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Introduction. Breast cancer is considered nowadays the most prevalent cancer worldwide. The molecular era has successfully
divided breast cancer into subtypes based on the various hormonal receptors. These molecular subtypes play a major role in
determining the neoadjuvant chemotherapy to be administered. It was noted that the use of neoadjuvant chemotherapy was
associated with higher achievement of pathological complete response. The aim of the study was to determine the predictive
role of breast cancer subtypes in the efficacy and prognosis of neoadjuvant chemotherapy regimens. Methods. Combining dose
dense anthracycline-based, regular dose anthracycline-based, and nonanthracycline-based chemotherapy, we observed data
from 87 patients with breast cancer who received surgery after administration of neoadjuvant chemotherapy at our institution
between January 2015 and July 2018. The patients were classified into luminal A, luminal B, HER2 overexpression, and triple
negative breast cancer as well as low Ki67 (≤14%) and high Ki67 (>14%) expression groups using immunohistochemistry.
Pathologic complete response was the only neoadjuvant chemotherapy outcome parameter. To evaluate variables associated
with pathologic complete response, we used univariate analyses followed by multivariate logistic regression. Results. 87 patients
with breast cancer were classified into different subtypes according to the 12th St. Gallen International Breast Cancer
Conference. The response rate to neoadjuvant chemotherapy was significantly different (p = 0:046) between the subgroups.
There were significant correlations between pathological complete response (pCR) and ER status (p < 0:0001), HER2 (p = 0:013),
molecular subtypes (p = 0:018), T stage (p = 0:024), N stage before chemotherapy (p = 0:04), and type of chemotherapy
(p = 0:029). Luminal B type patients had the lowest pCR, followed by luminal A type patients. Conclusion. Evaluating molecular
subtype’s significance in breast cancer prognosis warrants additional studies in our region with extensive data about patient-
specific neoadjuvant chemotherapy regimens. Our study was able to reproduce results complementary to those present in the
literature in other outcomes.

1. Introduction

Breast cancer is the most prevalent cancer and is associated
with a high mortality rate in females worldwide as well as
in the Middle East region. It has been shown in 2013 that
breast cancer in Arab women comprises 14-41% of all

tumors and is diagnosed on average in 9-50 cases per
100000 women per year while still being on the rise [1].

The use of neoadjuvant chemotherapy (NCT) is associ-
ated with higher achievement of pathological complete
response (pCR), defined as the absence histologically of
cancer cells or their presence in situ in breast tissue with
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no lymph node involvement [2, 3]. Pathological complete
response was found to be associated with a more favorable
prognosis in terms of disease-free survival or relapse-free
survival in certain molecular subclasses of breast cancer
[4–6].

The molecular subtype of the breast cancer constitutes
an important prognostic tool when it comes to choosing
the most appropriate neoadjuvant chemotherapeutic treat-
ment [4]. In a retrospective study on 240 Chinese women
diagnosed with breast cancer, it has been shown that ER
and Ki67 expression percentage correlated with pCR rates
while age, size of tumor, menstrual status, HER2 overexpres-
sion, and metastasis to lymph nodes did not [3]. Addition-
ally, luminal A and B malignancies benefited the least from
NCT. Analysis pointed out that higher pCR rates were cor-
related with the Ki67 expression of more than 40% while
the Ki67 expression of less than 40% before chemotherapy
was associated with favorable long-term prognosis [3].
Although a recent study has shown excellent survival out-
come for patients with hormone-positive, lymph node nega-
tive disease, early-stage progesterone receptor negative
breast cancer is associated with more aggressive features,
poorer outcome, and decreased rate of pCR [7, 8].

In comparison to Europe and the USA, Arab women
suffer on average from a more aggressive breast cancer.
Indeed, the mean age of presentation of the disease is 10
years earlier for Arab women with the most predominant
type being invasive ductal carcinoma [1]. Although breast
cancer prevalence is lower than in western countries, higher
rates of both inflammatory breast cancers and metastasis to
lymph nodes have been noted in the Arab region [1]. Nota-
bly, in a chart review of 624 patients presenting with breast
cancer between 1990 and 2013 in a Lebanese hospital,
35.4% were luminal A breast cancers while 8.4% were lumi-
nal B and 11.6% were triple negative [9]. Moreover, the
predominance of the ER positivity in this study conflicts
with the Arab standards where the breast cancer tends to
be ER receptor negative [9].

