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Abstract

Background: Clinicopathological features in Triple Negative Breast
Cancer may be different by ethnicity. However, little is known
about the characteristics of this subtype in Togolese women. The
purpose of this retrospective study was to analyze the clinical and
pathological features of triple negative breast cancer in Togolese
women and evaluate the survival of patients treated.

Methods: Medical records of all breast cancer patients diagnosed
between 2016 and 2021 were reviewed and triple negative breast
cancers were selected for the study. Clinicopathologic variables
and clinical outcomes of these patients were evaluated.

Results: Sixty-two breast cancer cases (19.1%) were identified
as triple negative breast cancer. The mean age of patients
was 53.1 years with a range from 30 to 85 years. Ten patients
(16.1%) were below 40 years of age and forty-six patients (74.2%)
were menopausal. The majority of patients (n = 56, 90.3%) had
infiltrating ductal carcinoma. More than half of the patients (n =
32, 51.6%) had histological grade 3 tumors. Most patients (n =
37, 59.7%) presented with stage III and IV disease. A modified
radical mastectomy was done in forty-two patients (80.8%) with
non-metastatic disease. Fifty-one patients (82.3%) were treated
with anthracyclines and taxane-based chemotherapy. Nineteen
patients (36.5%) received radiotherapy in an adjuvant setting. The
median follow-up time was 33.8 months (range from 1 month
to 72 months). Sixteen patients had a recurrence and 28 deaths
occurred. The overall survival at 5 years of patients with non-
metastatic and metastatic disease was respectively 65.4% and
20%.

Conclusion: Triple breast occurred in

predominance in post-menopausal Togolese women.

negative cancer
Poor
survival in our patients was correlated with larger tumor size and
the presence of metastasis at diagnosis. This emphasizes the

importance of early detection of breast cancer in our country.

Abbreviations

TNBC: Triple Negative Breast Cancer; ER: Estrogen Receptor;
PR: Progesterone Receptor; HER2: Human Epidermal growth
factor Receptor 2; BRCA: Breast Cancer gene; WHO: World Health
Organization; AJCC: American Joint Committee on Cancer; TNM:
Tumor Node Metastases; SPSS: Statistical Package for the Social
Sciences.

Introduction
Triple Negative Breast Cancer (TNBC) accounts for 10% to 20% of
all breast cancer worldwide but remains the deadliest subgroup of
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breast cancer [1,2].

TNBC is defined by the absence of expression of the Estrogen
(ER),
Epidermal Growth Factor Receptor 2 (HER2) over expression [3].

Receptor Progesterone Receptor (PR), and Human
TNBC is a highly heterogeneous form of breast cancer that is
often characterized by aggressive clinicopathologic features [4,5].
Patients with TNBC are more likely to experience relapse within
the first 3 years and are at high risk of death in the first five years

following diagnosis [5,6].

Many reports from different countries across the world
documented clinicopathological features in TNBC that may be
different by ethnicity [7-10]. Population-based studies have
reported that West African ancestry is associated with a higher
TNBC prevalence and worse disease outcomes [11]. In Togo, a
small country in West Africa, previous studies showed that breast
cancer is common cancer among women and triple negative
breast cancer has been reported as the predominant molecular
subtype [12-15]. However, little is known about the characteristics
of this subtype in Togolese women.

The purpose of this retrospective study, carry out for the first time
in Togo was to analyze the clinical and pathological features of
triple negative breast cancer in Togolese women and evaluate the
survival of patients treated.

Patients and Methods

Patients

This is a retrospective and descriptive study of the patients who
attended the oncology department of the Sylvanus Olympio
teaching hospital of Lome for a confirmed diagnosis of breast
cancer from March 2016 to March 2021 (5 years). The medical
files of these patients were reviewed.

The status of ER, PR, and HER2 was determined by
immunohistochemical staining for quantitative and qualitative
assessment. Negativity was defined for less than 1% positive
tumors cells. HER 2-neu score < was considered negative.

The data collected include clinical variables such as age at
diagnosis, laterality, body mass index, family history of cancer,
and parity. Variables related to tumor characteristics (including
tumor size, histological tumor type, tumor grade, lymph node
involvement, stage, BRCA mutation), treatment modalities and
survival of patients were also collected.

Breast cancer has been classified according to the World Health
Organization 2012 (WHO 2012). Histological classification was
performed using the Nottingham classification system and
staging according to the 8™ edition of the AJCC classification of
2017.

