pCR (N=24) p-value

Range 9 - 49 9 - 61

Menopause

Premenopausal 71.4% (N=15) 58.3% (N=14)

0.5462

Post-menopausal 28.6% (N=6) 41.7% (N=10)

Chemotherapy

TCH 100% (N=21) 75% (N=18)

0.0232

Sequential 0% (N=0) 25% (N=6)

Table 3. Comparison of variables relative to response achieved in HER2-positive cancer patients

[1] NLR: neutrophil-to-lymphocyte ratio

 

Accordingly, to plot the ROC curve and provide its parameters for TNBC patients, the group of non-

pCR patients was assigned a rank – 1, and the group of pCR patients - 0.

Using the ROC curve the optimal cut-o� point for the NLR was determined, which was 3.1. For this

value of this parameter, the speci�city of the method was 0.52 and the sensitivity - 0.62. The positive

predictive value of NLR over 3.1 was 60%, and the negative predictive value was 55%.

The area under the ROC curve (AUC parameter) was 0.56. The calculated 95% con�dence interval of

this parameter ranged from 0.38 to 0.74.

In this case, it means that the breakdown of patients against the designated cut-o� point for NLR

cannot be used to distinguish between the pCR and non-pCR groups. Thus, the classi�er under

consideration cannot be considered better than the random selection of individuals into both groups.

In the HER-2 positive cancer group, there was a statistically signi�cant negative correlation was

found (Spearman’s rank correlation coe�cient) between the evaluated parameters, namely the age,

NLR, vitamin D3 level, BMI, and the probability of pCR.

In addition, a statistically signi�cant NLR and BMI correlation was also found here, which was

positive (p = 0.029).
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Discussion

Our analysis showed that NLR has no predictive value in evaluating the achievement of pathological

complete response to neoadjuvant therapy in TNBC- and HER2-positive breast cancer patients. These

are results that contradict those of a meta-analysis published in 2021 by Zhu and colleagues  [13]. It

addressed the importance of NLR as a predictor of response to neoadjuvant treatment in breast cancer

patients, involving nearly 6,000 patients from 19 studies published between 2014 and 2020 and it

con�rmed the importance of NLR as a biomarker of response to neoadjuvant treatment. Most of the

studies (74%) were conducted in China, Korea, and Japan. Other studies were conducted in Spain,

Italy, Mexico, and Turkey. Seventeen studies analysed the correlation between NLR and pCR, 11 studies

- the correlation between NLR and DFS, and 6 studies – the correlation between NLR and OS. It is

worth noting that the NLR value indicating a high chance of achieving pCR varied widely, ranging

from 1.63 to 3.33. However, it should be highlighted that in most of the publications covered by the

meta-analysis, the subjects were heterogeneous in terms of a biological subset. Furthermore, a

statistically signi�cant correlation between NLR and pCR was particularly evident in Asian studies (OR

1.726; 95% CI 1.167 - 2.553; p=0.006). They were not con�rmed in non-Asian subjects (OR 1.189; 95%

CI 0.974-1.451; p=0.089), which may explain why the correlation was not found in our analysis.

It seems that NLR should not be considered a universal biomarker of response to neoadjuvant

treatment. In light of the research on the role of other factors that are proven to a�ect the response to

neoadjuvant treatment (TILs, Ki67, and other in�ammatory markers), we should focus on evaluating

the correlation between multiple biomarkers of NACT response [16][17][18][19].

A study by Yoon and others found a linear inverse correlation between TILs and ANC [18]. It seems that

neutrophils may act against the immune system via several mechanisms. Experimental data

suggested that neutrophils can suppress the cytolytic activity of lymphocytes, natural killer cells, and

activated T-cells  [20]. Activated neutrophils have also been reported to secrete myeloperoxidase,

which results in the suppression of lymphocyte function [21]. Besides, tumour-associated neutrophils

may in�uence tumour immunity and, indirectly, tumour progression by progression by regulating the

microenvironment. The enzymatic activity of neutrophils has been found to promote the remodelling

of the extracellular matrix, which results in the release of basic �broblast growth factors and

migration of endothelial or tumour cells  [20][21]. Additionally, neutrophil-derived oncostatin M may

stimulate cancer cells to grow and increase invasiveness in breast cancer [21]. It has also been reported
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that high ANC may negatively impact TILs [18], which has been repeatedly shown to be associated with

a good prognosis in the aggressive breast cancer subset [22][23]. To date, the association between ANC

and NLR, as well as TILs, has not been conclusively explained, although there are pending studies

focusing on this correlation [18].