In a meta-analysis that included 16 studies with 3776
patients with early-stage breast cancer, administration of
NAC before locoregional therapy showed that pathological
response is prognostic for relapse-free, disease-free, and
overall survival [10].

In this study, we will investigate the clinical significance
of breast cancer molecular subtypes including Ki67 on path-
ological complete response and overall survival, in a tertiary
care center in Lebanon. This correlation needs to be further
studied in the Middle East region to be able to apply a stan-
dardized, yet personalized approach to breast cancer treat-
ment in the region.

2. Patients and methods

2.1. Patients. In a retrospective study, we included 87 con-
secutive female breast cancer patients with early-stage dis-
ease (stage I, II, III) without evidence of metastasis who
were treated at our institution between January 2015 and
July 2018. All included patients were aged 18 or more with
an Eastern Cooperative Oncology Group (ECOG) score

ranging between 0 and 1. Diagnosis of breast cancer was
confirmed by pathological examination after core needle
biopsies. All patients with a history of previous malignancy
were excluded from the study. The research protocol was
approved by the medical ethical committee of the American
University of Beirut Medical Center.

2.2. Chemotherapy. Chemotherapy regimens used were dose
dense anthracycline-based, regular dose anthracycline-
based, and nonanthracycline-based. Patients with HER2/
neu-positive disease received trastuzumab and pertuzumab
in the neoadjuvant setting and continued therapy for 1 year
after surgery.

2.3. Neoadjuvant Chemotherapy (NCT) Outcomes. Primary
analytical endpoints were pathological complete response
(pCR), partial response (PR), or stable disease .

As mentioned previously, pCR was defined as either no
pathological evidence of malignancy or only in situ residuals
after surgery with complete disappearance of lymph node
metastasis.

2.4. Statistical Analysis. Data were entered and analyzed
using SPSS version 24.0 (IBM, USA). A two-sided statistical
significance was set at a p value of 0.05. The univariate asso-
ciations were computed using Fisher’s exact test, bivariate
Pearson correlation, and Kruskal Wallis or Mann–Whitney
U tests as appropriate.

2.5. Breast Cancer Classification. Breast cancer staging was
done in accordance with the TNM staging system of the
American Joint Committee on Cancer (AJCC). Based on
the 12th St. Gallen International Breast Cancer Conference
(2011) Expert Panel, tumors were classified into five sub-
types: luminal A, luminal B, luminal B HER2 type, HER2
overexpression type, and triple negative type [11, 12]
(Table 1). Estrogen receptor (ER) and progesterone receptor
(PgR) expression through immunohistochemical staining of
invasive tumor cells were deemed positive when >10% of
tumor cells nuclei were immunoreactive [13]. The HER2
protein expression was defined positive when staining was
3+ in >10% of tumor cells or when the average of HER2
copy number was ≥6.0 signals/cell using fluorescent in situ
hybridization (FISH) [14]. Tumor cells were considered
FISH negative when the average HER2 copy number was
<4.0 signals/cell [14]. As for the Ki67 expression, the average
method was used to identify Ki67 positive tumors, following
which, the percentages of Ki67-positive tumor cells were
calculated. A Ki67 index of ≤14% was defined as low expres-
sion, whereas Ki67 index >14% was considered as high
expression.

3. Results

Among the 87 patients with breast cancer, there were 12
patients (13.8%) with luminal A, 22 patients (25.3%) with
luminal B, 23 patients (26.4%) with luminal B HER2 type,
9 patients (10.3%) with triple negative type, and 16 patients
(18.3%) with HER2 type. Molecular subtypes could not be
determined in 5 patients (5.7%).
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There was no significant correlation between age, men-
strual status, T and N stage before chemotherapy, and
molecular subtypes as shown in Table 2. However, Ki67
expressions with a cut-off of 14% (p < 0:0001) were signifi-
cantly differently distributed between molecular subtypes,
being the highest in luminal B subtype. The response rate
to neoadjuvant chemotherapy also significantly differed
(p = 0:046) between the subgroups.

A univariate analysis of clinicopathological indicators
and pCR showed no significant correlation between pCR
and age, menstrual status, size of tumor, N stage before che-
motherapy, ER/PR/HER2 status, expression of Ki67, or type
of chemotherapy received (anthracycline-based chemother-
apy vs. nonanthracycline-based chemotherapy).

