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Abstract: Breast cancer is a common malignancy among women worldwide. Regardless of the economic status of 
a country, breast cancer poses a burden in prevention, diagnosis and treatment. Developed countries such as the 
U.S. have high incidence and mortality rates of breast cancer. Although low incidence rates are observed in develop-
ing countries, the mortality rate is on the rise implying that low- to middle-income countries lack the resources for 
preventative screening for early detection and adequate treatment resources. The differences in incidence between 
countries can be attributed to changes in exposure to environmental risk factors, behaviour and lifestyle factors 
of the different population groups. Genomic modifications are an important factor that significantly alters the risk 
profile of breast tumourigenesis. The incidence of early-onset breast cancer is increasing and evidence shows that 
early onset of breast cancer is far more aggressive than late onset of the disease; possibly due to the difference 
in genetic alterations or tumour biology. Alternative splicing is a pivotal factor in the progressions of breast cancer. 
It plays a significant role in tumour prognosis, survival and drug resistance; hence, it offers a valuable option as a 
therapeutic target. In this review, the differences in breast cancer incidence and mortality rates in developed coun-
tries will be compared to low- to middle-income countries. The review will also discuss environmental and lifestyle 
risk factors, and the underlying molecular mechanisms, genetic variations or mutations and alternative splicing that 
may contribute to the development and novel drug targets for breast cancer.
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Introduction

Breast cancer is a significant issue globally. It is 
the most commonly diagnosed cancer in wo- 
men with an estimated 2.1 million new cases 
being diagnosed each year and representing 
24.2% of all cancer diagnoses among women. 
Breast cancer accounts for 1 in 4 cases in 
women globally and contributes to 15% of mor-
tality [1]. Early-onset breast cancer is when 
women under the age of 50 years are diag-
nosed with the disease. Early onset breast can-
cer is typically aggressive and has a poor prog-
nosis [2]. In comparison, late-onset breast can-
cer is less aggressive and is diagnosed in wo- 
men aged 70 years or older [3-5]. The lifeti- 
me risk of developing breast cancer differs by 
country and ethnicity due to the exposure to 

risk factors. Table 1 presents lifetime risk of 
breast cancer for women in the United States 
(U.S.) in different age groups; the lifetime risk 
varies compared to women in developing coun-
tries. For instance, the National Cancer Registry 
estimates the lifetime risk for women in South 
Africa is 1 in 27 [6]. 

Breast cancer is a complex and multifactorial 
disease that is attributed to both sporadic and 
familial factors. Risk factors that increase the 
probability of developing breast cancer include 
environment and lifestyle changes. Other con-
tributing risk factors include reproductive and 
hormonal factors [7-9]. In familial or hereditary 
cases, genetic alterations increase the risk and 
play a vital role in the development of the dis-
ease. Genetic mutations that may initially arise 

http://www.ajcr.us


Breast cancer in low-middle income countries

1569 Am J Cancer Res 2020;10(5):1568-1591

due to sporadic mutations can be transferred 
from generation to generation [10]. The inci-
dence and mortality rates of breast cancer in 
different countries are determined by the eco-
nomic development of the country, environ-
mental factors and the ethnicity of the popu-
lace. The differences between incidence and 
mortality rates for breast cancer is observed 
when comparing data from developed coun-
tries to developing countries. For instance, the 
developed countries display high incidence and 
low mortality of breast cancer and compara-
tively, developing countries display low inci-
dence and high mortality rates [11-13]. The la- 
ck of awareness and screening protocols, limit-
ed or no access to diagnostic centres in rural 
areas for early detection, and lower standards 
of healthcare facilities all contribute to higher 
mortality rates in developing countries [11, 14]. 
The incidence rates of breast cancer can differ 
by more than 10-fold among selected regis-
tries. The highest rates occur in Western Euro- 
pe and the U.S. and the lowest rates are seen  
in Africa and Asia, which could be attributed to 
vast under reporting of the disease reflecting a 
false prevalence [15]; Israel is the exception 
having one of the highest incidence rates in the 
world [10].

This multinational review compares breast can-
cer in developed countries such as the U.S. and 
U.K with developing nations such as South 
Africa, Brazil, China and India. The review will 
focus on 1) differences in incidence and mor-
tality rates in these countries, 2) the risk fac-
tors that contribute to the development of 
breast cancer 3) the molecular mechanisms 
and genetic factors underlying the disease 4) 
aberrant alternative splicing in breast cancer 
and 5) challenges with diagnosis and treat- 
ment.

Incidence and mortality

In over 100 countries, breast cancer is the mo- 
st frequently diagnosed cancer and is a lead- 
ing cause of cancer-related deaths in women 
[1]. The incidence rate of breast cancer is very 
high in Australia/New Zealand, Northern Euro- 
pe (especially the U.K, Sweden, Finland and 
Denmark), Western Europe and North America 
[1]. The incidence of breast cancer remains 
high in developed nations compared to devel-
oping nations (Figure 1). Although, the inciden- 
ce in underdeveloped regions is increasing  
and has a mortality rate that is marginally high-
er than developed regions [1, 13]. South Africa 
records the highest incidence rate for breast 
cancer on the African continent. Due to urban-
isation and changes in lifestyle, the incidence 
rate is escalating [16]. 

In the United States of America, breast cancer 
is the second leading cause of death in women 
[17]. Breast cancer mortality rates are high in 
resource limited countries (Figure 2). It is the 
second leading cause of cancer-related death 
among women in Africa [18]. This is most likely 
due to the lack of awareness and limited ac- 
cess to healthcare facilities in rural regions. 
Reproductive risk factors linked to early men-
arche and late child-bearing also contribute to 
the rise in incidence in South Africa, however, 
this is observed predominantly among the whi- 
te population [19, 20]. A similar trend of higher 
incidence in white women in Zimbabwe was 
reported by Vorobiof and group (2001) who ex- 
amined breast cancer cases amongst women 
in Zimbabwe between 1990 to 1992 (19). The 
incidence of breast cancer among the studied 
population was found to be six times higher in 
white women as compared to black women [19, 
20]. The prevalence of breast cancer is lower  
in black women compared to white women, 
however, black women generally develop an 
aggressive form of the disease at a much 
younger age [21]. Recent studies show that 
black women have a higher risk of developing 
late stage breast cancer and increased mor- 
tality compared to white women [22]. Other ri- 
sk factors that may contribute to the preva-
lence of breast cancer in the Sub-Saharan re- 
gion include having fewer childbirths, obesity, 
and socio-economic status [15, 23]. In Uganda 
and Algeria, the incidence rate for breast can-
cer has doubled in recent years. However, the 

Table 1. Probability of developing breast 
cancer

Age Probability of breast cancer  
Development in %*

Birth to 49 1.9 (1 in 52)
50 to 59 2.3 (1 in 43)
60 to 69 3.4 (1 in 29)
≥70 6.8 (1 in 16)
Birth to death 12.4 (1 in 8)
*Data from the United States between 2012 and 2014. 
Adapted from (193).
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incidence rate in these two countries is still 
much lower than in black women in the U.S. 
and other Western countries. Early-onset bre- 
ast cancer is more common among black 
women in America [20, 24] and in the UK [20, 
25]. Early-onset breast cancer has also been 
observed to be a common trend among black 
South African women compared to the other 
low- and middle-income countries [26]. 

Economically developing countries such as Af- 
rican, Asian and Central American countries 
have low incidence rates with high mortality 
rates as compared to developed countries su- 

ch as Western Europe and North America, 
where high incidence and low mortality rates 
are seen [1, 10, 12]. Developing countries lack 
resources, have poor access to cancer screen-
ing and prevention programs; these countries 
are also lagging in the control of environmen- 
tal factors contributing to the development of 
breast cancer. Access to early diagnosis and 
early treatment is vital to repressing mortality 
rates. Table 2 shows the trends observed in 
breast cancer incidence and mortality rates 
worldwide. An estimated 60% of deaths world-
wide attributed to breast cancer occur in eco-
nomically developing countries such as Brazil 

Figure 1. Global breast cancer incidence. Age-standardized rate (ASR) for breast cancer incidence including all ages 
[194].

Figure 2. Global breast cancer mortality. Age-standardized rate (ASR) for breast cancer mortality including all ages 
[194].



Breast cancer in low-middle income countries

1571 Am J Cancer Res 2020;10(5):1568-1591

despite low incidence rates [12, 27-29]. Breast 
cancer is the predominant cancer in women 
and the leading cause of cancer-related deaths 
in Brazil [29, 30]. Recent data from Brazil 
shows that the breast cancer incidence in 
Southern and South-Eastern regions of Brazil 
are similar to that of developed countries [31]. 
Albeit, regional differences are largely observed 
in mortality rates [32]. 

Similar to the developing countries in South 
America and Africa, breast cancer ranks as the 
leading cancer in women and the second cau- 
se of cancer-related death in Asia. It has been 
estimated that 39% of all breast cancers diag-
nosed globally are in Asia; one fourth (25%) of 
these deaths are observed in China. Breast 
cancer incidence and mortality rates differ due 
to the large variations in socioeconomic dis- 
parities in countries and regions in Asia [33]. In 

a recent population study performed by Mu- 
barik et al. [34], the highest breast cancer inci-
dence was observed in Pakistan; China had  
the second highest breast cancer incidence in 
Asia, closely followed by India. Similar to other 
studies, Mubarik et al. reported prominent va- 
riations in the breast cancer incidence in Asia; 
the incidence rates may vary up to 10-fold 
across Asia [12, 34]. The age-standarised rate 
(ASR) of breast cancer in China varies from 7.9 
per 100 000 to 46.6 per 100 000 based on 
how economically developed or urbanised the 
region may be. Comparatively, the average inci-
dence in Europe is 80.3 per 100 000, in the US 
it is 92.9 per 100 000 and the world average 
ASR is 43.1 per 100 000 [33, 35]. The low inci-
dence rates noted in Asia could possibly be due 
to poor reporting or under diagnosis attribut- 
ed to the lack of advanced primary healthcare. 
Additionally, the variation in mortality rates am- 
ongst these countries are also prominent. Re- 
sults from a population study, predictably, sh- 
owed the incidence rate increased with age  
in China and India for women aged between 
20-49 years. Albeit, the incidence risk decrea- 
sed in women aged between 60-79 years [34]. 
To understand the mechanism underlying the 
difference in the risk of breast cancer in pre- 
and post-menopausal women, factors that ca- 
use molecular alterations leading to breast 
cancer need to be elucidated. Managing risk 
associated with breast cancer is crucial for the 
prevention of the disease.

Risk factors associated with breast cancer

Obesity and physical inactivity

Obesity is the most important modifiable cause 
of cancer after smoking. Being overweight and 
obese are associated with high risk of colorec-
tal, postmenopausal breast and cancers of the 
endometrium, gall bladder, pancreas and liver 
[36]. The increase in obesity prevalence is 
thought to contribute to the incidence rate of 
breast cancer. Adipose tissue influences the 
tumour development. Adipocytes and inflam-
matory cells secrete adipokines and cytokines 
which in turn promotes tumour development 
[36]. Lipids from adipocytes in the tumour mi- 
croenvironment supports tumour progression 
and uncontrolled growth. This implies that un- 
derstanding the mechanisms of metabolic sym-
biosis between cancer cells and adipocytes 
may reveal new therapeutic possibilities. High-
fat diets and physical inactivity are associated 

Table 2. Incidence and mortality rate of breast 
cancer in different developing countries
COUNTRY INCIDENCE* MORTALITY*
World 43.1 12.9
Europe
    Northern Europe 90.1 14.1
    Southern Europe 80.3 13.3
    Eastern Europe 54.5 15.5
    Western Europe 92.6 15.5
America
    Northern America 84.8 12.6
    South America 56.8 13.4
    Central America 38.3 10.1
    Caribbean 50.2 18.1
Africa
    Northern Africa 48.9 18.4
    Southern Africa 46.2 15.6
    Eastern Africa 39.2 8.6
    Western Africa 37.3 17.8
    Middle Africa 27.9 15.8
Asia
    South-Eastern Asia 38.1 14.1
    South-Central Asia 25.9 13.6
    Eastern Asia 39.2 8.6
    Western Asia 45.3 13.6
Oceania
    Micronesia/Polynesia 58.2 19.1
    Melanesia 49.7 25.5
    Australia/New Zealand 94.2 12.6
*ASR: Age Standardised Rate (per 100,000 women); Data 
adapted from (1).
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with high risk of several cancers [37]. Reports 
indicate that the prevalence of obesity and 
physical inactivity are increasing in several 
African countries especially in urban areas. Th- 
is results from an increase in consumption of 
calorie-dense food and reduced energy usage 
in daily life activities which is closely associat-
ed with breast cancer [38-41]. In Africa, obe- 
sity exists concomitantly with serious food sh- 
ortages and hunger issues. The World Health 
Organisation (WHO) formed a global strategy to 
improve dietary patterns and physical activity 
through the development of national, regional, 
and/or community level policies and programs 
that are comprehensive and sustainable [20]. 
This could result in decreasing breast cancer 
risk by preventing obesity and breast cancer 
patients should be encouraged to perform 
physical activities.