It is problematic to establish normal NLR values and thus a cut-o� point, which – if exceeded, would

clearly denote a poorer NACT response. The NLR values in a healthy population (aged 21 to 66) ranged

from 0.78 to 3.58. The median value is assumed to be 1.65 (1.2-2.15) [24]. Zahorec makes an interesting

suggestion to facilitate the interpretation of the results, namely the NLR values are given by assigning

them a clinical status. For a healthy population, the NLR values range between 1 and 2. NLR in the grey

zone (2.3-3.0) may serve as a warning of a pathological process present in an organism. Values above

3.0 and below 0.7 are considered pathological. According to this NLR scale, upon diagnosing breast

cancer, the median NLR falls in the grey zone. Notably, IQR NLR values in both subsets, particularly in

the HER2+ subset, were already pathological. Nonetheless, the author stresses that abnormal NLR

values may be caused by co-morbidities [25].

The presence of co-morbidities a�ecting NLR values is usually not considered in publications on the

correlation between NLR and NACT response, but it may ultimately a�ect the results of statistical

analyses, especially for small group sizes, which is the case in this study [26][27].

Our analysis considers only some factors that might result in increasing the NLR values, namely the

age of the patients (co-morbidity is statistically more likely in 65+ patients) and BMI. No obvious

correlations were found between these parameters and NLR, except for a positive correlation between

NLR and BMI in HER2-positive breast cancer patients.

The NLR values determined in our study based on the ROC analysis were 2.8 for TNBC patients and 3.1

for HER2-positive patients. It should be noted that in most studies the NLR below 2.3 was associated

with a better response to neoadjuvant treatment and improved survival rates [26][27][28][29].

It is important to note that the �nal outcome of neoadjuvant treatment depends also on the treatment

modality. Undoubtedly, more e�ective modalities guarantee higher pCRs, regardless of the

biomarkers. This is clearly noticeable in our study and may ultimately a�ect statistical calculations.

Please note that in our study, 65+ years old subjects achieved pCR less frequently. This is probably due

to the less aggressive treatment used in these patients. Only 16.7% of TNBC subjects received
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carboplatin in combination with PCL, whereas 33.3% of HER2-positive breast cancer subjects received

the TCH regimen.

Recent studies have reported an inverse correlation between vitamin D3 de�ciency and breast cancer

outcomes. In Poland, more than 90% of the population was found to have vitamin D3 de�cits [30]. The

results of our study were consistent with those obtained in the Polish population. Similar vitamin D

de�ciencies are also shown in studies conducted in other European countries [31].

The demonstration of the vitamin D3 receptor (VDR) expression and enzymes involved in vitamin D

metabolism on various cells in vitro suggested its pleiotropic actions. In the immune system, not only

the presence of VDR in various cells (B and T lymphocytes, monocytes, macrophages, neutrophils)

was con�rmed but also the presence of 1α-hydroxylase (CYP27B1) enabling the formation of an active

form of vitamin 1,25(OH)2D3. Studies have shown that the calcitriol e�ect depends both on the type of

immune cell as well as its activity status  [32]. These data suggest that vitamin D plays an important

role in the proper functioning of this system, which is supported by clinical observations showing

vitamin D de�ciency in patients with immune system disorders. Several publications show a

correlation between vitamin D3 and NLR levels [33][34]. An inverse correlation between vitamin D3 and

NLR values has been observed in patients with in�ammatory conditions [32][34].

In light of the literature data, the problem of how to interpret the results of vitamin D levels in

patients with malignant neoplasms is complex. The lower values observed may be related to

population vitamin D de�ciency, in�ammation, as well as to cancer accompanied by in�ammation.

High expression of VDR and CYP27B1 was con�rmed in breast cancer cells. Normal breast cells, any

line of which can undergo malignant transformation, have high VDR heterogeneity, which makes it

di�cult to explain the importance of vitamin D in the prevention and treatment of breast cancer [35]

[36]. In our study, we observed vitamin D values below the recommended normal values regardless of

the cancer biological subset. The �ndings are consistent with both the results of studies of the Polish

population showing common vitamin D de�ciency and with publications showing vitamin D

de�ciency in patients diagnosed with breast cancer  [37]. In contrast, our study did not con�rm the

reports of other authors who showed statistically lower vitamin D levels in TNBC patients [38].