Follow-up of patients was scheduled to be every 3 months for the
first two years post-treatment, every 6 months for the next 3 years,
and then annually. Survival data were updated through medical

records and Telephone interviews. Our final follow-up deadline
was March 01, 2022.

Statistic
Statistical analysis and data processing was performed with the
software SPSS version 20.

Descriptive data were expressed in percentage or median or
mean.

The overall survival was defined as the time from the date of
diagnosis (date of pathological confirmation of breast cancer)
to the date of death or last follow-up. Survival estimations
were performed using the Kaplan -Meier method. Analysis of
possible factors affecting the survival was done. Univariate and
multivariate analyses were performed using a Cox proportional
hazard regression model for survival. All the variables with a
p-value at or below 0.2 in the univariate analysis were included
in the multivariate analysis. A p-value of < 0.05 was considered
statistically significant

Ethics

This study was approved by the “Comite de Bioethique pour
la Recherche en Sante (CBRS)" (Bioethics Committee for
Health Research) from the Togo Ministry of Health, Ref NO:
0101/2016/MS/CAB/DGS/DPLET/CBRS. Because this study was
a retrospective analysis, our request for the waiver of informed
consent was approved.

Results

Clinicopathological features

Among 325 patients diagnosed with breast cancer, 62 (19.1%)
were identified as having triple negative breast cancer. The mean
age of patients was 53.7 years with a range from 30 years to 85
years. One-sixth of patients (n = 10, 16.1%) were below 40 years
of age. Forty-six patients (74.2%) were menopausal and seven
patients (11.3%) were nulliparous. Eleven patients (17.7%) had
a family history of cancer. In the Body Mass Index evaluation,
nineteen patients (30.7%) were overweight and obesity was found
in more than half of the patients (n = 34, 54.8%).

The tumor was right-sided in 28 patients (45.2%) and left-sided in
34 patients (54.8%) at presentation. The majority of patients (n =
56, 90.3%) had an infiltrating ductal carcinoma, infiltrating lobular
carcinoma represented 3%. One medullary carcinoma and three
mucinous carcinomas were diagnosed. More than half of the
patients (n = 32, 51.6%) had histological grade 3 tumors. For the
lymph node involvement, 37.1% of patients (n = 23) had positive
Lymphnodes. According to TNM classification, 25 patients (40.3%)
presented with T4 tumors whereas only two patients (3.3%) had
T1 tumors. At diagnosis, only one patient (1.6%) had stage I, 24
patients (38.7%) had stage II, 27 patients (43.6%) had stage I,
and 10 patients (16.1%) presented with metastatic disease.

The identification of BRCA mutation was performed in only one
patient who did not have mutation genes. Clinicopathologic
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characteristics of patients are shown in (Table 1).

Table 1: Clinicopathologic characteristics of the patients.

Variables Number of patients (%)
Mean age (years) 53.11
Age group (years)
[30-39] 10 (16.1)
[40-49] 15(24.2)
50-59] 18 (29)
[60-69] 13(21)
=70 6(9.7)
Menopausal status
Premenopausal 16 (25.8)
Postmenopausal 46 (74.2)
Family history of cancer
Yes 1107.7)
No 51 (82.3)
Parity
Nulliparity 7(11.3)
Mutiparity 55(88.7)
Body mass index
Thinness 1(1.6)
Normal weight 8(12.9)
Overweight 19(30.7)
Obesity 34 (54.8)
Tumor Size
T1 2(3.3)
T2 25(40.3)
T3 10 (16.1)
T4 25(40.3)
Lymph nodes
NO 25 (40.3)
N1 11(17.8)
N2 9(14.5)
N3 3(4.8)
NX 14 (22.6)
Stage
I 1(1.6)
i 24(387)
11 27 (43.6)
v 10 (16.1)
Grade
1 3(4.8)
27 (43.6)
32 (51.6)

Treatment details and outcomes

Among the 52 patients with non-metastatic disease (stage I, 11,
I1I), 48 patients (92.3%) underwent surgery. A modified radical
mastectomy was done in 42 patients (80.8%) and 6 patients
(11.5%) underwent breast conservative surgery.

Forty-one patients were treated with anthracyclines and taxane-
based chemotherapy (41/52, 78.8%). Nine patients (9/41, 22%)

received neoadjuvant chemotherapy and adjuvant chemotherapy
was done in 32 patients (32/41, 78%). Nineteen patients (19/52,
36.5%) received radiotherapy in an adjuvant setting.