Reproductive and hormonal factors

Reproductive risk factors are associated with 
breast cancer and they are possibly mediated 
by alterations in sex hormones [42]. Elevated 
circulating concentration of sex hormone are 
associated with breast cancer risk [43, 44] and 
high levels are observed in women with a high-
er body mass index (BMI). Estrogen circulating 
levels are reported to be higher in women with 
higher BMI when compared to women with 
lower BMI. [43]. Long term exposure to estro-
gen has been shown to elevate risk; however, 
increased exposure to estrogen during preg-
nancy has a protective function against breast 
cancer [45, 46].

Women are exposed to ovarian hormones 
throughout life caused by the onset on men-
arche until the cessation of the menstrual cycle 
which occurs at menopause [42]. The exposure 
to these hormones confers certain risk profiles 
to breast cancer. There are two possible mech-
anisms that provides support for a dose-depen-
dent relationship between ovarian steroid hor-
mones and breast cancer risk. The levels of 
natural estrogen are the first mechanism. Ru- 
sso and Russo (2006) demonstrated that the 
carcinogenicity of estrogen is dependent on 3 
mechanisms: i) the activity of the hormone is 
mediated by receptors, ii) metabolic activation 
that is mediated by the P450 cytochrome and 
iii) aneuploidy induction. These mechanisms 
stimulate direct genotoxic effects and thereby 
increases mutation rates [47]. Estrogen is re- 

portedly mutagenic through a genotoxic mech-
anism-formation of depurating estrogen-DNA 
adducts. This is performed by the reaction of 
catechol estrogen quinones with DNA [48, 49]. 
The second mechanism may involve the sti- 
mulatory effect of estrogen and progesterone 
on cell proliferation in the breast, potentially  
via breast tumour stem cells [50, 51]. Estrogen 
plays a key role in facilitating the development 
and progression of normal breast tissue, al- 
though, this function is not confined to healthy 
breast tissue alone; estrogen increases the 
proliferation of malignant breast cells as well 
[47]. Furthermore, progesterone induces cell 
proliferation by activation of the progesterone 
receptor (PR). Excess PR contributes to breast 
malignancy and promotes development of inva-
sive tumours [52, 53]. In both mechanisms, it  
is important to scrutinize and alter potential 
lifestyle factor that increases hormonal expo- 
sure.

Menopausal hormone therapy (MHT) is associ-
ated with an increase in breast cancer risk and 
it is correlated with the length of therapy. Use 
of estrogen plus progestin therapy for less than 
three years does not increase breast cancer 
risk significantly, however, it can impede the 
identification of early stages of breast cancer 
[7]. The combination of estrogen plus proges- 
tin MHT has an elevated risk of breast cancer 
when compared to only estrogen MHT [54]. 
Comparatively, breast cancer risk is reduced in 
women using estrogen MHT post hysterectomy 
[55, 56]. Reduction in MHT usage was linked to 
declining incidence rates in the early 2000s in 
the U.S., France, Australia and U.K [57-62].

Alcohol consumption and smoking

Alcohol is known as the main environmental 
risk factor in all cancers. According to reports, 
higher alcohol intake may increase the risk of 
breast cancer among women with both family 
history of the disease and folate intake. Based 
on existing literature, the association of folate 
intake, dietary or supplemental, with breast 
cancer risk has remained controversial; as so- 
me studies show it reduces breast cancer risk 
while others prove the opposite to be true [5, 
63, 64]. Heavy alcohol intake disrupts the 
adsorption and metabolism of folate and may 
also increase the folate intake requirements 
[64-66]. As a result, DNA hypomethylation and 
disruption of DNA synthesis can increase the 
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risk of cancer due to low folate intake [67-69].  
A study by Islam et al. (2013) showed a dire- 
ctly proportional relation between alcohol con-
sumption and breast cancer risk; an inversely 
proportional relation of folate intake and breast 
cancer risk was also observed. They showed 
that breast cancer risk increases with alcohol 
consumption in Japanese women but the risk 
reduces with higher intake of folate [70]. There 
is a higher prevalence of alcohol consumption 
in women in America and Europe compared to 
women in Africa and Asia [71, 72]. Studies aris-
ing from Africa show a positive association  
with alcohol consumption and elevated risk of 
breast cancer. Altering the amount and fre-
quency of alcohol consumption may modify 
associated breast cancer risk [73].  

Smoking is a well-established risk factor of 
many cancers. Tobacco smoking creates free 
radicals that damages DNA by oxidative dam-
age resulting in tumourigenesis. Various cohort 
studies have shown evidence of risk associated 
with smoking and developing breast cancer. 
Smoking has become very prevalent in devel-
oped countries. It is reported that 16% of all-
American adults are smokers. Studies have 
investigated the direct link between smoking 
and increase in risk. Current smokers are sh- 
own to have an increased risk of 16%. An ex- 
tensive smoking history increases an individu-
al’s risk by 37% [74]. Recent reports from the 
UK show increased risk in women with a family 
history of cancer and smoking [75]. In Africa, 
the prevalence of cigarette smoking is low; it  
is assumed that the prevalence may increase 
due to disposable income and adoption of a 
Western lifestyles driven by images such as 
films that portray smoking as a desirable activ-
ity [76, 77]. Evidence arising from India shows 
the mean age of diagnosis of passive smokers 
is 46 years of which 60.9% were premenopaus-
al women and 39.1% were postmenopausal 
women [78]. In contrast, postmenopausal wo- 
men in China have a greater risk of breast can-
cer with smoking [79]. Regardless of the eco-
nomic status of the country, smoking is a glo- 
bal risk factor. Evading smoking practices can 
modify the risk of breast cancer.

Radiation exposure

The correlation of breast cancer risk and expo-
sure to radiation is well-documented. Ionising 
radiation is medically utilised for diagnostics 

and treatment. There is a high prevalence of 
breast cancer in young women who have been 
diagnosed with Hodgkin’s lymphoma. These 
young women often require radiotherapy to the 
chest area. The radiation exposure to the chest 
area increases the risk of breast cancer and its 
prevalence [80-83]. The dose of radiation used 
for diagnosis or therapy is directly proportional 
to the breast cancer risk. Age is a modifier wi- 
th younger women primarily at higher risk of 
breast cancer when compared to older women. 
Despite gender, BRCA1/2 mutation carriers 
are highly sensitive to radiation. Women with 
BRCA1/2 mutations undergoing mammogra-
phy or other radiation related diagnosis or tr- 
eatment should proceed with caution [84]. Con- 
sequently, radiation exposure is a factor that 
plays a role in elevating breast cancer risk.

Hereditary/familial breast cancer and breast 
cancer susceptibility genes

While breast cancer mutations can occur spo-
radically, there is a strong hereditary or familial 
component. Of all breast cancer cases, 15- 
25% have a family history of breast cancer and 
about 10% are hereditary with a considerably 
higher risk in BRCA1/2 mutation carriers [85-
88]. BRCA1 and BRCA2 are high penetrance 
genes with a lifetime risk of 40-70% [89, 90] 
and 20-57% [90, 91], respectively. Mutations in 
other DNA repair genes also confer risk that 
may be low, moderate or high [92-94]. Family 
history is a significant breast cancer risk factor. 
For women with family history of the disease, 
the risk is increased by 2-fold with a first or sec-
ond degree relative that has breast cancer. The 
associated risk increases by 3.5-fold when two 
or more first degree relatives have breast can-
cer [95]. Obtaining a comprehensive family  
history is imperative in assessing risk of the 
individual.

Hereditary breast cancers generally have a low 
age at diagnosis [96, 97]. The genetic susce- 
ptibility accounts for about 12-25% of early-
onset breast cancers [98, 99]. Genetic suscep-
tibility is partly represented by family history. To 
fully understand the aetiology of the disease in 
young women, the exogenous exposures should 
be studied along with genetic factors [100]. 
According to Kim et al. (2017), amid women 
with family history of breast cancer, reduction 
of alcohol consumption and increase folate in- 
take may reduce the risk of breast cancer; this 
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suggests that there is an association between 
environmental risk factors and genetic factors 
[100]. Some gene mutations are sporadic sug-
gesting exposure to carcinogens which finally 
result in breast cancer. Since environmental 
factors can cause or modify gene alterations  
to increase cancer risk, certain environmental 
factors (alcohol consumption, smoking etc.,) 
known to cause breast cancer can be avoided 
to decrease the risk of disease. 

Africa is an understudied population with uni- 
que genetic makeup. A limited number of stud-
ies in Africa, compared to the U.S. and U.K., 
have reported on recurring and novel muta-
tions in breast cancer susceptibility genes. 
Previous South African studies reported germ-
line mutations in BRCA1 in about 20% of the 
familial breast cancers [101]. Based on patient 
selection criteria, these results differ vastly. By 
screening 52 South African families with histo-
ry of hereditary breast cancer, Sluiter and van 
Rensburg (2010) identified large genomic ar- 
rangement in the  BRCA1 gene in 1 family [102]. 
By utilising a more sensitive Next generati- 
on sequencing method, Francies et al. (2015) 
identified 12.8% BRCA1/2 mutations in a 
South African cohort of a triple negative or 
young breast cancer cohort [98]. In China, the 
prevalence of BRCA1/2 mutations ranges be- 
tween 8-13.5% in familial breast cancers. In 
early-onset breast cancer patients, the data is 
relatively similar to that of familial breast can-
cer patients ranging between 8.7-11.4%. The 
prevalence of familial and early-onset breast 
cancer was in the range of 2.9-28% and 2.8%, 
respectively in India. Compared to China, India 
has a higher prevalence of BRCA1/2 mutations 
in familial breast cancers and a much lower 
prevalence in early-onset breast cancer [103].

In developed countries, genetic testing is offe- 
red subsequent to genetic counselling of high-
risk individuals. In the US, the rate of BRCA1/2 
genetic testing has drastically increased. The 
UK has a prevalence of 20% positive BRCA1/2 
deleterious mutations. Europe is home to the 
majority of the Ashkenazi Jewish population 
where the BRCA1/2 founder mutation effect is 
extensively described, this is evident in both 
low and high risk Ashkenazi Jewish patients 
[104, 105]. Additionally, a regional recurring 
effect is observed in Europe and could add to 
the increase in prevalence of mutations de- 
tected [105]. Assessing genetic risk prior to 

screening is essential to categorise relatively 
high and low risk patients such as family histo-
ry, Ashkenazi ancestry and benign breast di- 
sease.

Molecular mechanisms of breast cancer

The breast cancer incidence and mortality 
rates are dictated by the biological profile and 
molecular subtype of the tumour. This can be 
determined through immunohistochemical and 
genetic analysis. Deciphering the molecular 
subtypes of the tumour are beneficial for eva- 
luating treatment options and for prognosis. A 
number of breast cancers are associated with 
a heritable component. Genetic analysis is, 
therefore, recommended for patients with fam-
ily history of the disease amongst other impor-
tant criteria. Various DNA repair genes are as- 
sociated with breast carcinogenesis. These mu- 
tated genes lead to protein modifications in br- 
east tumours; proteins such as BRCA1/2, c- 
Met, STAT3 and p53. Genetic mutations may be 
diverse based on ethnicities as well as differ-
ences in exposure to breast cancer environ-
mental risk factors in different countries. A 
brief summary of the role played by some 
important proteins in breast cancer is detailed 
below. These proteins may serve as targets for 
future drug development as well as diagnostic 
and prognostic markers. 

BRCA1 and BRCA2

The tumour suppressor genes, BRCA1 and 
BRCA2, are closely linked to breast cancer and 
play a vital role in maintaining genomic stability, 
DNA repair pathways and transcriptional regu-
lation (Figure 3). The interaction of BRCA1 and 
BRCA2 proteins with recombination proteins in 
the Rad protein family is vital in the DNA dam-
age response pathway [106]. Both BRCA1 and 
BRCA2 proteins form a complex with the RAD51 
protein to facilitate the error-free homologous 
recombination (HR) repair of double-stranded 
breaks (DSBs). The regulation of DNA repair of 
single-strand breaks (SSBs) and DSBs, and 
DNA recombination is regulated by the pivotal 
interaction between BRCA2 and RAD51 inter-
action [107]. In response to DNA DSBs, BRCA1 
and RAD51 are co-localised at the site of  
damage forming a nuclear focus. Defects in 
BRCA1/2 cause failure of foci formation of 
RAD51 protein. Defects in HR repair pathway 
and BRCA-mutated tumours is shown by the 
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absence of RAD51 foci in the nucleus which 
acts as a biomarker [108, 109]. Defects in 
BRCA1/2 genes or reduced expression of its 
proteins by BRCA1 promoter methylation in- 
duces impaired DNA repair that contributes to 
genetic instability, cell cycle irregularities and 
enhanced probability of cancer [106].

In addition to DSBs, accumulation of SSBs can 
be lethal. SSBs are primarily repaired by base-

cells may cause accumulation of DNA lesions 
that would repair inadequately and lead to 
apoptosis [108]. Based on this theory of PARP 
inhibitors, it may likely be a candidate drug for 
clinical use to target breast cancers that have 
mutated BRCA1/2 [109, 110].

The concomitant occurrence of BRCA1/2 ge- 
rmline mutations and triple negative tumours is 
prominent and associated with bilateral breast 

Figure 3. Schematic representation of the BRCA pathway. BRCA1/2 interacts with numerous proteins in response to 
DNA damage. A mutated BRCA1/2 can lead to genomic instability resulting in cancer [115].