We also analysed the correlation between NLR and vitamin D. Although neither parameter di�ered

between the studied groups, i.e., the TNBC group and the HER2-positive group, a di�erent correlation

between vitamin D and NLR values was observed in each group. No signi�cant correlations between
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NLR and vitamin D levels were found in the TNBC group. An inverse correlation between vitamin D and

NLR values was observed in all HER2-positive subjects. Further analysis, which included the type of

response to neoadjuvant treatment, highlighted di�erences between HER2-positive breast cancer

patients with di�erent NACT responses. An inverse correlation between NLR and vitamin D levels was

con�rmed in pCR patients. No similar analysis has been found in the available literature.

In contrast, in the group of HER2-positive cancer subjects who did not achieve a pCR to NACT, NLR

correlated positively with BMI values. In breast cancer, obesity is considered a poor prognostic factor

in postmenopausal women. Chronic in�ammation has been linked to both obesity and the neoplastic

process. Recent studies con�rm that elevated NLR combined with obesity are poor prognostic

factors [39][40]. In our study, a demonstrated correlation between NLR and BMI was observed only in

obese and overweight patients who did not respond to NACT.

Conclusions

The neutrophil-to-lymphocyte ratio (NLR) is an available and easily determined parameter. It may be

a good predictor of achieving a pathological complete response to neoadjuvant therapy; however, the

complex mechanisms responsible for in�ammatory processes, as well as various factors that may

modulate the immune response in the course of breast cancer, such as TILs, vitamin D3 levels,

changes in the immune system resulting from aging and other co-morbidities may signi�cantly a�ect

the value of this biomarker. Therefore, the introduction of NLR as a biomarker of the NACT response

does undoubtedly require further research and consideration of several other parameters, and

probably speci�cation of patient groups to which it could be applied.

Source of funding

This work received no funding.

Other References

Queen, M. M., Ryan, R. E., Holzer, R. G., Keller-Peck, C. R., & Jorcyk, C. L. (2005). Breast cancer cells

stimulate neutrophils to produce oncostatin M: potential implications for tumor progression.

Cancer Research, 65(20), 8896-8904.

qeios.com doi.org/10.32388/USPJ73 16

https://www.qeios.com/
https://doi.org/10.32388/USPJ73


References

1. ^Wojciechowska, U., & Didkowska, J. (Year). Zachorowania i zgony na nowotwory złośliwe w Polsce [In

cidence and deaths from malignant neoplasms in Poland]. Krajowy Rejestr Nowotworów [National Can

cer Registry], Narodowy Instytut Onkologii im. Marii Skłodowskiej-Curie – Państwowy Instytut Badaw

czy [Maria Skłodowska-Curie National Institute of Oncology – State Research Institute]. Available at ht

tp://onkologia.org.pl/raporty/ Accessed 28/02/2022.

2. ^Saadatmand, S., Bretveld, R., Siesling, S., & Tilanus-Linthorst, M. M. (2015). In�uence of tumour stage

at breast cancer detection on survival in modern times: population based study in 173,797 patients. BMJ,

351, h4901. https://doi.org/10.1136/bmj.h4901. PMID: 26442924; PMCID: PMC4595560.

3. ^Guthrie, G. J., Charles, K. A., Roxburgh, C. S., Horgan, P. G., McMillan, D. C., & Clarke, S. J. (2013). The sy

stemic in�ammation-based neutrophil-lymphocyte ratio: experience in patients with cancer. Critical R

eviews in Oncology/Hematology, 88(1), 218-230. https://doi.org/10.1016/j.critrevonc.2013.03.010. PMI

D: 23602134.

4. a, b, cMcMillan, D. C. (2009). Systemic in�ammation, nutritional status and survival in patients with ca

ncer. Current Opinion in Clinical Nutrition and Metabolic Care, 12(3), 223-226. https://doi.org/10.1097/

MCO.0b013e32832a7902. PMID: 19318937.

5. ^Templeton, A. J., Ace, O., McNamara, M. G., Al-Mubarak, M., Vera-Badillo, F. E., Hermanns, T., Seruga,

B., Ocaña, A., Tannock, I. F., & Amir, E. (2014). Prognostic role of platelet to lymphocyte ratio in solid tu

mors: a systematic review and meta-analysis. Cancer Epidemiology, Biomarkers & Prevention, 23(7), 1

204-1212. https://doi.org/10.1158/1055-9965.EPI-14-0146. PMID: 24793958.