The ten patients who presented with metastatic disease at
diagnosis received palliative chemotherapy. All of them were
treated in the first line by an anthracyclines regimen. Two
underwent property breast surgery. (Table 2) summarizes the
treatment details of all patients.

Table 2: Treatment modalities of the patients.

Number of patients (%)
Non Metastatic disease 52/62 (83.9)
Surgery
Radical mastectomy 42 (80.8)
Conservative surgery 6(11.5)
No surgery 4(7.7)
Chemotherapy
Neoadjuvant chemotherapy 9(17.3)
Adjuvant chemotherapy 32 (61.5)
No chemotherapy 11(21.2)
Radiotherapy
Yes 19 (36.5)
No 33(63.5)
Metastatic disease 10/62 (16.1)
Breast property surgery 2 (20)
Palliative chemotherapy 10 (100)

The median follow-up time was 33.8 months [range from 1 month
to 72 months]. During the follow-up, 16 patients experienced
recurrence, and 28 deaths occurred. One patient presented
local recurrence and distal organ involvement was observed in
15 patients. Lung (8/15), liver (8/15), and nodes (6/15) was the
most common site of distal recurrence. Three patients had brain
recurrence and bone recurrence was observed in two patients.
The overall survival at 5 years of all the patients was 34.7% (Figure
1). The overall survival at 5 years of patients with non-metastatic
(stage I-1II) and metastatic disease (stage IV) was respectively
65.4% and 20%. The association between clinicopathologic
variables and overall survival was analyzed.
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Figure 1: Overall survival at 5 years of Triple negative breast cancer patients.
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Theresults of univariate and multivariate analyses are summarized
in (Table 3). Larger tumor size (T3-T4) and metastatic stage
at diagnosis were significantly correlated with shorter overall

survival. No Statistical difference was found in survival according
to the age, the menopausal status, and tumor grade.

Table 3: Prognostic factors for overall survival of triple negative breast cancer patients in univariate and multivariate Analysis.

Univariate analysis Multivariate analysis
Survival Survival

Variables n/N % HR 95%Cl P-value HRa 95% CI P-value

Age 0,34

<40 years 12-Jul 58,3 1,23 0,22-4,2

> 40 years 29/50 58 1 -

Menopausal status 0,188

Post menopausal 26/46 56,5 1 -

Pre menopausal 16-Oct 62,5 1,85 0,81-5,82

Tumor size 1,410° 38.10°

T1-T2 22/27 81,5 2,15 2,03-2,55 1,77 1,34-3,1

T3-T4 14/35 40 1 - 1 -

Stage 0,0038 0,0001

Metastatic 10-Feb 20 1 - 1 -

Non-metastatic 34/52 65,4 7.3 1,27-77,62 8,22 1,11-29,5

Grade 1,17

SBR1 3-Feb 66,7 1,55 0,98-2,03

SBR2 16/27 59,3 1,09 0,63-3,19

SBR3 18/32 56,3 1 -
Discussion research was performed on only one patient due to its high cost
This study described the clinical profile, pathological inour setting.

characteristics, and outcomes of Togolese patients with TNBC.
Several studies have suggested that women of African ancestry in
the United States and continental Africa have higher frequencies of
TNBC [1,16,17]. However, in our study, TNBC accounted for 19.1%
of breast cancer which is consistent with data reported worldwide
[1,2]. Previous studies reported a younger age at diagnosis in
TNBC [2,5]. In the current study, the mean age of patients was
53.1 years which is similar to that reported by Dent in Western
populations but higher than that observed in studies from Koweit
and Morocco [6,18—-20].

In our series, sixteen percent of patients were below the age
of forty years, Thike also reported similar findings in the Asian
population from Singapore [21].

Like In Algeria and India, the majority of our patients were
menopausal women. This is not concordant with many reports in
the literature which described TNBC in earlier onset often before
menopause [9,19,22-24].

There are several risk factors for TNBC such as BRCA mutation
and Body Mass Index (BMI). Indeed, obesity has been linked to
increasing the risk of developing TNBC in women of all ethnic
backgrounds and the association between BRCA mutations and
the development of TNBC is well established [25,26]. Obesity was
observed in more than half of our patients (54.8%). We found
17.7% of family history of breast cancer but BRCA mutation

At diagnosis, TNBC is commonly for larger tumor sizes [6]. In our
study, more than half of the patients had T3—-T4 tumors and the
rates of stage Ill and metastatic cancer are high (59.7%). This can
be explained by the rapid growth of Triple Negative tumors, the
delay in presentation often observed in our patients and other sub-
Saharan countries [14,17,27], and the lack of an organized national
screening program for breast cancer in our country.