Figure 4. Mechanism of PARP inhibitors and tumour selective synthetic le-
thality [108].

excision repair, a repair path-
way that contains crucial en- 
zymes called Poly (ADP-ribose) 
polymerases (PARPs). PARPs 
constitute a family of enzymes 
that are involved in base-exci-
sion repair. SSBs activate PA- 
RP1 and PARP2 to aid in repair. 
A defective PARP1 can sustain 
the accumulation of SSBs that 
are converted to DSBs during 
replication or repair. This induc-
es the formation of the nuclear 
RAD51 foci owing to the in- 
crease in DNA DSBs to be re- 
paired by the HR pathway (Fi- 
gure 4). There is evidence to 
demonstrate that BRCA-defi- 
cient tumours are hypersensi-
tive to PARP inhibitors. Inhibi- 
tion of PARP in BRCA-deficient 
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cancer. A significant number of triple negative 
patients are BRCA1 mutation carriers and mo- 
st likely to have a higher graded tumour [111, 
112]. This trend is predominantly seen in early-
onset breast cancer patients [113, 114]. It is 
also proposed that environmental factors play 
an important role in BRCA alteration in breast/
ovarian cancer [115]. The loss of function in the 
BRCA1 gene seems to occur much earlier when 
compared with the BRCA2 gene. This loss of 
function of BRCA1 is correlated with the earlier 
breast cancer risk and the risk is more promi-
nent in ovarian cancer [116]. Attesting to the 
sensitivity of BRCA mutations and cigarette 
smoking have a dose-dependent, addictive ef- 
fect on earlier menopause [117]. 

c-Met

According to reports, c-Met protein was identi-
fied in 1991 as a receptor for hepatocyte 
growth factor (HGF), a protein previously known 
to promote hepatocyte growth in culture [118, 
119]. The dysregulation of c-Met signalling has 
been found in various and pre-malignant le- 
sions such as lung, breast, stomach, pharynx, 
colorectum and cervix [120-123]. In breast 
cancer, overexpressed c-met is associated with 
higher grade tumours, large tumour size and 
metastasis. The overexpression of c-met is clo- 
sely related to triple negative tumours. This ren-
ders c-met as a potential target for novel breast 
cancer drugs, particularly the triple negative 
phenotype that lacks targeted therapy [124]. 

c-Met is a 170 kDa precursor that undergoes 
proteolytic cleavage leading to the generation 
of a 50 kDa α-subunit and a 145 kDa β-subunit 
[125]. The extracellular α-subunit adheres to 
the β-subunit by a disulphide bond (Trusolino 
et. al, 2010). The intracellular part has three 
domains, a juxta membrane region which has a 
downgraded kinase function following Ser 975 
phosphorylation; a catalytic domain that con-
tains the Y1234 and Y1235 residues and a 
multifunctional carboxyl-terminal docking site 
[126]. HGF is the known mammalian agonistic 
ligand for c-Met. The binding of HGF ligand to 
c-Met, results in the receptor undergoes auto-
phosphorylation of the Y1234 and Y1235 resi-
dues in the kinase domain [125]. Also, tyrosine 
residues, Y1349 and Y1356, are phosphorylat-
ed allowing the binding of adaptor molecules 
including growth factor receptor-bound protein 
2, growth factor receptor bound protein 2-asso-

ciated binder 1 and Src-homology-2 domain-
containing transforming protein (SHc) [125, 
126]. This leads to the facilitation of the down-
stream signalling through several pathways 
and these pathways regulate cellular prolifera-
tion, motility, migration, invasion and tubulo-
genesis [127]. The mechanisms of c-Met sig-
nalling in breast cancer may be through gene 
mutation, gene amplification, autocrine signal-
ling, paracrine signalling and phosphorylation 
(c-Met activity) [119]. Further investigation of 
c-met is highly warranted to identify the pro- 
tein interactions that could lead to the cause  
of breast cancer. Furthermore, c-met inhibitors 
could reverse the function of overexpressed 
c-met.

STAT

The signal transducer and activator of tran-
scription (STAT) is a family of transcription fac-
tors that integrate cytokine and growth factor 
signalling to transcriptionally regulate some  
cellular processes. STAT is implicated in tumour 
initiation and progression. One of the STAT fa- 
mily, STAT3 is aberrantly activated in 70% of 
breast cancers. However, STAT3 is associated 
with triple negative tumours which lack the 
expression of the estrogen (ER), progesterone 
(PR) and the human epidermal growth factor 
receptor 2 (HER2)/neu receptors [128-130]. 
STAT3 has been extensively investigated for its 
interaction with the hallmarks of cancer. Ac- 
cording to Walker et al. (2014), evidence re- 
veals a significant role of STAT3 in apoptosis, 
angiogenesis, cell proliferation, immune res- 
ponse and metastasis in breast cancer [129]. 
The activation of STAT3 is triggered by phos-
phorylation of its tyrosine and serine residues 
as a result of upstream signalling [131], which 
lead to the induction of dimerization of two 
STAT3 molecules [132, 133]. STAT3 has be- 
come especially important as a potential bio-
marker and target for triple negative tumours. 
Given the involvement of STAT3 in a range of 
cellular processes in breast and other cancers, 
it is a suitable target for cancer drug develop-
ment [134].

p53

The p53 protein is highly conserved across ani-
mal species and is encoded by the TP53 gene 
located in chromosome 17 [135]. The protein 
composition has an N-terminal region and a 
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region rich in proline. The activation of the pro-
tein could induce different effects. As a tran-
scriptional factor, p53 is involved in the con- 
trol of G1/S and G2/M phase transition, in DNA 
repair, induction of senescence, apoptosis, au- 
tophagy, mitotic catastrophe and angiogenesis 
[136]. p53 is an important tumour suppressor 
that regulates DNA damage and is mutated in 
greater than 50% of human cancers. Triple neg-
ative breast cancers have a high prevalence of 
p53 mutations [137]. Evidence indicates that 
the function of p53 is compromised in several 
cancers such as ovarian, colorectal, lung, brain, 
liver and cervical cancer [138, 139]. In respon- 
se to a variety of cellular stress signals, p53 
induces a complex network of hundreds of ge- 
nes which in turn trigger context-dependent an- 
ti-proliferative cellular responses including cell 
cycle arrest, apoptosis, autophagy and senes-
cence [139-141]. The p53 protein has a net-
work which encompasses direct effectors of 
these processes; these include the i) cyclin-
dependent kinase inhibitor 1A (p21), ii) p53 
upregulated modulator of apoptosis (PUMA) 
and iii) Bcl2-associated X protein. p53 also par-
ticipates in indirect effects and cross-talks with 
(proto-) oncogenes and other tumour suppres-
sors [142]. As a result of this cross-talk, p53 
mutations and loss of function has ramifica-
tions on cell migration, angiogenesis and cell 
metabolism [141]. Finally, p53 activities ada- 
pt cellular functioning in pro-oncogenic stress 
conditions and protect normal cells from turn-
ing malignant [141, 143-145]. 

Alternative splicing in breast cancer

A common feature observed in breast cancer 
and most other cancers is aberrant alternative 
splicing. Alternative splicing produces a range 
of protein isoforms of the same gene with 
diverse structure and functions achieved by 
splicing identical pre-mRNA. These multiple 
protein isoforms contribute to a range of di- 
verse phenotypes that function in normal de- 
velopment and differentiation. Aberrant splic-
ing, however, produces oncogenic phenotypes 
that promote tumour progression, malignant 
cell invasion, metastases, poor survival and, 
importantly, resistance to treatment. Breast 
cancer cells adapt their natural environment to 
aid in proliferation achieved through aberrant 
alternative splicing that plays a crucial role in 
cancer progression [146, 147]. 

A number of protein isoforms arising from aber-
rant alternative splicing have been implicated 
in breast cancer tumour progression such as 
BRCA1 and BRCA2, Cyclin D-binding myb-like 
transcription factor 1 (DMTF1), Ras-related C3 
botulinum toxin substrate 1 (Rac1), Krüppel-
like zinc finger factor 6 (KLF6), survivin, TP53, 
HER2 and, ERα and ERβ [147-149]. As such, 
these isoforms may also serve as potential tar-
gets for breast cancer therapy. 

The role of deleterious BRCA1/2 in the deve- 
lopment of breast cancer are well-established. 
Alternative splicing is a common process in  
normal breast tissue, but aberrant alternati- 
ve splicing signatures have identified frequent 
hotspots. Identified hotspots that are frequent-
ly associated with BRCA1 splice variants and 
breast cancer are exon 2, 3, 9, 10 and 11 [149]. 
Recent literature shows the role of BRCA1/2 
pathogenic splice variants in tumourigenesis 
and drug resistance [147, 149, 150]. For 
instance, mutated BRCA1 has 3 different iso-
forms at the hotspot of exon 11 arising from 
alternative splicing. Splice variant 1 includes all 
coding regions of exon 11, variant 2 partially 
skips regions of exon 11 and variant 3 splices 
the entire coding region of exon 11 out of the 
coding mRNA (Figure 5A). Literature shows evi-
dence of poor prognosis and survival in patients 
who harbour deleterious mutations in exon 11 
compared to BRCA1 mutations in other regions. 
Additionally, mutations in this region in BRCA1, 
particularly the variant 2 isoform with partial 
exon 11 skipping, are associated with acquired 
drug resistance to PARP inhibitors and cisplatin 
[150]. 

Tumour suppressor genes are the guardians  
of the genome by maintaining the integrity of 
DNA. An important tumour suppressor gene is 
TP53 that has a range of functions including 
apoptotic induction. However, it is absent or the 
most commonly mutated gene in most cancer 
types. Breast cancer has differentially expres- 
sed isoforms of TP53; the DNA-binding domain 
or the regulatory domain may be truncated in 
the splice variants (Figure 5B). These isoforms 
have reduced tumour suppressor activities  
and have an impact on survival on patients har-
bouring mutations in TP53 [149]. Alternative 
spliced variants can be useful as a prognostic 
marker for breast cancer. A number of varian- 
ts identified are closely associated with poor 
prognosis and survival of breast cancer pati- 
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ents. In contract to TP53, survivin negatively 
regulates apoptosis. Splice isoforms of survi- 
vin identified in breast cancer are each asso- 
ciated with grading and size of the tumour, 
lymph nodes, expression of ER and metastas- 
es [149]. Increased expression of survivin is 
correlated with drug resistance, radioresistan- 
ce and poor prognosis [146, 151]. With the 
deletion of exon 3, this splice variant of survivin 
is associated with poor prognosis and adverse 
clinical outcomes [152] (Figure 5C). Targeting 
wild type survivin and its splice variants, there-
fore, has been proposed as a candidate bio-
marker for early diagnosis of breast cancer and 
survivin inhibitors as potential therapeutic tar-
gets [146, 149, 151].

Aberrantly spliced variants that have carcino-
genic properties can lead to neoplastic trans-
formation which has been observed in mouse 
models. The deleterious variant of DMTF1 that 
contribute to malignancy is the DMTF1β with 
increased expression in approximately 60% of 
breast tissue compared to normal tissue [148] 
(Figure 5D). Similarly, when bound to GTP, the 
activated Rac1 which is part of the GTPase 
family, has the capability to promote the devel-
opment of malignant tissue. There is evidence 
that shows increased upregulation of Rac1 in 
breast cancer cells [149]. Comparatively, the 
wild-type KLF6 protein acts as a tumour sup-
pressor with decreased levels observed in bre- 
ast cancer patients. Through alternative splic-
ing, KLF6 produces a number of splice variants 
that promote tumourigenesis. Three important 
isoforms have been identified that are closely 
associated with breast cancer development 
and aids metastasis-KLF6-SV1, KLF6-SV2, and 
KLF6-SV3 [147] (Figure 5E). The splice variant 
KLF6-SV1 is especially correlated with metas-
tasis. This is attributed to its association with 
the epithelial-mesenchymal transition in nu- 
merous breast cancer tumours [148]; targeting 
this slice variant in invasive cancers could have 
therapeutic benefits.

Alternatively spliced variants in cancer are of- 
ten expressed at a significant level compared 
with the levels of accurately spliced variants. 
These variants are generally target candidates 
for cancer therapeutics. The most common ge- 
nes that are frequently overexpressed in bre- 
ast cancer is ER and HER2. Overexpression of 
these genes are frequently associated with ag- 
gressive tumour subtypes and metastasis [147, 
148]. The overexpression of HER2 is present in 
30% of breast cancers and is associated with 
aggressive tumours, metastasis and poor prog-
nosis. HER2+ breast cancers have an overex-
pressed splice variant, Δ16HER2 [148] (Figure 
5F). The co-existence of the wild type HER2  
and the splice variant Δ16HER2, which lacks 
exon 20, are closely related to drug resistance, 
especially trastuzumab. Evidence suggest that 
the drug resistance in HER2 positive breast 
cancer can be attributed to the Δ16HER2 iso-
form [147]. 