6. ^Denkert, C., Loibl, S., Noske, A., Roller, M., Müller, B. M., Komor, M., Budczies, J., Darb-Esfahani, S., Kro

nenwett, R., Hanusch, C., von Törne, C., Weichert, W., Engels, K., Solbach, C., Schrader, I., Dietel, M., & vo

n Minckwitz, G. (2010). Tumor-associated lymphocytes as an independent predictor of response to neoa

djuvant chemotherapy in breast cancer. Journal of Clinical Oncology, 28(1), 105-113. https://doi.org/10.1

200/JCO.2009.23.7370. PMID: 19917869.

7. ^Faria, S. S., Fernandes, P. C. Jr., Silva, M. J., Lima, V. C., Fontes, W., Freitas-Junior, R., Eterovic, A. K., & F

orget, P. (2016). The neutrophil-to-lymphocyte ratio: a narrative review. Ecancermedicalscience, 10, 70

2. https://doi.org/10.3332/ecancer.2016.702. PMID: 28105073; PMCID: PMC5221645.

8. ^Ethier, J. L., Desautels, D., Templeton, A., Shah, P. S., & Amir, E. (2017). Prognostic role of neutrophil-to

-lymphocyte ratio in breast cancer: a systematic review and meta-analysis. Breast Cancer Research, 19

qeios.com doi.org/10.32388/USPJ73 17

https://www.qeios.com/
https://doi.org/10.32388/USPJ73


(1), 2. https://doi.org/10.1186/s13058-016-0794-1. PMID: 28057046; PMCID: PMC5217326.

9. ^Cupp, M. A., Cariolou, M., Tzoulaki, I., Aune, D., Evangelou, E., & Berlanga-Taylor, A. J. (2020). Neutro

phil to lymphocyte ratio and cancer prognosis: an umbrella review of systematic reviews and meta-ana

lyses of observational studies. BMC Medicine, 18(1), 360. https://doi.org/10.1186/s12916-020-01817-1.

PMID: 33213430; PMCID: PMC7678319.

10. a, bHuszno, J., & Kolosza, Z. (2019). Prognostic value of the neutrophil-lymphocyte, platelet-lymphocyt

e and monocyte-lymphocyte ratio in breast cancer patients. Oncology Letters, 18(6), 6275-6283. http

s://doi.org/10.3892/ol.2019.10966. PMID: 31788105; PMCID: PMC6865674.

11. a, bHoward, R., Kanetsky, P. A., & Egan, K. M. (2019). Exploring the prognostic value of the neutrophil-t

o-lymphocyte ratio in cancer. Scienti�c Reports, 9(1), 19673. https://doi.org/10.1038/s41598-019-5621

8-z. PMID: 31873162; PMCID: PMC6928022.

12. a, bCorbeau, I., Jacot, W., & Guiu, S. (2020). Neutrophil to Lymphocyte Ratio as Prognostic and Predictiv

e Factor in Breast Cancer Patients: A Systematic Review. Cancers (Basel), 12(4), 958. https://doi.org/10.3

390/cancers12040958. PMID: 32295078; PMCID: PMC7226461.

13. a, b, cZhou, Q., Dong, J., Sun, Q., Lu, N., Pan, Y., & Han, X. (2021). Role of neutrophil-to-lymphocyte ratio

as a prognostic biomarker in patients with breast cancer receiving neoadjuvant chemotherapy: a meta-

analysis. BMJ Open, 11(9), e047957. https://doi.org/10.1136/bmjopen-2020-047957. PMID: 34561257; P

MCID: PMC8475153.

14. ^Chae, S., Kang, K. M., Kim, H. J., Kang, E., Park, S. Y., Kim, J. H., Kim, S. H., Kim, S. W., & Kim, E. K. (201

8). Neutrophil-lymphocyte ratio predicts response to chemotherapy in triple-negative breast cancer. Cu

rrent Oncology, 25(2), e113-e119. https://doi.org/10.3747/co.25.3888. PMID: 29719435; PMCID: PMC592

7790.

15. ^https://ctep.cancer.gov/protocoldevelopment/electronic_applications/ctc.htm#ctc_50

16. ^Graziano, V., Grassadonia, A., Iezzi, L., Vici, P., Pizzuti, L., Barba, M., Quinzii, A., Camplese, A., Di Marin

o, P., Peri, M., Veschi, S., Alberti, S., Gamucci, T., Di Gioacchino, M., De Tursi, M., Natoli, C., & Tinari, N.

(2019). Combination of peripheral neutrophil-to-lymphocyte ratio and platelet-to-lymphocyte ratio is

predictive of pathological complete response after neoadjuvant chemotherapy in breast cancer patients.