Triple negative carcinomas are mainly high-grade ductal
carcinomas [2,4,5]. In our study, similar to many others [19,21,28],
infiltrating ductal carcinoma was the most frequent histological
type and most tumors (51.6%) were of high grade.

in TNBC
predominance of visceral sites (liver and brain) and a lower

Metastatic progression is characterized by the
incidence of bone metastasis [29,30]. In this study, we observed
a high rate of visceral metastasis in the liver and lung but only
three patients presented brain metastasis. This is contrary to
data reported by Singh in India [23], where the brain was the most
common site of recurrence followed by the liver and lung. However,
our data corroborated the lower incidence of bone metastasis in
TNBC as these metastases were found in only two patients.

When TBNC is diagnosed earlier and treated adequately, the
survival rates are comparable to non-TNBC [31].

Patients with the non-metastatic disease are managed with
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surgical intervention followed by adjuvant systemic chemotherapy
and radiotherapy (when indicated) to reduce the risk of recurrence;
neoadjuvant chemotherapy is considered in patients with the
non-operable disease [32]. In addition, as recently published [33],
Olaparib, a Poly (adenosine diphosphate-ribose) polymerase
inhibitor can be used as adjuvant therapy for patients with BRCA1
or BRCA2 germline mutation associated with early triple negative
breast cancer who have a high risk of recurrence despite standard-
of-care local and systemic therapy.

The type of surgical procedure depends on the extent of the initial
disease. In this study majority of the patients were in stage III
and mastectomy was the main surgical intervention. A similar
finding has been reported in Indian studies where most TNBC
presented with stage III [23,34,35]. However, most of our patients
(78%) underwent upfront surgical treatment followed by adjuvant
systemic chemotherapy. Only nine patients (22%) were considered
for neoadjuvant chemotherapy.

Treatment of metastatic TNBC is highly based on systemic
chemotherapy. Nevertheless, some targeted drugs were recently
approved for these patients such as two poly (ADP-ribose)
polymerase inhibitors (olaparib and talazoparib) in patients
with germline BRCAT BRCA2 mutations; immune checkpoint
inhibitors (atezolizumab and pembrolizumab) in association
with chemotherapy if programmed death-ligand 1 positive; and
an antibody-drug conjugate (sacituzumab- govitecan) in heavily
pretreated patients [36].

Access to all these drugs is extremely limited in our practice
because of their high cost and technical difficulties to determine
individuals that would ideally benefit from them. Metastatic
patients in our study were exclusively treated with chemotherapy.

In this study, the survival rate of TNBC patients at 5 years was
34.7%. This rate is lower than that reported in several studies
in Africa [19,20,22]. However, the patients with non-metastatic
disease had longer survival than those diagnosed with metastatic
disease (65.4% vs. 20%). Variable survival outcomes of TNBC
have been reported around the world with different prognosis
factors [5,17,19,23,28]. The stage at diagnosis is a well-known
prognosis factor in breast cancer as was confirmed in this study.
Like in Indians and Chinese patients [23,28], tumor size was also
correlated to survival in our patients. The advanced stage at
diagnosis in most of our patients is due to late presentation, socio-
economic constraints, and limited access to health care. In our
results, no statistical difference was found in survival according to
age, menopausal status, and tumor grade. This can be due to the
small size of our study population. Further studies with a larger
sample size can help to understand the effects of the factors on
survival.

The present study has a limitation of selection bias which may be
due to retrospective nature, non-availability of immunochemistry
status in all breast cancer received during the study period, and

the absence of fluorescence In situ hybridization analysis in
patients with HER2 score 2.

Conclusion

Triple negative breast cancer occurred in predominance in post-
menopausal Togolese women. However, this study shows that
most of the clinical and pathological features in our patients are
in accordance with the previous finding in the literature such as
high grade, advanced stage at diagnosis, and poor prognosis.
Survival in our patients was correlated with larger tumor size and
the presence of metastasis at diagnosis. This emphasizes the
importance of early detection of breast cancer in our country and
to improve the access to treatment.
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