Compared to the expression of HER2, ER medi-
ates its biological effects through two recep-
tors - ERα and ERβ. ERα is known to stimulate 
proliferation of the breast cancer cells while 
ERβ is a tumour suppressor and an antagonist 
of ERα; association of ERβ and oncogenic ac- 
tivity has been shown. It has also been implicat- 
ed with favourable and poor prognosis [153]. 
ER-positive breast cancers expressing ERα 
account for about 70% of all breast cancers 
[154]. ERα and ERβ co-express in breast can-
cer cells, however, with varying ratios. The pro-
portion of ERβ in normal mammary tissue is 
higher than ERα. This ratio reverses as tumours 
progress from pre-invasive to invasive. Despite 
the elevated amounts of ERα in malignant tis-
sue, a certain proportion of both ERα and ERβ 
are present in some breast cancers [155, 156]. 
ERα expression levels in cancer tissues are 
associated with tumour diameter, TNM stage, 
while ERβ expression levels in cancer tissues 
are not correlated with clinicopathological fac-
tors of breast cancer [157]. Expression of the 
splice variants of ERα is dependent on the tis-

Figure 5. The alternative splicing of genes with isoforms that play a role in the development and progression of 
breast cancer. A. BRCA1 is alternatively spliced resulting in truncation or omission of exon 11. B. TP53 is alterna-
tively spliced to give rise to a number of isoforms. Omission of exons coding for the DNA binding domain give rise 
to isoforms that function as negative regulators of TP53. C. Survivin is alternately spliced to give rise to an isoform 
that lacks exon 3. D. DMTF1 is alternatively spliced to give rise to an isoform lacking exon 7 which codes for one of 
the SANT domains. These domains allow interaction with histones to facilitate chromatin remodelling. E. KLF6 is 
alternately spliced to give rise to isoforms without exon 3 or with a truncated exon 2 which lacks the nuclear localisa-
tion signal. F. HER2 is alternatively spliced to give rise to isoforms lacking exon 20. This disrupts the Tyrosine kinase 
phosphotransferase domain.
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sue and disease type. The splice variant ERα46 
has been documented to promote breast can-
cer and drug resistance. In contrast, the ERβ1 
isoform has contradictory functions in breast 
cancer. Research shows that ERβ1 favours ap- 
optosis in breast cancer cells [158] as well as 
decrease overall survival rates [159]. Exploring 
the role of ERα and ERβ could provide further 
therapeutic strategies for breast cancer man- 
agement. 

Modern medicine targets a number of genes 
and variants to treat breast cancer. These tar-
gets have various cellular functions such as 
regulating apoptosis, involved in DNA damage 
response and drug metabolism. Altering the 
expression levels of the targets, through alter-
native splicing, can determine the effective-
ness and efficiency of drugs. Aberrantly spliced 
variants displaying pathogenic properties can 
be modified by introducing antisense oligonu-
cleotides, typically 15-20 bases in length, to 
reverse the pathogenic activities and establish 
a non-pathogenic variant [148]. This approach 
can be implemented in previously identified 
pathogenic variants in breast cancer such as 
BRCA1-Δ11q variant resistant to PARP inhibi-
tors and the trastuzumab resistance of Δ16HE- 
R2 variant [147, 148]. Emerging research sh- 
ows that BRCA1 splice site has been the target 
using antisense oligonucleotides to reverse the 
function of BRCA1-Δ11q; the efficacy of PARP 
inhibitors are enhanced with antisense oligo-
nuceloties as a combination treatment app- 
roach [160].  

Spliceosomal proteins and breast cancer

Spliceosomal proteins have the capability to 
activate or block alternative splicing. Spliceo- 
somal proteins bind to RNA sequences; in this 
way, the binding of spliceosomes to pre-mRNA 
is blocked. They are divided into two subtypes-
the serine/arginine-rich proteins (SR) and het-
erogeneous nuclear ribonucleoproteins (hn- 
RNP). By binding to the splicing regulatory ele-
ments, SR primarily functions to promote alter-
native splicing. While in comparison, the hnRNP 
utilises the exonic or intronic splicing silencers 
to inhibit alternative splicing. Pathogenic sp- 
lice variant expression is induced when expr- 
ession of SR or hnRNP is altered leading to  
cancer progression [149]. Splice variants that 
gain pathogenic properties are tissue-specific. 
For instance, the SR splice factor 3 is attribut- 

ed to the development of breast cancer and 
acts as a suppressor for hepatic cancer. An 
estimated 52% of breast cancers report aber-
rations in SR proteins [161]. Breast cancer 
metastasis is enhanced by hnRNP. One way 
this is achieved is by upregulating CD44 alter-
native splicing. CD44 functions in the epithe- 
lial to mesenchymal transition process that is  
a hallmark of cancer metastasis. This is rele-
vant in triple negative breast cancers where the 
CD44 alternative splicing is switched by both 
SR and hnRNP. This is often observed in aggres-
sive breast cancer subtypes [156, 162]. It is 
evident that splice variants of SR and hnRNP 
regulate breast cancer biology (Figure 6) and 
progression. Exploring splice variants related to 
breast cancer may lead to the advancement of 
novel therapies. 

Challenges with diagnosis and treatment of 
breast cancer

Early diagnosis of breast cancer is crucial in the 
management of the disease for improved prog-
nosis. Early detection can be achieved by regu-
lar screening processes that include self- and 
clinical examinations, mammography and ultra-
sound. Mammography is the mainstream me- 
thod for breast cancer detection [163, 164]. 
Malignant tissue can be missed when utilising 
mammography to screen women with dense 
breasts which is mostly observed in young 
women and therefore, an ultrasound is recom-
mended [165, 166]. Breast cancer mortality 
rates can be reduced by implementing national 
mammography screening to detect malignan-
cies earlier. Although, high-end mammography 
equipment with well-trained personnel and ef- 
fective healthcare infrastructure are required 
to implement successful screening and patient 
follow-up. Low- and middle-income countries 
lack the necessary resources and an efficient 
healthcare infrastructure to conduct popula-
tion-based screening for cancer control; there-
fore, women are diagnosed at a later stage and 
have poor survival outcomes. Although, clinical 
and self-breast examinations are not an effec-
tive strategy for diagnosis, it is still recommend-
ed in resource limited countries as part of rou-
tine examinations in the absence of other sc- 
reening methods available [27]. 

Compared to developing countries, breast can-
cers in high-income countries are typically diag-
nosed at early stages and have better progno-
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sis. Western countries have a declining or sta-
ble incidence rate and decreasing mortality 
rate that may be attributed to mammographic 
screening [167-169]. The overall 5-year survival 
rates for high-income countries such as the 
U.K, Canada, Australia, Northern Europe and 
Western Europe is estimated to be higher than 
85%. The U.S. has a 5-year survival rate of 
83.9% compared to low- and middle-income 
countries like South Africa (53%), Algeria 
(38.8%), India (60%), Brazil (58.4%) [27, 170]. 
Due to the rising incidence of breast cancer in 
young African women, mammography screen-
ing in SA is routinely recommended for wo- 

targeted therapy [175]. Management of the dis-
ease differs vastly in developed countries com-
pared to developing countries where the poor 
healthcare systems are enormous. The tumour 
biology of these populations also differs. 
Therefore, treatment options from the affluent 
West cannot be extrapolated to Africa, Asia and 
other developing regions [176]. The Breast 
Health Global Initiative has recommended 
guidelines for treating the disease based on 
available resources in low- middle-income 
countries [177]. First-line treatment options to 
treat tumours are radiation and systemic thera-
py. This is not a feasible option in Africa. Apart 

Figure 6. Spliceosomal proteins whose expression increases the risk of 
developing breast cancer. A. The hnRNPs that are oncogenic in terms of 
breast cancer development include hnRNPA, hnRNPK and hnRNPM. B. The 
SRSF proteins that are oncogenic in terms of breast cancer are SRSF1, 
SRSF2, SRSF3 and SRSF5. C. The structure of hnRNPK differs due to the 
presence of the KH domains rather than RRM domains. None of these pro-
oncogenic hnRNPs contain zinc finger domains or Aspartame glutamine 
acidic domains. The oncogenic SRSF proteins contain only RRM domains 
and relatively short RS domains.

men 40 years and above [171]. 
In China, Brazil and India, there 
is a poor quality of cancer care 
and limited medical treatment 
available for patients living in 
rural areas and this is evident 
in the increasing incidence 
rates. In most developing co- 
untries such as Brazil, mam-
mography screening guideli- 
nes are absent [172]. By bal-
ancing the available medical 
resources, introducing effici- 
ent screening guidelines and 
effective measures by the go- 
vernment to address the ne- 
ed of breast cancer diagnosis 
may assist to bridge the gap 
[173, 174]. The incidence of 
breast cancer may increase 
due to lack of awareness am- 
ong policy makers, the private 
or public health agencies in 
the countries concerning the 
magnitude of the current and 
future burden of breast cancer 
and its economic impact [20]. 

There are various modalities 
available to treat breast can-
cer. Treatment option are ba- 
sed on the biology of the dis-
ease. Local treatments directly 
affect the tumour such as sur-
gically removing the tumours 
or radiation therapy. Systemic 
treatments are generally used 
to treat the spread of cancer 
throughout the body such as 
chemotherapy, hormonal and 
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from South Africa, most African countries have 
poor or lack radiation facilities and drastic mea-
sures, such as mastectomy, are opted for. 
Therefore, despite the effective use of radia-
tion in the management of breast cancer being 
well established, radiation therapy is not viable 
in the majority of Africa and it remains a mas-
sive challenge in Africa [178]. Depending on the 
biology of the tumour, patients who present 
with late stage disease may also benefit from 
systemic chemotherapy, endocrine and target-
ed therapy. These are particularly important in 
low- and middle-income countries where late 
stage disease presentation is common [179]. 
These factors contribute to the increased mor-
tality rates in developing countries, such as 
South Africa where precision medicine is still in 
its infancy. Precision medicine is evidence-
based medicine with focus on genetics of spe-
cific populations. It can provide important  
information about the studied population which 
can be utilised to enhance treatment options  
at an optimal dosage. However, large volumes 
of experimental data are required from a po- 
pulation and modern technology. The devel-
oped countries have large population-based 
datasets and healthcare infrastructure to  
practice precision medicine. The same is not 
true for low- and middle-income countries. 
Countries like Africa typically have understud-
ied populations with a unique genetic-make- 
up. With a dearth of genetic and population-
based information and efficient expertise avail-
able in Africa, precision medicine may be limit-
ed [180]. 

In addition to chemotherapy and surgery, radia-
tion serves as an important treatment modality 
in the management of breast cancer. In low- 
and middle-income countries with vast num-
bers of patients presenting with late stages of 
the disease, radiotherapy is crucial for improved 
survival. The reality in these countries are, how-
ever, staggering. The distribution of radiothera-
py facilities in Africa and Latin America are poor 
[181]. Excluding South Africa, one unit treats 
approximately 5 million cancer patients in mo- 
st African and Asian countries, and about 30 
countries in these regions lack radiotherapy 
units altogether as reported by the Internati- 
onal Atomic Energy Agency (IAEA) [182]. An es- 
timated 83% of women in high-income coun-
tries who are diagnosed with breast cancer 
could have access to radiotherapy [182]. With 

access to radiotherapy, women with early stage 
disease are candidates for breast conserving 
surgery. In low- and middle-income countries 
with lack of access to radiotherapy facilities, 
breast conserving surgeries are not feasible 
[183]. 

Breast conserving surgery serves as an alter-
native to mastectomy to preserve the breast 
tissue in women. Any residual tumour tissue 
will be eradicated by radiation therapy. In China, 
only 15-30% of hospitals perform breast con-
servation surgery and the rates still remain 
very low. Only a few selected hospitals offer 
this option to patients in India; however, some 
institutions offer breast conserving surgery to 
all or most early breast cancer patients [184-
186]. This is due to late presentation of tu- 
mours as well as the economic restraints and 
high costs of surgery. Research data from Sou- 
th Africa report that only 20% of breast cancer 
patients undergo breast conserving surgery 
which is attributed to late stage disease pre-
sentation, patients not being suitable candi-
dates for surgery due to older age and HIV co-
morbidity [187]. A number of patients can af- 
ford the available multi-modality treatments, a 
larger number do not have access to efficient 
and cost-effective health system. In Western or 
high-come countries such as the U.S. and 
Canada, all forms of modalities are available  
to patients. In Canada, mastectomy rates have 
decreased due to the early detection that ren-
ders patients eligible for breast conserving sur-
gery. Systemic treatment will be combined with 
surgery [185]. These factors add to the steady 
decline in mortality rates in high-income coun-
tries like the US. 

A global phenomenon of breast cancer is the 
delay from diagnosis to treatment. Due to  
the paucity of efficient diagnostic programs, 
women in developing countries, such as in 
Africa, present with late stage disease com-
pared to developed countries. The late diagno-
sis further delays treatment for women in th- 
ese countries that already lack feasible, cost-
effective treatment modalities. Delayed treat-
ment accounts for poor survival rates in wo- 
men compared to those who begin treatment 
soon after diagnosis [188-191]. This trend is 
specially observed in developing countries in 
women with low socio-economic background 
[192].
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Conclusion

Breast cancer constitutes an alarming burden 
worldwide that may rise due to an increase in 
growth and aging of population. In economical-
ly less developed countries, an increase in fre-
quency of cancers such as breast cancer has 
been identified and the incidence in young 
women is rising. This burden is also influenced 
by a change of behaviour and lifestyle, factors 
that are known to play a vital role in breast can-
cer development. These behavioural and life-
style factors can influence protein/genetic al- 
teration to cause loss of normal function in  
certain pivotal proteins/genes. Early detection  
and promotion of physical activities and healthy 
dietary patterns are required. Extensive rese- 
arch to understand the mechanisms underlying 
the biological effects is warranted; alternative 
splicing offers a new avenue of research for 
drug discovery for breast cancer. By identifying 
splice variants that are highly expressed and/or 
suppressed in breast cancer tumours, may 
shed some light on candidate genes and pro-
teins as biomarkers or therapeutic options that 
can be exploited for novel drug development  
for breast cancer. Breast cancer burden can be 
managed, in low-, middle- and high-income co- 
untries, by enhancing healthcare systems, gov-
ernment collaboration to change public health 
policies and provide adequate diagnostic sys-
tems, creating awareness of the disease and 
implementing effective guidelines for diagnosis 
and treatment.

