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As the world population continues to age, the percentage of elderly is increasing in all 

communities and the incidence of breast cancer will rise accordingly.Worldwide, more than 

one-half of breast cancers cases occur in women over the age of 60 years. Definition of 

"older people" or "elderly" is somewhat arbitrary. Although some developed countries have 

accepted the chronological age of 65 years as “elder-

ly”(http://en.wikipedia.org/wiki/Old_age), United Nations and World Health Organization 

have agreed cutoff of 60 years to refer to the older population (Jung et al 2012). Develop-

ment of breast cancer in older women is influenced by many variables that may differ from 

the risk factors that are involved in younger patients. In addition to well-described variables 

at younger ages such as family history, hormonal exposure, lifestyle factors and pre-

existing benign breast disease, in older women age-related changes in breast tissue, bio-

chemistry, inflammatory responses and the immune system, as well as accumulation of 

DNA damage and spontaneous mutations are suspected to contribute to the complex rela-

tionship between ageing and breast cancer (Bouwens et al 2012).Furthermore, evaluation of 

clinical findings may differ between older and younger women. As an example, in older 

women, irrespective of whether nipple discharge is localized to one or multiple ducts,major 

duct excision is preferred (compared to microdochectomyin younger women) in order to 

providecomprehensive histology and avoid probablefurther discharge from another duct 

(Zervoudis et al 2010).  

Postmenopausal women in whom breast cancer subsequently develops have higher estro-

gen serum concentrations than women who remain free of breast cancer and the potential 

genotoxicity of estrogen and some estrogen metabolites have been implicated for this find-

ing. Postmenopausally, CYP19 gene, encoding P-450 aromatase, is involved in estrogen 

biosynthesis and polymorphisms of this genemay be associated with breast cancer risk. 

Women who metabolize a larger proportion of endogenous estrogen through the 16a-

hydroxylation pathway may have a higher risk of breast cancer than women who metabo-

lize more estrogen through 2-hydroxylation (Iatrakis 2012).  

Anti-estrogen therapy has become a principle component in the treatment of hormone-

sensitive breast cancer and several treatments are available that reduce estrogen production, 

block signaling through the estrogen receptor, or degrade the receptor. These include selec-

tive estrogen receptor modulators (eg, tamoxifen and toremifene), selective estrogen recep-

tor down-regulators (eg, fulvestrant) and estrogen-deprivation therapies (ie, aromatase in-

hibitors).On the other hand, it seems that progestins behave aggressively (compared to nat-

ural progesterone) and increase the risk of breast cancer when given in combination with 

exogenousestrogens. However, sex steroid therapies includingprogestins (eg, megestrol and 

medroxyprogesterone), were proposed as treatment ofbreast cancer.  

Although the number of older women with breast cancer is increasing, treatment guidelines 

for this segment of the population are less definitive than for younger patients (Jung et al 

2012). Taking into account thatin postmenopausal women with hormone receptor-

positive breast cancer,adjuvant endocrine therapy reduces the risk of breast cancer re-

currence and death, it is recommendedadjuvant endocrine therapy for all women with 



hormone receptor-positive breast cancer ≥1 cm or node-positive. “Ignoring” a small in-

crease in (potentially life-threatening) toxicities, it is also suggested the use of adjuvant 

endocrine therapy for node-negativewomen with hormone receptor-positive breast 

cancerhaving small (<0.5 to 1 cm)and well differentiated tumorswithout other adverse risk-

features (angiolymphatic invasion), despite their good prognosis because this therapy  de-

creases the risk of a new second primary breast cancer. For most postmenopausal women 

with ER-positive breast cancer, it is recommendedan aromatase inhibitor (AI)treatment for 

5 years. Although not as a first choice therapy, adjuvant tamoxifen (for five years) is an op-

tion, especially for women with a contraindication to the use of AIs or who are intolerant of 

AIs. Particularly for women over the age of 70 with metastatic disease, response rates and 

time to disease progression appear to be higher with first-line anastrozole or letrozole as 

compared to tamoxifen. Endocrine therapy is almost always chosen initially for treatment 

of hormone receptor-positive tumors and even for some hormone receptor-negative 

tumors because of its favorable toxicity profile (as compared with cytotoxic chemothera-

py).Considering that the active metabolite of tamoxifen is endoxifen, through the cyto-

chrome P450 enzyme CYP2D6, selective serotonin reuptake inhibitors (SSRIs) should be 

used with caution in women receiving adjuvant tamoxifen therapy since certain SSRIs are 

strong inhibitors of the above cytochrome.Patients aged 60 or older who have node-

negative (grade 1) tumors <1 cm are unlikely to gain a survival benefit from adjuvant endo-

crine therapy, and observation alone is an acceptable alternative in the elderly. When adju-

vant radiation therapy (RT) and/or chemotherapy are given in addition to adjuvant endo-

crine therapy, AI (or tamoxifen)shouldbe started only after both chemotherapy and RT are 

completed. 

Management of metastatic breast cancer in women over the age of 65 follows the same 

principles that guide treatment of younger women, with few exceptions.Compared to 

younger women, older women more often have tumors with better prognosis, such as low 

growth rate, presence of hormone receptors (estrogen [ER] and/or progesterone [PgR]) and 

absence of HER2.On the other hand, advancing age is often associated with comorbidity 

(including cognitive impairment), decreased life expectancy, reduced tolerance to cytotoxic 

chemotherapy and a higher prevalence of “difficulties” (eg, access to transportation), fac-

tors that may decrease the tolerance of cancer therapy and can actually adversely impact 

survival.In addition, older women are less commonly included in clinical trials, and this 

lack of data might result in less aggressive treatment. Although several studies have 

demonstrated that providing older women with chemotherapy has beneficial effects on sur-

vival, older women are less likely to receive adjuvant chemotherapy regardless of the stage 

of breast cancer. However, in estrogen receptor-negative patients, overall, chemotherapy 

results in a better survival rate than the non-chemotherapy patients and a similar trend was 

observed in all age groups >55 years except in the group comprising of ≥70 years old pa-

tients (Jung et al 2012).Similarly, it was shown that allocation to about 6 months of 

anthracycline-based polychemotherapy (eg, with FAC [Fluorouracil-

Adriamycin/Doxorubicin-Cyclophosphamide]or FEC [Fluorouracil-Epirubicin-

Cyclophosphamide]) reduces the annual breast cancer death rate by about 20% for those of 

age 50-69 years when diagnosed, largely irrespective of the use of tamoxifen and of ER sta-

tus, nodal status, or other tumour characteristics (Early Breast Cancer Trialists' Collabora-

tive Group 2005). 

Current data supports prior research indicating that the majority of older survivors of breast 

cancer are doing well, but there is a subset of survivors that requires ongoing attention to 



symptoms, comorbidities, emotional health, and social support to thrive after cancer treat-

ment (Bellury et al 2012). 
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