The multivariate logistic regression analysis of the corre-
lation between pCR and clinicopathological features showed
significant correlations between pCR and ER status
(p < 0:0001), HER2 (p = 0:013), molecular subtypes
(p = 0:018), T stage (p = 0:024), N stage before chemother-
apy (p = 0:04), and type of chemotherapy (p = 0:029).

Luminal B type patients had the lowest pCR, followed by
luminal A type patients (23% in luminal B versus 25% in
luminal A). The highest pCR rate was seen in patients with
luminal B HER2 type followed by triple negative breast can-
cer (TNBC) and HER2 type, respectively.

4. Discussion

In our study, we analyzed the efficacy of neoadjuvant che-
motherapy regimens in 87 breast cancer patients from sev-
eral countries of the Middle East treated at the American
University of Beirut Medical Center in Beirut, Lebanon.

The molecular subtypes associated with the lowest pCR
rates were luminal B and luminal A, comprising 23% (5/
22) and 25% (3/12), respectively (Figure 1). In a cohort study
by Carey et al., pCR for the combined luminal subtypes
(luminal A and luminal B) was similarly the lowest among
the molecular subtypes identified (7%; p = 0:01), and the
pCR for triple negative subtype and HER2 subtype was sig-
nificantly higher (respectively, 27% and 36%, p = 0:01)
[15]. Carey et al. have found that luminal B subtype was
associated with a better pCR compared to luminal A, with
15% of luminal B achieving pCR versus none of luminal A

[15]. Our study confirms these findings, where 25% of
patients with luminal B versus 23% of patients with luminal
A had achieved pCR.

The response to neoadjuvant chemotherapy in our study
was significantly higher (p = 0:046) in patients with ER/PR
negative tumors, such as triple negative type, HER2 overex-
pression type, and luminal B HER2 molecular subtype.
Moreover, patients with luminal A molecular subtype had
only 25% (3/12) pCR, and patients with luminal B molecular
subtype had 23.8% (5/21) pCR. As mentioned previously,
patients with triple negative, HER2 overexpression, and
luminal B HER2 molecular subtypes had a remarkable statis-
tically significant response to NCT, with 55.55% (5/9), 50%
(8/16), and 60.8% (14/23) achieving pCR, respectively. The
previous findings do not fall in line with what is reported
in the literature. Hence, in a study conducted by Wang
et al., patients with triple negative tumors had a pCR of
23.8%, and patients with HER2 overexpression tumors had
a pCR of 22.6%, comprising the highest proportion of
patients [3]. However, it is worth noting that Carey et al.
revealed that patients achieving pCR had no significant sur-
vival benefit compared to those with no pCR regardless of
endocrine responsiveness [13]. In this regard, Berruti et al.
conducted a meta-regression analysis of 29 heterogenous
neoadjuvant trials further proving that pCR is not a surrogate
end point for outcomes in patients with breast cancer [16].

When comparing other prognostic factors and as shown
in Table 3, age (p = 0:615), menstrual status (p = 0:664), T
stage (p = 0:663), and N stage (p = 0:374) were not found
to be correlated with the percentage of pCR achieved. There
was also no statistically significant difference in hormonal
status (p = 0:05) and Ki67 expression (p = 0:606). Lastly,
chemotherapy administration was not associated with any
significant difference (p = 0:911) in achieving pCR. On the
other hand, pCR to chemotherapy (p = 0:046) and Ki67
expressions with a cut-off threshold of 14% (p = 0:0001)
were significantly differently distributed between the molecu-
lar subtypes being the highest in the luminal B and luminal A,
respectively. Breast cancer molecular subtypes in our study
sample were equally distributed among age (p = 0:339), men-
strual status (p = 0:6060), T stage (p = 0:125), and N stage
(p = 0:5960). These findings are shown in Table 2. However,
after undergoing a multivariate analysis, hormonal status,
except for PR (p = 0:054), T stage (p = 0:024) and N stage
(p = 0:004) were statistically significant for pCR. Further-
more, upon performing regression analysis, tumor molecular
subtype (p = 0:018) and dose of anthracyclines (p = 0:029)
were also statistically significant for pCR.