Acknowledgements

We would like to thank the South African Me- 
dical Research Council (SA-MRC) for funding 
this research.

Disclosure of conflict of interest

None.

Address correspondence to: Flavia Zita Francies 
and Zodwa Dlamini, SA-MRC/UP Precision Pre- 
vention & Novel Drug Targets for HIV-Associated 
Cancers Extramural Unit, Pan African Cancer 
Research Institute (PACRI), University of Pretoria, 
Faculty of Health Sciences, Hatfield, 0028, South 
Africa. E-mail: flavia.francies@up.ac.za (FZF); zodwa.
dlamini@up.ac.za (ZD)

References

[1] Bray F, Ferlay J, Soerjomataram I, Siegel RL, 
Torre LA and Jemal A. Global cancer statistics 
2018: GLOBOCAN estimates of incidence and 
mortality worldwide for 36 cancers in 185 
countries. CA Cancer J Clin 2018; 68: 394-
424.

[2] Radecka B and Litwiniuk M. Breast cancer in 
young women. Ginekol Pol 2016; 87: 659-63.

[3] Anderson WF, Reiner AS, Matsuno RK and Pfei-
ffer RM. Shifting breast cancer trends in the 
United States. J Clin Oncol 2007; 25: 3923-9.

[4] Assi HA, Khoury KE, Dbouk H, Khalil LE, 
Mouhieddine TH and El Saghir NS. Epidemiol-
ogy and prognosis of breast cancer in young 
women. J Thorac Dis 2013; 5 Suppl 1: S2-8.

[5] Kim YI. Folate and cancer: a tale of Dr. Jekyll 
and Mr. Hyde? Am J Clin Nutr 2018; 107: 139-
42.

[6] National Cancer Registry Report [Internet]. Na-
tional Health Laboratory Service. 2014 [cited 
21/11/2017]. Available from: http://www.
nioh.ac.za/assets/files/2013NCR.pdf.

[7] Kaminska M, Ciszewski T, Lopacka-Szatan K, 
Miotla P and Staroslawska E. Breast cancer 
risk factors. Prz Menopauzalny 2015; 14: 196-
202.

[8] Kotepui M. Diet and risk of breast cancer. Con-
temp Oncol (Pozn) 2016; 20: 13-9.

[9] Cao Y, Willett WC, Rimm EB, Stampfer MJ and 
Giovannucci EL. Light to moderate intake of al-
cohol, drinking patterns, and risk of cancer: 
results from two prospective US cohort stud-
ies. BMJ 2015; 351: h4238.

[10] Torre LA, Bray F, Siegel RL, Ferlay J, Lortet-Tieu-
lent J and Jemal A. Global cancer statistics, 
2012. CA Cancer J Clin 2015; 65: 87-108.

[11] da Costa Vieira RA, Biller G, Uemura G, Ruiz CA 
and Curado MP. Breast cancer screening in de-
veloping countries. Clinics (Sao Paulo) 2017; 
72: 244-53.

[12] Ghoncheh M, Pournamdar Z and Salehiniya H. 
Incidence and mortality and epidemiology of 
breast cancer in the world. Asian Pac J Cancer 
Prev 2016; 17: 43-6.

[13] DeSantis CE, Bray F, Ferlay J, Lortet-Tieulent J, 
Anderson BO and Jemal A. International varia-
tion in female breast cancer incidence and 
mortality rates. Cancer Epidemiol Biomarkers 
Prev 2015; 24: 1495-506.

[14] Ramathuba DU, Ratshirumbi CT and Masham-
ba TM. Knowledge, attitudes and practices to-
ward breast cancer screening in a rural South 
African community. Curationis 2015; 38.

[15] Cumber SN, Nchanji KN and Tsoka-Gwegwenia 
JN. Breast cancer among women in sub-Saha-
ran Africa: prevalence and a situational analy-

mailto:flavia.francies@up.ac.za
mailto:zodwa.dlamini@up.ac.za
mailto:zodwa.dlamini@up.ac.za


Breast cancer in low-middle income countries

1584 Am J Cancer Res 2020;10(5):1568-1591

sis. Southern African Journal of Gynaecological 
Oncology 2017; 9: 35-7.

[16] Nojilana B, Bradshaw D, Pillay-van Wyk V, 
Msemburi W, Somdyala N, Joubert JD, Groe-
newald P, Laubscher R and Dorrington RE. Per-
sistent burden from non-communicable dis-
eases in South Africa needs strong action. S 
Afr Med J 2016; 106: 23-4.

[17] NCI. Surveillance, Epidemiology, and End Re-
sults Program. Breast Cancer Statistics 2019 
[Available from: https://seer.cancer.gov/stat-
facts/html/common.html.

[18] Pace LE and Shulman LN. Breast cancer in 
sub-saharan Africa: challenges and opportuni-
ties to reduce mortality. Oncologist 2016; 21: 
739-44.

[19] Vorobiof DA, Sitas F and Vorobiof G. Breast 
cancer incidence in South Africa. J Clin Oncol 
2001; 19 Suppl: 125S-7S.

[20] Jemal A, Bray F, Forman D, O'Brien M, Ferlay J, 
Center M and Parkin DM. Cancer burden in Af-
rica and opportunities for prevention. Cancer 
2012; 118: 4372-84.

[21] Gerend MA and Pai M. Social determinants of 
Black-White disparities in breast cancer mor-
tality: a review. Cancer Epidemiol Biomarkers 
Prev 2008; 17: 2913-23.

[22] Foy KC, Fisher JL, Lustberg MB, Gray DM, De-
Graffinreid CR and Paskett ED. Disparities in 
breast cancer tumor characteristics, treat-
ment, time to treatment, and survival probabil-
ity among African American and white women. 
NPJ Breast Cancer 2018; 4: 7.

[23] Brinton LA, Awuah B, Nat Clegg-Lamptey J, Wi-
afe-Addai B, Ansong D, Nyarko KM, Wiafe S, 
Yarney J, Biritwum R, Brotzman M, Adjei AA, 
Adjei E, Aitpillah F, Edusei L, Dedey F, Nyante 
SJ, Oppong J, Osei-Bonsu E, Titiloye N, Vander-
puye V, Brew Abaidoo E, Arhin B, Boakye I, 
Frempong M, Ohene Oti N, Okyne V and 
Figueroa JD. Design considerations for identi-
fying breast cancer risk factors in a population-
based study in Africa. Int J Cancer 2017; 140: 
2667-77.

[24] Chu KC and Anderson WF. Rates for breast 
cancer characteristics by estrogen and proges-
terone receptor status in the major racial/eth-
nic groups. Breast Cancer Res Treat 2002; 74: 
199-211.

[25] Bowen RL, Duffy SW, Ryan DA, Hart IR and 
Jones JL. Early onset of breast cancer in a 
group of British black women. Br J Cancer 
2008; 98: 277-81.

[26] Dickens C, Pfeiffer RM, Anderson WF, Duarte 
R, Kellett P, Schüz J, Kielkowski D and McCor-
mack VA. Investigation of breast cancer sub-
populations in black and white women in 
South Africa. Breast Cancer Res Treat 2016; 
160: 531-7.

[27] Torre LA, Islami F, Siegel RL, Ward EM and Je-
mal A. Global cancer in women: burden and 
trends. Cancer Epidemiol Biomarkers Prev 
2017; 26: 444-57.

[28] Lee BL, Liedke PE, Barrios CH, Simon SD, Fin-
kelstein DM and Goss PE. Breast cancer in 
Brazil: present status and future goals. Lancet 
Oncol 2012; 13: e95-e102.

[29] Cecilio AP, Takakura ET, Jumes JJ, Dos Santos 
JW, Herrera AC, Victorino VJ and Panis C. 
Breast cancer in Brazil: epidemiology and 
treatment challenges. Breast Cancer (Dove 
Med Press) 2015; 7: 43-9.

[30] Werutsky G, Nunes P and Barrios C. Locally ad-
vanced breast cancer in Brazil: current status 
and future perspectives. Ecancermedicalsci- 
ence 2019; 13: 895.

[31] Santos MO. Estimate 2018: cancer incidence 
in Brazil Revista Brasileira de Cancerologia. 
2018; 64: 119-20.

[32] Diniz CSG, Pellini ACG, Ribeiro AG, Tedardi MV, 
Miranda MJ, Touso MM, Baquero OS, Santos 
PCD and Chiaravalloti-Neto F. Breast cancer 
mortality and associated factors in Sao Paulo 
State, Brazil: an ecological analysis. BMJ Open 
2017; 7: e016395.

[33] Fan L, Goss PE and Strasser-Weippl K. Current 
status and future projections of breast cancer 
in Asia. Breast Care (Basel) 2015; 10: 372-8.

[34] Mubarik S, Malik SS, Wang Z, Li C, Fawad M 
and Yu C. Recent insights into breast cancer 
incidence trends among four Asian countries 
using age-period-cohort model. Cancer Manag 
Res 2019; 11: 8145-55.

[35] Zuo TT, Zheng RS, Zeng HM, Zhang SW and 
Chen WQ. Female breast cancer incidence and 
mortality in China, 2013. Thorac Cancer 2017; 
8: 214-8.

[36] Denis GV and Palmer JR. “Obesity-associated” 
breast cancer in lean women: metabolism and 
inflammation as critical modifiers of risk. Can-
cer Prev Res (Phila) 2017; 10: 267-9.

[37] Momenimovahed Z and Salehiniya H. Epide-
miological characteristics of and risk factors 
for breast cancer in the world. Breast Cancer 
(Dove Med Press) 2019; 11: 151-64.

[38] Ayeni OA, Norris SA, Joffe M, Cubasch H, Nietz 
S, Buccimazza I, Singh U, Čačala S, Stopforth 
L, Chen WC, McCormack VA, O’Neil DS, Jacob-
son JS, Neugut AI, Ruff P and Micklesfield LK. 
The multimorbidity profile of South African 
women newly diagnosed with breast cancer. 
Int J Cancer 2019; [Epub ahead of print].

[39] Ayeni OA, Joffe M, Cubasch H, Rinaldi S, Tal-
jaard C, Vorster E, Romieu I and Norris SA. 
Prevalence of comorbidities in women with 
and without breast cancer in Soweto, South 
Africa: results from the SABC study. S Afr Med 
J 2019; 109: 264-71.



Breast cancer in low-middle income countries

1585 Am J Cancer Res 2020;10(5):1568-1591

[40] Maskarinec G, Jacobs S, Park SY, Haiman CA, 
Setiawan VW, Wilkens LR and Le Marchand L. 
Type II diabetes, obesity, and breast cancer 
risk: the multiethnic cohort. Cancer Epidemiol 
Biomarkers Prev 2017; 26: 854-61.

[41] Dietze EC, Chavez TA and Seewaldt VL. Obesity 
and triple-negative breast cancer: disparities, 
controversies, and biology. Am J Pathol 2018; 
188: 280-90.

[42] Sisti JS, Collins LC, Beck AH, Tamimi RM, Ros-
ner BA and Eliassen AH. Reproductive risk fac-
tors in relation to molecular subtypes of breast 
cancer: results from the nurses’ health stud-
ies. Int J Cancer 2016; 138: 2346-56.

[43] Samavat H and Kurzer MS. Estrogen metabo-
lism and breast cancer. Cancer Lett 2015; 
356: 231-43.

[44] Endogenous Hormones and Breast Cancer 
Collaborative Group, Key TJ, Appleby PN, 
Reeves GK, Travis RC, Alberg AJ, Barricarte A, 
Berrino F, Krogh V, Sieri S, Brinton LA, Dorgan 
JF, Dossus L, Dowsett M, Eliassen AH, Fortner 
RT, Hankinson SE, Helzlsouer KJ, Hoff man-
Bolton J, Comstock GW, Kaaks R, Kahle LL, 
Muti P, Overvad K, Peeters PH, Riboli E, Rinaldi 
S, Rollison DE, Stanczyk FZ, Trichopoulos D, 
Tworoger SS, Vineis P. Sex hormones and risk 
of breast cancer in premenopausal women: a 
collaborative reanalysis of individual partici-
pant data from seven prospective studies. Lan-
cet Oncol 2013; 14: 1009-19.

[45] Dall GV and Britt KL. Estrogen effects on the 
mammary gland in early and late life and 
breast cancer risk. Front Oncol 2017; 7: 110.