Breast, 44, 33-38. https://doi.org/10.1016/j.breast.2018.12.014. PMID: 30611095.

17. ^Viala, M., Chiba, A., Thezenas, S., Delmond, L., Lamy, P. J., Mott, S. L., Schroeder, M. C., Thomas, A., & J

acot, W. (2018). Impact of vitamin D on pathological complete response and survival following neoadju

qeios.com doi.org/10.32388/USPJ73 18

https://www.qeios.com/
https://doi.org/10.32388/USPJ73


vant chemotherapy for breast cancer: a retrospective study. BMC Cancer, 18(1), 770. https://doi.org/10.11

86/s12885-018-4686-x. PMID: 30060745; PMCID: PMC6066931.

18. a, b, c, dYoon, C. I., Park, S., Cha, Y. J., Lee, H. S., Bae, S. J., Cha, C., Lee, D. Y., Ahn, S. G., & Jeong, J. (2020).

Associations between absolute neutrophil count and lymphocyte-predominant breast cancer. Breast, 5

0, 141-148. https://doi.org/10.1016/j.breast.2019.09.013. PMID: 31607527; PMCID: PMC7375640.

19. ^Wariss, B. R., de Souza Abrahao, K., de Aguiar, S. S., Bergmann, A., & Thuler, L. C. S. (2017). E�ectivene

ss of four in�ammatory markers in predicting prognosis in 2374 women with breast cancer. Maturitas, 1

01, 51-56.

20. a, bDe Larco, J. E., Wuertz, B. R., & Furcht, L. T. (2004). The potential role of neutrophils in promoting th

e metastatic phenotype of tumors releasing interleukin-8. Clinical Cancer Research, 10, 4895-4900.

21. a, b, cel-Hag, A., & Clark, R. A. (1987). Immunosuppression by activated human neutrophils. Dependenc

e on the myeloperoxidase system. The Journal of Immunology, 139(7), 2406-2413.

22. ^Denkert, C., Loibl, S., Noske, A., Roller, M., Müller, B. M., Komor, M.,... von Minckwitz, G. (2010). Tumor

-associated lymphocytes as an independent predictor of response to neoadjuvant chemotherapy in brea

st cancer. Journal of Clinical Oncology, 28(1), 105-113.

23. ^Loi, S., Dubey, D., Adams, S., Pruneri, G., Francis, P. A., Lacroix-Triki, M.,... Salgado, R. (2019). Tumor-i

n�ltrating lymphocytes and prognosis: a pooled individual patient analysis of early-stage triple-negati

ve breast cancers. Journal of Clinical Oncology, 37(7), 559-569.

24. ^Forget, P., Khalifa, C., Defour, J. P., Latina, D., Van Pel, M. C., & De Kock, M. (2017). What is the normal

value of the neutrophil-to-lymphocyte ratio? BMC Research Notes, 10(1), 12. https://doi.org/10.1186/s1

3104-016-2335-5.

25. ^Zahorec, R. (2021). Neutrophil-to-lymphocyte ratio, past, present and future perspectives. Bratislavsk

é Lekárske Listy, 122(7), 474-488. https://doi.org/10.4149/BLL_2021_078. PMID: 34161115.

26. a, bKoh, Y. W., Lee, H. J., Ahn, J. H., Lee, J. W., Gong, G., & Paik, N. S. (2014). Prognostic signi�cance of the

ratio of absolute neutrophil to lymphocyte counts for breast cancer patients with ER/PR-positivity and

HER2-negativity in neoadjuvant setting. Tumour Biology, 35(9), 9823-9830.

27. a, bAsano, Y., Kashiwagi, S., Onoda, N., Noda, S., Kawajiri, H., Takashima, T.,... Ohira, M. (2016). Predicti

ve value of neutrophil/lymphocyte ratio for e�cacy of preoperative chemotherapy in triple-negative br

east cancer. Annals of Surgical Oncology, 23(4), 1104-1110.

28. ^Chen, Y., Chen, K., Xiao, X., Nie, Y., & Qu, S. (2016). Pretreatment neutrophil-to-lymphocyte ratio is co

rrelated with response to neoadjuvant chemotherapy as an independent prognostic indicator in breast c

qeios.com doi.org/10.32388/USPJ73 19

https://www.qeios.com/
https://doi.org/10.32388/USPJ73


ancer patients: a retrospective study. BMC Cancer, 16(1), 320.