The Ki67 index is used in routine clinical practice when
evaluating breast cancer tumors. Indicating the proliferative
rate, it is expressed in all stages of the cycle except the resting
phase (G0) [17]. Through immunohistochemistry, cells can
be marked, counted, and computed as a percentage of total
cells [17]. Tumors with endocrine responsive tumors,
HER2 negative expression, and a Ki67 expression ≤ 14% are
classified as luminal A subtype [17]. Tumors fitting the first
two criteria with a Ki67 expression > 14% are classified as
luminal B subtype [17]. In that sense, patients with a high
expression of Ki67 have more cells in course of proliferation

Table 1: Molecular breast cancer subtypes based on St. Gallen
International Expert Consensus on the Primary Therapy of Early
Breast Cancer 2011.

Intrinsic subtype
Clinicopathologic interpretation

ER and/or
PgR

HER2
Ki67

expression

Lumina A type Positive Negative ≤14%
Luminal B type Positive Negative ≥ 14%

Luminal B HER2 type Positive Positive
≤14% or
≥ 14%

HER2 overexpression
type

Negative Positive
≤14% or
≥ 14%

Triple negative type Negative Negative
≤14% or
≥ 14%
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thus appear to be more sensitive to chemotherapy; hence,
patients with high Ki67 expression will likely benefit from
chemotherapy. [2, 18]. In addition, these patients are also
expected to have higher pCR rates [2, 18]. In a study done
by Ohno et al., NCT consisting of fluorouracil, epirubicin,
and cyclophosphamide was given to around 477 patients
with advanced breast cancer [19]. These patients were then
randomized to receive either docetaxel alone or docetaxel
and capecitabine. Even though there were no significant dif-
ferences in the pCR rate (docetaxel/capecitabine: 23%; doce-
taxel: 24%; p = 0:748), patients with a Ki67% greater than
10% had a higher pCR rate than those with a Ki67% less
than 10% (12.3% vs. 6.5%, p = 0:0004) [19]. Similarly, in

our study, 12 patients with luminal A subtypes had a Ki67
expression less than 14%, and none had an expression less
than 14% (p < 0:0001). This is in line with our previously
stated performance description of luminal A subtype.
Among these 12 patients, only 3 were able to achieve pCR.
In comparison, out of the 22 patients who were identified
as having a luminal B molecular subtype, 5 patients achieved
pCR. In conclusion, the Ki67 expression might be a factor
determining NCT pCR outcome in our study. Additional
studies with extensive data about patient specific NCT regi-
mens in our region are warranted to evaluate the prognostic
significance of molecular subtype in breast cancer. Even
though our findings do not represent novel data, they do

Table 2: Multivariate logistic regression analysis of the correlation between pCR and clinicopathological features.

HER2 type Luminal B Luminal B HER2 type Triple negative Luminal A p value

Age

0.339≤60 11 20 16 6 10

>60 5 2 7 3 2

Menstrual status

0.6060Premenopause 5 9 7 4 5

Menopause 8 9 14 5 5

T stage

0.1250T1-T2-T3 9 18 20 7 11

T4 7 4 3 2 1

N stage

0.5960N0 1 5 4 0 1

N1-N2-N3-Nx 15 17 19 9 11

Ki67

< 0.0001≤14 6 0 9 0 12

>14 10 22 14 9 0

Response to NCT

0.046Non-pCR 7 16 8 4 9

pCR 8 5 14 5 3

Luminal A Luminal B Her2 Type Triple negative Luminal B Her2
Type

Total number of patients 12 22 16 9 23
Number of Patients Achieving pCR 3 5 8 5 14
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Figure 1: Molecular breast cancer subtypes on the pathological complete response (pCR) rate.
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provide a real-world experience that serves as an example of
a practical clinical application of Ki67 expression profiles in
breast cancer in the new and rapidly growing world of
molecular diagnostics.

Many factors play a role in explaining the findings in our
study. First, our study was conducted retrospectively. Sec-
ond, the smaller sample size compared to the wider sample
size in other studies is a great contributing aspect to the
complementary results in our study. Moreover, even though
the predictability and prognostication of Ki67 as a bio-
marker is widely acknowledged, we were unable to investi-
gate them in our study as disease free survival rates were
unobtainable due to most patients being lost to follow up
[20]. Finally, the relatively incomplete medical history con-
cerning some patients was another limitation of our study.
For example, 4 out of 12 patients with no known molecular
subtype achieved pCR. Given our small sample size, the dis-
tribution of these 4 patients into any one of the four groups
could easily yield and obtain other results. Nevertheless, our

study was able to reproduce results similar to those present
in the literature in other outcomes.