[46] Sampson JN, Falk RT, Schairer C, Moore SC, 
Fuhrman BJ, Dallal CM, Bauer DC, Dorgan JF, 
Shu XO, Zheng W, Brinton LA, Gail MH, Ziegler 
RG, Xu X, Hoover RN and Gierach GL. Associa-
tion of estrogen metabolism with breast can-
cer risk in different cohorts of postmenopausal 
women. Cancer Res 2017; 77: 918-25.

[47] Russo J and Russo IH. The role of estrogen in 
the initiation of breast cancer. J Steroid Bio-
chem Mol Biol 2006; 102: 89-96.

[48] Cavalieri E and Rogan E. The molecular etiolo-
gy and prevention of estrogen-initiated can-
cers: Ockham’s Razor: pluralitas non est po-
nenda sine necessitate. Plurality should not be 
posited without necessity. Mol Aspects Med 
2014; 36: 1-55.

[49] Lovett JL, Chima MA, Wexler JK, Arslanian KJ, 
Friedman AB, Yousif CB and Strassmann BI. 
Oral contraceptives cause evolutionarily novel 
increases in hormone exposure: a risk factor 
for breast cancer. Evol Med Public Health 
2017; 2017: 97-108.

[50] Gierisch JM, Coeytaux RR, Urrutia RP, 
Havrilesky LJ, Moorman PG, Lowery WJ, Dinan 
M, McBroom AJ, Hasselblad V, Sanders GD 

and Myers ER. Oral contraceptive use and risk 
of breast, cervical, colorectal, and endometrial 
cancers: a systematic review. Cancer Epidemi-
ol Biomarkers Prev 2013; 22: 1931-43.

[51] Finlay-Schultz J and Sartorius CA. Steroid hor-
mones, steroid receptors, and breast cancer 
stem cells. J Mammary Gland Biol Neoplasia 
2015; 20: 39-50.

[52] Mohammed H, Russell IA, Stark R, Rueda OM, 
Hickey TE, Tarulli GA, Serandour AA, Birrell SN, 
Bruna A, Saadi A, Menon S, Hadfield J, Pugh M, 
Raj GV, Brown GD, D’Santos C, Robinson JL, 
Silva G, Launchbury R, Perou CM, Stingl J, Cal-
das C, Tilley WD and Carroll JS. Progesterone 
receptor modulates ERalpha action in breast 
cancer. Nature 2015; 523: 313-7.

[53] McFall T, McKnight B, Rosati R, Kim S, Huang 
Y, Viola-Villegas N and Ratnam M. Progester-
one receptor A promotes invasiveness and me-
tastasis of luminal breast cancer by suppress-
ing regulation of critical microRNAs by 
estrogen. J Biol Chem 2018; 293: 1163-77.

[54] Jones ME, Schoemaker MJ, Wright L, McFad-
den E, Griffin J, Thomas D, Hemming J, Wright 
K, Ashworth A and Swerdlow AJ. Menopausal 
hormone therapy and breast cancer: what is 
the true size of the increased risk? Br J Cancer 
2016; 115: 607-15.

[55] Chlebowski RT and Anderson GL. Menopausal 
hormone therapy and breast cancer mortality: 
clinical implications. Ther Adv Drug Saf 2015; 
6: 45-56.

[56] Flores VA and Taylor HS. The effect of meno-
pausal hormone therapies on breast cancer: 
avoiding the risk. Endocrinol Metab Clin North 
Am 2015; 44: 587-602.

[57] De P, Neutel CI, Olivotto I and Morrison H. 
Breast cancer incidence and hormone replace-
ment therapy in Canada. J Natl Cancer Inst 
2010; 102: 1489-95.

[58] Ravdin PM, Cronin KA, Howlader N, Berg CD, 
Chlebowski RT, Feuer EJ, Edwards BK and Ber-
ry DA. The decrease in breast-cancer incidence 
in 2003 in the United States. N Engl J Med 
2007; 356: 1670-4.

[59] Colditz GA. Decline in breast cancer incidence 
due to removal of promoter: combination es-
trogen plus progestin. Breast Cancer Res 
2007; 9: 108.

[60] Seradour B, Allemand H, Weill A and Ricordeau 
P. Changes by age in breast cancer incidence, 
mammography screening and hormone thera-
py use in France from 2000 to 2006. Bull Can-
cer 2009; 96: E1-6.

[61] Cronin KA, Ravdin PM and Edwards BK. Sus-
tained lower rates of breast cancer in the Unit-
ed States. Breast Cancer Res Treat 2009; 117: 
223-4.



Breast cancer in low-middle income countries

1586 Am J Cancer Res 2020;10(5):1568-1591

[62] DeSantis C, Siegel R, Bandi P and Jemal A. 
Breast cancer statistics, 2011. CA Cancer J 
Clin 2011; 61: 409-18.

[63] Chen P, Li C, Li X, Li J, Chu R and Wang H. High-
er dietary folate intake reduces the breast can-
cer risk: a systematic review and meta-analy-
sis. Br J Cancer 2014; 110: 2327-38.

[64] Zhang YF, Shi WW, Gao HF, Zhou L, Hou AJ and 
Zhou YH. Folate intake and the risk of breast 
cancer: a dose-response meta-analysis of pro-
spective studies. PLoS One 2014; 9: e100044.

[65] Zhang S, Hunter DJ, Hankinson SE, Giovan-
nucci EL, Rosner BA, Colditz GA, Speizer FE 
and Willett WC. A prospective study of folate 
intake and the risk of breast cancer. JAMA 
1999; 281: 1632-7.

[66] Varela-Rey M, Woodhoo A, Martinez-Chantar 
ML, Mato JM and Lu SC. Alcohol, DNA methyla-
tion, and cancer. Alcohol Res 2013; 35: 25-35.

[67] Crider KS, Yang TP, Berry RJ and Bailey LB. Fo-
late and DNA methylation: a review of molecu-
lar mechanisms and the evidence for folate’s 
role. Adv Nutr 2012; 3: 21-38.

[68] Cantarella CD, Ragusa D, Giammanco M and 
Tosi S. Folate deficiency as predisposing factor 
for childhood leukaemia: a review of the litera-
ture. Genes Nutr 2017; 12: 14.

[69] Zakhari S and Hoek JB. Epidemiology of mod-
erate alcohol consumption and breast cancer: 
association or causation? Cancers (Basel) 
2018; 10.

[70] Islam T, Ito H, Sueta A, Hosono S, Hirose K, 
Watanabe M, Iwata H, Tajima K, Tanaka H and 
Matsuo K. Alcohol and dietary folate intake 
and the risk of breast cancer: a case-control 
study in Japan. Eur J Cancer Prev 2013; 22: 
358-66.

[71] McDonald JA, Goyal A and Terry MB. Alcohol 
intake and breast cancer risk: weighing the 
overall evidence. Curr Breast Cancer Rep 
2013; 5.

[72] Ritchie H and Roser M. Alcohol Consumption 
2019 [Available from: https://ourworldindata.
org/alcohol-consumption#citation.

[73] Qian F, Ogundiran T, Hou N, Ndom P, Gakwaya 
A, Jombwe J, Morhason-Bello I, Adebamowo C, 
Ademola A, Ojengbede O, Olopade OI and Huo 
D. Alcohol consumption and breast cancer risk 
among women in three sub-Saharan African 
countries. PLoS One 2014; 9: e106908.

[74] Kispert S and McHowat J. Recent insights into 
cigarette smoking as a lifestyle risk factor for 
breast cancer. Breast Cancer (Dove Med 
Press) 2017; 9: 127-32.

[75] Jones ME, Schoemaker MJ, Wright LB, Ash-
worth A and Swerdlow AJ. Smoking and risk of 
breast cancer in the generations study cohort. 
Breast Cancer Res 2017; 19: 118.

[76] Shafey O, Eriksen M, Ross H and Mackay J. The 
Tobacco Altas. 3rd edition. 2009.

[77] Glynn T, Seffrin JR, Brawley OW, Grey N and 
Ross H. The globalization of tobacco use: 21 
challenges for the 21st century. CA Cancer J 
Clin 2010; 60: 50-61.

[78] Malik A, Jeyaraj PA, Shankar A, Rath GK, Muk-
hopadhyay S and Kamal VK. Passive smoking 
and breast cancer-a suspicious link. Asian Pac 
J Cancer Prev 2015; 16: 5715-9.

[79] Li B, Wang L, Lu MS, Mo XF, Lin FY, Ho SC and 
Zhang CX. Passive smoking and breast cancer 
risk among non-smoking women: a case-con-
trol study in China. PLoS One 2015; 10: 
e0125894.

[80] Overholser L, Shagisultanova E, Rabinovitch 
RA, Kounalakis N, Diamond J, Finlayson CA, 
Fisher CM, Kabos P, Elias AD, Borges VF and 
Mayordomo J. Breast cancer following radia-
tion for hodgkin lymphoma: clinical scenarios 
and risk-reducing strategies. Oncology (Willis-
ton Park) 2016; 30: 1063-70.

[81] Manzo V, Dirbas F and Telli ML. Breast cancer 
after hodgkin lymphoma: the price of success. 
Oncology (Williston Park) 2016; 30: 1072-3.

[82] Bakkach J, Mansouri M, Loudiyi A, Nourouti 
NG, Barakat A and Mechita MB. Secondary 
breast cancer after Hodgkin lymphoma: a case 
report and literature review. Ecancermedi-
calscience 2018; 12: 810.

[83] Travis LB, Hill D, Dores GM, Gospodarowicz M, 
van Leeuwen FE, Holowaty E, Glimelius B, An-
dersson M, Pukkala E, Lynch CF, Pee D, Smith 
SA, Van’t Veer MB, Joensuu T, Storm H, Stovall 
M, Boice JD Jr, Gilbert E and Gail MH. Cumula-
tive absolute breast cancer risk for young 
women treated for Hodgkin lymphoma. J Natl 
Cancer Inst 2005; 97: 1428-37.

[84] Pijpe A, Andrieu N, Easton DF, Kesminiene A, 
Cardis E, Noguès C, Gauthier-Villars M, Lasset 
C, Fricker JP, Peock S, Frost D, Evans DG, Eeles 
RA, Paterson J, Manders P, van Asperen CJ, 
Ausems MG, Meijers-Heijboer H, Thierry-Chef I, 
Hauptmann M, Goldgar D, Rookus MA and van 
Leeuwen FE; GENEPSO; EMBRACE; HEBON. 
Exposure to diagnostic radiation and risk of 
breast cancer among carriers of BRCA1/2 mu-
tations: retrospective cohort study (GENE-RAD-
RISK). BMJ 2012; 345: e5660.

[85] Greenup R, Buchanan A, Lorizio W, Rhoads K, 
Chan S, Leedom T, King R, McLennan J, Craw-
ford B, Kelly Marcom P and Shelley Hwang E. 
Prevalence of BRCA mutations among women 
with triple-negative breast cancer (TNBC) in a 
genetic counseling cohort. Ann Surg Oncol 
2013; 20: 3254-8.

[86] Tung N, Battelli C, Allen B, Kaldate R, Bhat-
nagar S, Bowles K, Timms K, Garber JE, Herold 
C, Ellisen L, Krejdovsky J, DeLeonardis K, 
Sedgwick K, Soltis K, Roa B, Wenstrup RJ and 
Hartman AR. Frequency of mutations in indi-
viduals with breast cancer referred for BRCA1 



Breast cancer in low-middle income countries

1587 Am J Cancer Res 2020;10(5):1568-1591

and BRCA2 testing using next-generation se-
quencing with a 25-gene panel. Cancer 2015; 
121: 25-33.

[87] Armstrong N, Ryder S, Forbes C, Ross J and 
Quek RG. A systematic review of the interna-
tional prevalence of BRCA mutation in breast 
cancer. Clin Epidemiol 2019; 11: 543-61.

[88] Abdulrashid K, AlHussaini N, Ahmed W and 
Thalib L. Prevalence of BRCA mutations among 
hereditary breast and/or ovarian cancer pa-
tients in Arab countries: systematic review and 
meta-analysis. BMC Cancer 2019; 19: 256.

[89] Takaoka M and Miki Y. BRCA1 gene: function 
and deficiency. Int J Clin Oncol 2018; 23: 36-
44.

[90] Winter C, Nilsson MP, Olsson E, George AM, 
Chen Y, Kvist A, Törngren T, Vallon-Christers-
son J, Hegardt C, Häkkinen J, Jönsson G, Gra-
bau D, Malmberg M, Kristoffersson U, Rehn M, 
Gruvberger-Saal SK, Larsson C, Borg Å, Loman 
N and Saal LH. Targeted sequencing of BRCA1 
and BRCA2 across a large unselected breast 
cancer cohort suggests that one-third of muta-
tions are somatic. Ann Oncol 2016; 27: 1532-
8.

[91] Foulkes WD and Sugano K. BRCA2: a grown-up 
cancer susceptibility gene. Endocr Relat Can-
cer 2016; 23: E1-3.

[92] Shiovitz S and Korde LA. Genetics of breast 
cancer: a topic in evolution. Ann Oncol 2015; 
26: 1291-9.

[93] Ellsworth DL, Turner CE and Ellsworth RE. A re-
view of the hereditary component of triple 
negative breast cancer: high- and moderate-
penetrance breast cancer genes, low-pene-
trance loci, and the role of nontraditional ge-
netic elements. J Oncol 2019; 2019: 4382606.