29. ^Marín Hernández, C., Piñero Madrona, A., Gil Vázquez, P. J., Canteras Jordana, M., & Parrilla Paricio, P.

(2018). Usefulness of lymphocyte-to-monocyte, neutrophil-to-monocyte, and neutrophil-to-lymphoc

yte ratios as prognostic markers in breast cancer patients treated with neoadjuvant chemotherapy. Clini

cal and Translational Oncology, 20(4), 476-483.

30. ^Płudowski, P., Ducki, C., Konstantynowicz, J., & Jaworski, M. (2016). Vitamin D status in Poland. Polish

Archives of Internal Medicine, 126(7-8), 530-539. https://doi.org/10.20452/pamw.3479. PMID: 275098

42.

31. ^Lips, P., Cashman, K. D., Lamberg-Allardt, C., Bischo�-Ferrari, H. A., Obermayer-Pietsch, B., Bianchi,

M. L.,... Mithal, A. (2019). Current vitamin D status in European and Middle East countries and strategie

s to prevent vitamin D de�ciency: a position statement of the European Calci�ed Tissue Society. Europea

n Journal of Endocrinology, 180, P23–P54.

32. a, bMartens, P. J., Gysemans, C., Verstuyf, A., & Mathieu, C. (2020). Vitamin D's E�ect on Immune Functi

on. Nutrients, 12(5), 1248. https://doi.org/10.3390/nu12051248.

33. ^Akbas, E. M., Gungor, A., Ozcicek, A., Akbas, N., Askin, S., & Polat, M. (2016). Vitamin D and in�ammati

on: evaluation with neutrophil-to-lymphocyte ratio and platelet-to-lymphocyte ratio. Archives of Med

ical Science, 12(4), 721-727. https://doi.org/10.5114/aoms.2015.50625.

34. a, bWang, S. Y., Shen, T. T., Xi, B. L., Shen, Z., & Zhang, X. (2021). Vitamin D a�ects the neutrophil-to-ly

mphocyte ratio in patients with type 2 diabetes mellitus. Journal of Diabetes Investigation, 12(2), 254-2

65. https://doi.org/10.1111/jdi.13338.

35. ^Ahmed El-Sharkawy, & Ahmed Malki. (2020). Vitamin D Signaling in In�ammation and Cancer: Mole

cular Mechanisms and Therapeutic Implications. Molecules, 25(14), 3219. https://doi.org/10.3390/mole

cules25143219.

36. ^JoEllen Welsh. (2021). Vitamin D and Breast Cancer: Mechanistic Update. JBMR Plus, 5(12), e10582. htt

ps://doi.org/10.1002/jbm4.10582.

37. ^Voutsadakis, I. A. (2021). Vitamin D baseline levels at diagnosis of breast cancer: A systematic review a

nd meta-analysis. Hematology/Oncology and Stem Cell Therapy, 14(1), 16-26. https://doi.org/10.1016/

j.hemonc.2020.08.005.

38. ^Blasiak, J., Pawlowska, E., Chojnacki, J., Szczepanska, J., Fila, M., & Chojnacki, C. (2020). Vitamin D in

Triple-Negative and BRCA1-De�cient Breast Cancer: Implications for Pathogenesis and Therapy. Intern

ational Journal of Molecular Sciences, 21(10), 3670. https://doi.org/10.3390/ijms21103670.

qeios.com doi.org/10.32388/USPJ73 20

https://www.qeios.com/
https://doi.org/10.32388/USPJ73


39. ^Lee, K., Kruper, L., Dieli-Conwright, C. M., & Mortimer, J. E. (2019). The Impact of Obesity on Breast Ca

ncer Diagnosis and Treatment. Current Oncology Reports, 21(5), 41. https://doi.org/10.1007/s11912-019

-0787-1.

40. ^Orlandini, L. F., Pimentel, F. F., Andrade, J. M., Reis, F. J. C. D., Mattos-Arruda, L., & Tiezzi, D. G. (2021).

Obesity and high neutrophil-to-lymphocyte ratio are prognostic factors in non-metastatic breast cance

r patients. Brazilian Journal of Medical and Biological Research, 54(10), e11409. https://doi.org/10.159

0/1414-431X2021e11409.

Declarations

Funding: No speci�c funding was received for this work.

Potential competing interests: No potential competing interests to declare.

qeios.com doi.org/10.32388/USPJ73 21

https://www.qeios.com/
https://doi.org/10.32388/USPJ73