Data Availability

The data used to support the findings of this study are
available from the corresponding author upon request.

Ethical Approval

The authors have no ethical conflicts to disclose.

Conflicts of Interest

The authors have no conflicts of interest to declare.

Authors’ Contributions

A.A. drafted the manuscript. M.B.Z and L. H contributed to
the discussion section. H.A. conceived the idea for the paper.
A.A. and C.N. and M.B.Z and L.H. followed up the patients
and proofread the manuscript. N. C and A. M proofread the
article for resubmission with major modifications have been
made to the manuscript. All authors have read and approved
the final manuscript.

References

[1] L. Chouchane, H. Boussen, and K. S. Sastry, “Breast cancer in
Arab populations: molecular characteristics and disease man-
agement implications,” The Lancet Oncology, vol. 14, no. 10,
pp. e417–e424, 2013.

[2] T. Yoshioka, M. Hosoda, M. Yamamoto et al., “Prognostic sig-
nificance of pathologic complete response and Ki67 expression
after neoadjuvant chemotherapy in breast cancer,” Breast Can-
cer, vol. 22, no. 2, pp. 185–191, 2015.

[3] J. Wang, D. Sang, B. Xu et al., “Value of breast cancer molecu-
lar subtypes and Ki67 expression for the prediction of efficacy
and prognosis of neoadjuvant chemotherapy in a Chinese pop-
ulation,” Medicine (Baltimore), vol. 95, no. 18, article e3518,
2016.

[4] P. A. Fasching, K. Heusinger, L. Haeberle et al., “Ki67, chemo-
therapy response, and prognosis in breast cancer patients
receiving neoadjuvant treatment,” BMC Cancer, vol. 11,
no. 1, pp. 1–13, 2011.

[5] L. M. Spring, G. Fell, A. Arfe et al., “Pathologic complete
response after neoadjuvant chemotherapy and impact on
breast cancer recurrence and survival: a comprehensive
meta-analysis,,” Clinical Cancer Research, vol. 26, no. 12,
pp. 2838–2848, 2020.

[6] M. G. Davey, E. Kerin, C. O'Flaherty et al., “Clinicopathologi-
cal response to neoadjuvant therapies and pathological com-
plete response as a biomarker of survival in human
epidermal growth factor receptor-2 enriched breast cancer -
a retrospective cohort study,” Breast, vol. 59, pp. 67–75, 2021.

[7] M. G. Davey, É. J. Ryan, P. J. Folan et al., “The impact of pro-
gesterone receptor negativity on oncological outcomes in
oestrogen-receptor-positive breast cancer,” BJS Open, vol. 5,
no. 3, 2021.

[8] M. G. Davey, É. J. Ryan, P. F. McAnena et al., “Disease recur-
rence and oncological outcome of patients treated surgically

Table 3: Univariate analysis of clinicopathological indicators and
pCR.

Number of
cases

Number of
pCR

Percentage of
pCR

p
value

Age

0.615≤60 67 30 45%

>60 20 7 35%

Menstrual
status

0.664Menopause 45 20 44%

Premenopause
30 11 37%

T stage

0.663T1-T2-T3 70 31 44%

T4 17 6 35%

N stage

0.374
N0 12 3 25%

N1-N2-N3-
Nx

75 34 45%

ER

0.461Negative 27 14 52%

Positive 60 23 38%

PR

0.169Negative 40 22 55%

Positive 47 15 32%

HER2

0.151Negative 47 15 32%

Positive 39 22 56%

Ki67

0.606≤14 30 11 37%

>14 57 26 46%

Chemotherapy

0.911AC 51 23 45%

No AC 6 3 50%

5International Journal of Breast Cancer



with curative intent for estrogen receptor positive, lymph node
negative breast cancer,” Surgical Oncology, vol. 37, article
101531, 2021.

[9] G. Chahine, E. el Rassy, A. Khazzaka et al., “Characteristics of
incident female breast cancer in Lebanon, 1990-2013: descrip-
tive study of 612 cases from a hospital tumor registry,” Cancer
Epidemiology, vol. 39, no. 3, pp. 303–306, 2015.