[94] Wendt C and Margolin S. Identifying breast 
cancer susceptibility genes - a review of the ge-
netic background in familial breast cancer. 
Acta Oncol 2019; 58: 135-46.

[95] Brewer HR, Jones ME, Schoemaker MJ, Ash-
worth A and Swerdlow AJ. Family history and 
risk of breast cancer: an analysis accounting 
for family structure. Breast Cancer Res Treat 
2017; 165: 193-200.

[96] Kharazmi E, Chen T, Narod S, Sundquist K and 
Hemminki K. Effect of multiplicity, laterality, 
and age at onset of breast cancer on familial 
risk of breast cancer: a nationwide prospective 
cohort study. Breast Cancer Res Treat 2014; 
144: 185-92.

[97] Kudela E, Samec M, Kubatka P, Nachajova M, 
Laucekova Z, Liskova A, Dokus K, Biringer K, 
Simova D, Gabonova E, Dankova Z, Biskupska 
Bodova K, Zubor P and Trog D. Breast cancer 
in young women: status Quo and advanced 
disease management by a predictive, preven-
tive, and personalized approach. Cancers (Ba-
sel) 2019; 11.

[98] Francies FZ, Wainstein T, De Leeneer K, Cairns 
A, Murdoch M, Nietz S, Cubasch H, Poppe B, 
Van Maerken T, Crombez B, Coene I, Kerr R, 
Slabbert JP, Vral A, Krause A, Baeyens A and 
Claes KB. BRCA1, BRCA2 and PALB2 muta-
tions and CHEK2 c.1100delC in different 
South African ethnic groups diagnosed with 
premenopausal and/or triple negative breast 
cancer. BMC Cancer 2015; 15: 912.

[99] Lin PH, Kuo WH, Huang AC, Lu YS, Lin CH, Kuo 
SH, Wang MY, Liu CY, Cheng FT, Yeh MH, Li HY, 
Yang YH, Hsu YH, Fan SC, Li LY, Yu SL, Chang 
KJ, Chen PL, Ni YH and Huang CS. Multiple 
gene sequencing for risk assessment in pa-
tients with early-onset or familial breast can-
cer. Oncotarget 2016; 7: 8310-20.

[100] Kim HJ, Jung S, Eliassen AH, Chen WY, Willett 
WC and Cho E. Alcohol consumption and 
breast cancer risk in younger women accord-
ing to family history of breast cancer and folate 
intake. Am J Epidemiol 2017; 186: 524-31.

[101] Reeves MD, Yawitch TM, van der Merwe NC, 
van den Berg HJ, Dreyer G and van Rensburg 
EJ. BRCA1 mutations in South African breast 
and/or ovarian cancer families: evidence of a 
novel founder mutation in Afrikaner families. 
Int J Cancer 2004; 110: 677-82.

[102] Sluiter MD and van Rensburg EJ. Large genom-
ic rearrangement of the BRCA1 and BRCA2 
genes: review of the literature and report of a 
novel BRCA1 mutation. Breast Cancer Res 
Treat 2010; 125: 325-49.

[103] Kim H and Choi DH. Distribution of BRCA1 and 
BRCA2 mutations in Asian patients with breast 
cancer. J Breast Cancer 2013; 16: 357-65.

[104] Wiesman C, Rose E, Grant A, Zimilover A, Klug-
man S and Schreiber-Agus N. Experiences 
from a pilot program bringing BRCA1/2 genetic 
screening to theUS Ashkenazi Jewish popula-
tion. Genet Med 2017; 19: 529-36.

[105] Janavicius R. Founder BRCA1/2 mutations in 
the Europe: implications for hereditary breast-
ovarian cancer prevention and control. EPMA J 
2010; 1: 397-412.

[106] Khanna KK and Jackson SP. DNA double-
strand breaks: signaling, repair and the cancer 
connection. Nat Genet 2001; 27: 247-54.

[107] Pellegrini L and Venkitaraman A. Emerging 
functions of BRCA2 in DNA recombination. 
Trends Biochem Sci 2004; 29: 310-6.

[108] Balmana J, Domchek SM, Tutt A and Garber JE. 
Stumbling blocks on the path to personalized 
medicine in breast cancer: the case of PARP 
inhibitors for BRCA1/2-associated cancers. 
Cancer Discov 2011; 1: 29-34.

[109] Wu J, Lu LY and Yu X. The role of BRCA1 in DNA 
damage response. Protein Cell 2010; 1: 117-
23.

[110] Dziadkowiec KN, Gasiorowska E, Nowak-Mark-
witz E and Jankowska A. PARP inhibitors: re-



Breast cancer in low-middle income countries

1588 Am J Cancer Res 2020;10(5):1568-1591

view of mechanisms of action and BRCA1/2 
mutation targeting. Prz Menopauzalny 2016; 
15: 215-9.

[111] Dietze EC, Sistrunk C, Miranda-Carboni G, 
O’Regan R and Seewaldt VL. Triple-negative 
breast cancer in African-American women: dis-
parities versus biology. Nat Rev Cancer 2015; 
15: 248-54.

[112] Chen H, Wu J, Zhang Z, Tang Y, Li X, Liu S, Cao 
S and Li X. Association between BRCA status 
and triple-negative breast cancer: a meta-
analysis. Front Pharmacol 2018; 9: 909.

[113] Robertson L, Hanson H, Seal S, Warren-Perry 
M, Hughes D, Howell I, Turnbull C, Houlston R, 
Shanley S, Butler S, Evans DG, Ross G, Eccles 
D, Tutt A and Rahman N; TNT Trial TMG; BCSC 
(UK). BRCA1 testing should be offered to indi-
viduals with triple-negative breast cancer diag-
nosed below 50 years. Br J Cancer 2012; 106: 
1234-8.

[114] Young SR, Pilarski RT, Donenberg T, Shapiro C, 
Hammond LS, Miller J, Brooks KA, Cohen S, 
Tenenholz B, Desai D, Zandvakili I, Royer R, Li 
S and Narod SA. The prevalence of BRCA1 mu-
tations among young women with triple-nega-
tive breast cancer. BMC Cancer 2009; 9: 86.

[115] Oktay K, Moy F, Titus S, Stobezki R, Turan V, 
Dickler M and Goswami S. Age-related decline 
in DNA repair function explains diminished 
ovarian reserve, earlier menopause, and pos-
sible oocyte vulnerability to chemotherapy in 
women with BRCA mutations. J Clin Oncol 
2014; 32: 1093-4.

[116] Titus S, Li F, Stobezki R, Akula K, Unsal E, 
Jeong K, Dickler M, Robson M, Moy F, Goswami 
S and Oktay K. Impairment of BRCA1-related 
DNA double-strand break repair leads to ovar-
ian aging in mice and humans. Sci Transl Med 
2013; 5: 172ra21.

[117] Lin WT, Beattie M, Chen LM, Oktay K, Crawford 
SL, Gold EB, Cedars M and Rosen M. Compari-
son of age at natural menopause in BRCA1/2 
mutation carriers with a non-clinic-based sam-
ple of women in northern California. Cancer 
2013; 119: 1652-9.

[118] Bottaro DP, Rubin JS, Faletto DL, Chan AM, 
Kmiecik TE, Vande Woude GF and Aaronson 
SA. Identification of the hepatocyte growth fac-
tor receptor as the c-met proto-oncogene prod-
uct. Science 1991; 251: 802-4.

[119] Ho-Yen CM, Jones JL and Kermorgant S. The 
clinical and functional significance of c-Met in 
breast cancer: a review. Breast Cancer Res 
2015; 17: 52.

[120] Walker F, Kermorgant S, Daraï E, Madelenat P, 
Cremieux AC, Hénin D and Lehy T. Hepatocyte 
growth factor and c-Met in cervical intraepithe-
lial neoplasia: overexpression of proteins asso-
ciated with oncogenic human papillomavirus 

and human immunodeficiency virus. Clin Can-
cer Res 2003; 9: 273-84.

[121] Lengyel E, Prechtel D, Resau JH, Gauger K, 
Welk A, Lindemann K, Salanti G, Richter T, 
Knudsen B, Vande Woude GF and Harbeck N. 
C-Met overexpression in node-positive breast 
cancer identifies patients with poor clinical 
outcome independent of Her2/neu. Int J Can-
cer 2005; 113: 678-82.

[122] Engelman JA, Zejnullahu K, Mitsudomi T, Song 
Y, Hyland C, Park JO, Lindeman N, Gale CM, 
Zhao X, Christensen J, Kosaka T, Holmes AJ, 
Rogers AM, Cappuzzo F, Mok T, Lee C, Johnson 
BE, Cantley LC and Jänne PA. MET amplifica-
tion leads to gefitinib resistance in lung cancer 
by activating ERBB3 signaling. Science 2007; 
316: 1039-43.

[123] Li Y, Chen CQ, He YL, Cai SR, Yang DJ, He WL, 
Xu JB and Zan WH. Abnormal expression of E-
cadherin in tumor cells is associated with poor 
prognosis of gastric carcinoma. J Surg Oncol 
2012; 106: 304-10.

[124] Zhao X, Qu J, Hui Y, Zhang H, Sun Y, Liu X, Zhao 
X, Zhao Z, Yang Q, Wang F and Zhang S. Clini-
copathological and prognostic significance of 
c-Met overexpression in breast cancer. Onco-
target 2017; 8: 56758-67.

[125] Hanna JA, Bordeaux J, Rimm DL and Agarwal 
S. The function, proteolytic processing, and 
histopathology of Met in cancer. Adv Cancer 
Res 2009; 103: 1-23.

[126] Trusolino L, Bertotti A and Comoglio PM. MET 
signalling: principles and functions in develop-
ment, organ regeneration and cancer. Nat Rev 
Mol Cell Biol 2010; 11: 834-48.

[127] Gherardi E, Birchmeier W, Birchmeier C and 
Vande Woude G. Targeting MET in cancer: ra-
tionale and progress. Nat Rev Cancer 2012; 
12: 89-103.

[128] Levy DE and Darnell JE Jr. Stats: transcriptional 
control and biological impact. Nat Rev Mol Cell 
Biol 2002; 3: 651-62.

[129] Walker SR, Xiang M and Frank DA. Distinct 
roles of STAT3 and STAT5 in the pathogenesis 
and targeted therapy of breast cancer. Mol Cell 
Endocrinol 2014; 382: 616-21.

[130] Banerjee K and Resat H. Constitutive activa-
tion of STAT3 in breast cancer cells: a review. 
Int J Cancer 2016; 138: 2570-8.

[131] Rane SG and Reddy EP. Janus kinases: compo-
nents of multiple signaling pathways. Onco-
gene 2000; 19: 5662-79.

[132] Yu H and Jove R. The STATs of cancer--new mo-
lecular targets come of age. Nat Rev Cancer 
2004; 4: 97-105.

[133] Turkson J, Ryan D, Kim JS, Zhang Y, Chen Z, 
Haura E, Laudano A, Sebti S, Hamilton AD and 
Jove R. Phosphotyrosyl peptides block Stat3-
mediated DNA binding activity, gene regula-



Breast cancer in low-middle income countries

1589 Am J Cancer Res 2020;10(5):1568-1591

tion, and cell transformation. J Biol Chem 
2001; 276: 45443-55.

[134] Qin JJ, Yan L, Zhang J and Zhang WD. STAT3 as 
a potential therapeutic target in triple negative 
breast cancer: a systematic review. J Exp Clin 
Cancer Res 2019; 38: 195.

[135] Lacroix M, Toillon RA and Leclercq G. p53 and 
breast cancer, an update. Endocr Relat Cancer 
2006; 13: 293-325.

[136] Varna M, Bousquet G, Plassa LF, Bertheau P 
and Janin A. TP53 status and response to 
treatment in breast cancers. J Biomed Biotech-
nol 2011; 2011: 284584.

[137] Duffy MJ, Synnott NC and Crown J. Mutant p53 
in breast cancer: potential as a therapeutic tar-
get and biomarker. Breast Cancer Res Treat 
2018; 170: 213-9.

[138] Olivier M, Hollstein M and Hainaut P. TP53 mu-
tations in human cancers: origins, conse-
quences, and clinical use. Cold Spring Harb 
Perspect Biol 2010; 2: a001008.

[139] Levine AJ and Oren M. The first 30 years of 
p53: growing ever more complex. Nat Rev Can-
cer 2009; 9: 749-58.

[140] Beckerman R and Prives C. Transcriptional 
regulation by p53. Cold Spring Harb Perspect 
Biol 2010; 2: a000935.

[141] Rueda-Rincon N, Bloch K, Derua R, Vyas R, 
Harms A, Hankemeier T, Khan NA, Dehairs J, 
Bagadi M, Binda MM, Waelkens E, Marine JC 
and Swinnen JV. p53 attenuates AKT signaling 
by modulating membrane phospholipid com-
position. Oncotarget 2015; 6: 21240-54.

[142] Vogelstein B, Lane D and Levine AJ. Surfing the 
p53 network. Nature 2000; 408: 307-10.

[143] Gottlieb E and Vousden KH. p53 regulation of 
metabolic pathways. Cold Spring Harb Per-
spect Biol 2010; 2: a001040.

[144] Liang Y, Liu J and Feng Z. The regulation of cel-
lular metabolism by tumor suppressor p53. 
Cell Biosci 2013; 3: 9.