[10] X. Kong, M. S. Moran, N. Zhang, B. Haffty, and Q. Yang,
“Meta-analysis confirms achieving pathological complete
response after neoadjuvant chemotherapy predicts favourable
prognosis for breast cancer patients,” European Journal of
Cancer, vol. 47, no. 14, pp. 2084–2090, 2011.

[11] A. Goldhirsch, W. C. Wood, A. S. Coates et al., “Strategies for
subtypes–dealing with the diversity of breast cancer: highlights
of the St Gallen International Expert Consensus on the Pri-
mary Therapy of Early Breast Cancer 2011,” Annals of Oncol-
ogy, vol. 22, no. 8, pp. 1736–1747, 2011.

[12] A. Goldhirsch, E. P. Winer, A. S. Coates et al., “Personalizing
the treatment of women with early breast cancer: highlights
of the St Gallen International Expert Consensus on the Pri-
mary Therapy of Early Breast Cancer 2013,” Annals of Oncol-
ogy, vol. 24, no. 9, pp. 2206–2223, 2013.

[13] K. H. Allison, M. E. H. Hammond,M. Dowsett et al., “Estrogen
and progesterone receptor testing in breast cancer: American
Society of Clinical Oncology/College of American Pathologists
Guideline Update,” Archives of Pathology & Laboratory Medi-
cine, vol. 144, no. 5, pp. 545–563, 2020.

[14] L. Lin, D. Sirohi, J. F. Coleman, and H. E. Gulbahce, “American
society of clinical oncology/college of American pathologists
2018 focused update of breast cancer HER2 FISH testing
GuidelinesResults from a national reference laboratory,”
American Journal of Clinical Pathology, vol. 152, no. 4,
pp. 479–485, 2019.

[15] L. A. Carey, E. C. Dees, L. Sawyer et al., “The triple negative
paradox: primary tumor chemosensitivity of breast cancer
subtypes,” Clinical Cancer Research, vol. 13, no. 8, pp. 2329–
2334, 2007.

[16] A. Berruti, V. Amoroso, F. Gallo et al., “Pathologic complete
response as a potential surrogate for the clinical outcome in
patients with breast cancer after neoadjuvant therapy: a
meta-regression of 29 randomized prospective studies,” Jour-
nal of Clinical Oncology, vol. 32, no. 34, pp. 3883–3891, 2014.

[17] G. Kanyılmaz, B. B. Yavuz, M. Aktan, M. Karaağaç, M. Uyar,
and S. Fındık, “Prognostic importance of Ki-67 in breast can-
cer and its relationship with other,” vol. 15, no. 4, pp. 256–
261, 2019.

[18] E. de Azambuja, F. Cardoso, G. de Castro Jr. et al., “Ki-67 as
prognostic marker in early breast cancer: a meta-analysis of
published studies involving 12 155 patients,” British Journal
of Cancer, vol. 96, no. 10, pp. 1504–1513, 2007.

[19] S. Ohno, L. W. C. Chow, N. Sato et al., “Randomized trial of
preoperative docetaxel with or without capecitabine after 4
cycles of 5-fluorouracil– epirubicin–cyclophosphamide
(FEC) in early-stage breast cancer: exploratory analyses iden-
tify Ki67 as a predictive biomarker for response to neoadjuvant
chemotherapy,” Breast Cancer Research and Treatment,
vol. 142, no. 1, pp. 69–80, 2013.

[20] M. G. Davey, S. O. Hynes, M. J. Kerin, N. Miller, and A. J. Low-
ery, “Ki-67 as a prognostic biomarker in invasive Breast Can-
cer,” Breast Cancer, vol. 13, no. 17, p. 4455, 2021.

6 International Journal of Breast Cancer


	Clinical Significance of Breast Cancer Molecular Subtypes and Ki67 Expression as a Predictive Value for Pathological Complete Response following Neoadjuvant Chemotherapy: Experience from a Tertiary Care Center in Lebanon
	1. Introduction
	2. Patients and methods
	2.1. Patients
	2.2. Chemotherapy
	2.3. Neoadjuvant Chemotherapy (NCT) Outcomes
	2.4. Statistical Analysis
	2.5. Breast Cancer Classification

	3. Results
	4. Discussion
	Data Availability
	Ethical Approval
	Conflicts of Interest
	Authors’ Contributions