[145] Muller PA, Vousden KH and Norman JC. p53 
and its mutants in tumor cell migration and in-
vasion. J Cell Biol 2011; 192: 209-18.

[146] Bonomi S, Gallo S, Catillo M, Pignataro D, Bi-
amonti G and Ghigna C. Oncogenic alternative 
splicing switches: role in cancer progression 
and prospects for therapy. Int J Cell Biol 2013; 
2013: 962038.

[147] Yang Q, Zhao J, Zhang W, Chen D and Wang Y. 
Aberrant alternative splicing in breast cancer. J 
Mol Cell Biol 2019; 11: 920-9.

[148] Martinez-Montiel N, Anaya-Ruiz M, Perez-San-
tos M and Martinez-Contreras RD. Alternative 
splicing in breast cancer and the potential de-
velopment of therapeutic tools. Genes (Basel) 
2017; 8.

[149] Xiping Z, Qingshan W, Shuai Z, Hongjian Y and 
Xiaowen D. A summary of relationships be-

tween alternative splicing and breast cancer. 
Oncotarget 2017; 8: 51986-93.

[150] Wang Y, Bernhardy AJ, Cruz C, Krais JJ, Nacson 
J, Nicolas E, Peri S, van der Gulden H, van der 
Heijden I, O’Brien SW, Zhang Y, Harrell MI, 
Johnson SF, Candido Dos Reis FJ, Pharoah PD, 
Karlan B, Gourley C, Lambrechts D, Chenevix-
Trench G, Olsson H, Benitez JJ, Greene MH, 
Gore M, Nussbaum R, Sadetzki S, Gayther SA, 
Kjaer SK; kConFab Investigators, D’Andrea AD, 
Shapiro GI, Wiest DL, Connolly DC, Daly MB, 
Swisher EM, Bouwman P, Jonkers J, Balmaña 
J, Serra V and Johnson N. The BRCA1-Delta11q 
alternative splice isoform bypasses germline 
mutations and promotes therapeutic resis-
tance to PARP inhibition and cisplatin. Cancer 
Res 2016; 76: 2778-90.

[151] Wheatley SP and Altieri DC. Survivin at a 
glance. J Cell Sci 2019; 132.

[152] Garg H, Suri P, Gupta JC, Talwar GP and Dubey 
S. Survivin: a unique target for tumor therapy. 
Cancer Cell Int 2016; 16: 49.

[153] Nelson AW, Groen AJ, Miller JL, Warren AY, 
Holmes KA, Tarulli GA, Tilley WD, Katzenellen-
bogen BS, Hawse JR, Gnanapragasam VJ and 
Carroll JS. Comprehensive assessment of es-
trogen receptor beta antibodies in cancer cell 
line models and tissue reveals critical limita-
tions in reagent specificity. Mol Cell Endocrinol 
2017; 440: 138-50.

[154] Ali S and Coombes RC. Estrogen receptor al-
pha in human breast cancer: occurrence and 
significance. J Mammary Gland Biol Neoplasia 
2000; 5: 271-81.

[155] Jonsson P, Katchy A and Williams C. Support of 
a bi-faceted role of estrogen receptor beta (ER-
beta) in ERalpha-positive breast cancer cells. 
Endocr Relat Cancer 2014; 21: 143-60.

[156] Koedoot E, Wolters L, van de Water B and De-
vedec SEL. Splicing regulatory factors in breast 
cancer hallmarks and disease progression. 
Oncotarget 2019; 10: 6021-6037.

[157] Sun W, Gu C, Xia M, Zhong G, Song H and Guo 
J. Significance of estrogen receptor subtypes 
in breast tumorigenesis and progression. Tu-
mour Biol 2014; 35: 9111-7.

[158] Rajapaksa G, Nikolos F, Bado I, Clarke R, Gus-
tafsson JA and Thomas C. ERbeta decreases 
breast cancer cell survival by regulating the 
IRE1/XBP-1 pathway. Oncogene 2015; 34: 
4130-41.

[159] Baek JM, Chae BJ, Song BJ and Jung SS. The 
potential role of estrogen receptor beta2 in 
breast cancer. Int J Surg 2015; 14: 17-22.

[160] Smith LD, Leme de Calais F, Raponi M, Mel-
lone M, Buratti E, Blaydes JP and Baralle D. 
Novel splice-switching oligonucleotide pro-
motes BRCA1 aberrant splicing and suscepti-
bility to PARP inhibitor action. Int J Cancer 
2017; 140: 1564-70.



Breast cancer in low-middle income countries

1590 Am J Cancer Res 2020;10(5):1568-1591

[161] Park S, Brugiolo M, Akerman M, Das S, Urban-
ski L, Geier A, Kesarwani AK, Fan M, Leclair N, 
Lin KT, Hu L, Hua I, George J, Muthuswamy SK, 
Krainer AR and Anczuków O. Differential func-
tions of splicing factors in mammary transfor-
mation and breast cancer metastasis. Cell Rep 
2019; 29: 2672-88, e7.

[162] Takeiwa T, Mitobe Y, Ikeda K, Horie-Inoue K 
and Inoue S. Roles of splicing factors in hor-
mone-related cancer progression. Int J Mol Sci 
2020; 21.

[163] Boyd NF, Martin LJ, Bronskill M, Yaffe MJ, Duric 
N and Minkin S. Breast tissue composition and 
susceptibility to breast cancer. J Natl Cancer 
Inst 2010; 102: 1224-37.

[164] Kim H, Kim HH, Han B, Kim KH, Han K, Nam H, 
et al. Changes in cancer detection and false-
positive recall in mammography using artificial 
intelligence: a retrospective, multireader study. 
Lancet Digital Health 2020; 2: e138-48.

[165] Kim SH, Kim HH and Moon WK. Automated 
breast ultrasound screening for dense breasts. 
Korean J Radiol 2020; 21: 15-24.

[166] Corsetti V, Houssami N, Ferrari A, Ghirardi M, 
Bellarosa S, Angelini O, Bani C, Sardo P, Remi-
da G, Galligioni E and Ciatto S. Breast screen-
ing with ultrasound in women with mammogra-
phy-negative dense breasts: evidence on 
incremental cancer detection and false posi-
tives, and associated cost. Eur J Cancer 2008; 
44: 539-44.

[167] Broeders MJM, Allgood P, Duffy SW, Hofvind S, 
Nagtegaal ID, Paci E, Moss SM and Bucchi L. 
The impact of mammography screening pro-
grammes on incidence of advanced breast 
cancer in Europe: a literature review. BMC Can-
cer 2018; 18: 860.

[168] Bleyer A and Welch HG. Effect of three de-
cades of screening mammography on breast-
cancer incidence. N Engl J Med 2012; 367: 
1998-2005.

[169] Youlden DR, Cramb SM, Dunn NA, Muller JM, 
Pyke CM and Baade PD. The descriptive epide-
miology of female breast cancer: an interna-
tional comparison of screening, incidence, sur-
vival and mortality. Cancer Epidemiol 2012; 
36: 237-48.

[170] Allemani C, Weir HK, Carreira H, Harewood R, 
Spika D, Wang XS, Bannon F, Ahn JV, Johnson 
CJ, Bonaventure A, Marcos-Gragera R, Stiller C, 
Azevedo e Silva G, Chen WQ, Ogunbiyi OJ, 
Rachet B, Soeberg MJ, You H, Matsuda T, Biel-
ska-Lasota M, Storm H, Tucker TC and Cole-
man MP; CONCORD Working Group. Global 
surveillance of cancer survival 1995-2009: 
analysis of individual data for 25,676,887 pa-
tients from 279 population-based registries in 
67 countries (CONCORD-2). Lancet 2015; 
385: 977-1010.

[171] Synman L. Breast cancer mammography 
screening for low-risk women in South Africa. 
Southern African Journal of Gynaecological On-
cology 2010; 2: 69-70.

[172] Cazap E. Breast cancer in latin America: a map 
of the disease in the region. Am Soc Clin Oncol 
Educ Book 2018; 38: 451-6.

[173] Chen W, Zheng R, Zuo T, Zeng H, Zhang S and 
He J. National cancer incidence and mortality 
in China, 2012. Chin J Cancer Res 2016; 28: 
1-11.

[174] Klarenbach S, Sims-Jones N, Lewin G, Singh H, 
Thériault G, Tonelli M, Doull M, Courage S, Gar-
cia AJ and Thombs BD; Canadian Task Force 
on Preventive Health Care. Recommendations 
on screening for breast cancer in women aged 
40-74 years who are not at increased risk for 
breast cancer. CMAJ 2018; 190: E1441-E51.

[175] Ely S and Vioral AN. Breast cancer overview. 
Plast Surg Nurs 2007; 27: 128-33; quiz 34-5.

[176] Bhoo-Pathy N, Yip CH, Hartman M, Uiterwaal 
CS, Devi BC, Peeters PH, Taib NA, van Gils CH 
and Verkooijen HM. Breast cancer research in 
Asia: adopt or adapt Western knowledge? Eur J 
Cancer 2013; 49: 703-9.

[177] Tfayli A, Temraz S, Abou Mrad R and Shamsed-
dine A. Breast cancer in low- and middle-in-
come countries: an emerging and challenging 
epidemic. J Oncol 2010; 2010: 490631.

[178] Kantelhardt EJ, Muluken G, Sefonias G, Won-
dimu A, Gebert HC, Unverzagt S and Addissie 
A. A review on breast cancer care in Africa. 
Breast Care (Basel) 2015; 10: 364-70.

[179] Martei YM, Pace LE, Brock JE and Shulman LN. 
Breast cancer in low- and middle-income coun-
tries: why we need pathology capability to 
solve this challenge. Clin Lab Med 2018; 38: 
161-73.

[180] Mulder N. Development to enable precision 
medicine in Africa. Per Med 2017; 14: 467-70.

[181] Bishr MK and Zaghloul MS. Radiation therapy 
availability in africa and latin america: two 
models of low and middle income countries. 
Int J Radiat Oncol Biol Phys 2018; 102: 490-8.

[182] IAEA. Radiotherapy in cancer care: facing the 
global challenge. 2017.

[183] Vanderpuye V, Grover S, Hammad N, 
PoojaPrabhakar, Simonds H, Olopade F and 
Stefan DC. An update on the management of 
breast cancer in Africa. Infect Agent Cancer 
2017; 12: 13.

[184] Ali SH, Somashekhar SP and Kumar AN. Rate 
of breast-conserving surgery vs mastectomy in 
breast cancer: a tertiary care centre experi-
ence from South India. Indian J Surg Oncol 
2019; 10: 72-76.

[185] Leong SP, Shen ZZ, Liu TJ, Agarwal G, Tajima T, 
Paik NS, Sandelin K, Derossis A, Cody H and 
Foulkes WD. Is breast cancer the same dis-



Breast cancer in low-middle income countries

1591 Am J Cancer Res 2020;10(5):1568-1591

ease in Asian and Western countries? World J 
Surg 2010; 34: 2308-24.

[186] Huang NS, Liu MY, Chen JJ, Yang BL, Xue JY, 
Quan CL, Mo M, Liu GY, Shen ZZ, Shao ZM and 
Wu J. Surgical management of breast cancer 
in China: a 15-year single-center retrospective 
study of 18,502 patients. Medicine (Baltimore) 
2016; 95: e4201.

[187] Cubasch H, Joffe M, Ruff P, Dietz D, Rosen-
baum E, Murugan N, Chih MT, Ayeni O, Dickens 
C, Crew K, Jacobson JS and Neugut A. Breast 
conservation surgery versus total mastectomy 
among women with localized breast cancer in 
Soweto, South Africa. PLoS One 2017; 12: 
e0182125.

[188] Rivera-Franco MM and Leon-Rodriguez E. De-
lays in breast cancer detection and treatment 
in developing countries. Breast Cancer (Auckl) 
2018; 12: 1178223417752677.

[189] Unger-Saldana K. Challenges to the early diag-
nosis and treatment of breast cancer in devel-
oping countries. World J Clin Oncol 2014; 5: 
465-77.

[190] Romeiro Lopes TC, Gravena AAF, Demitto MO, 
Borghesan DHP, Dell’Agnolo CM, Brischiliari 
SCR, Carvalho MDB and Pelloso SM. Delay in 
diagnosis and treatment of breast cancer 
among women attending a reference service 
in brazil. Asian Pac J Cancer Prev 2017; 18: 
3017-23.

[191] Jaiswal K, Hull M, Furniss AL, Doyle R, Gayou N 
and Bayliss E. Delays in diagnosis and treat-
ment of breast cancer: a safety-net population 
profile. J Natl Compr Canc Netw 2018; 16: 
1451-7.

[192] Li Y, Zhou Y, Mao F, Guan J, Lin Y, Wang X, 
Zhang Y, Zhang X, Shen S and Sun Q. The influ-
ence on survival of delay in the treatment ini-
tiation of screening detected non-symptomatic 
breast cancer. Sci Rep 2019; 9: 10158.

[193] Siegel RL, Miller KD and Jemal A. Cancer sta-
tistics, 2018. CA Cancer J Clin 2018; 68: 7-30.

[194] GLOBOCAN. Global Breast Cancer Fact Sheet 
2018 [Available from: https://gco.iarc.fr/to-
day/data/factsheets/cancers/20-Breast-fact-
sheet.pdf.


