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Breast cancer treatment in high-risk elderly patients: A challenging situation
and difficult decisions
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Abstract

Objective: To assess whether high-risk elderly patients with aggressive tumour biology can be offered standard
treatment despite having multiple comorbid conditions.

Methods: This retrospective study was conducted at Shaukat Khanum Memorial Cancer Hospital and Research
Centre, Lahore, Pakistan, and comprised data of breast cancer patients aged 65 years or above treated between 2006
and 2012,. Data was collected regarding patients' demographics, baseline clinical characteristics, comorbidities,
treatment and outcomes. Stata 12 was used for data analysis.

Results: Of the 407 patients in the study, 399(98%) were women and 8(2%) were men. The overall mean age at
diagnosis was 70+4.9 years (range: 65-90 years). Overall, 59(14.5%) participants had family history of breast cancer.
Bilateral disease was seen in 17(4.2%). Invasive ductal carcinoma was seen in 299(73.5%). Besides, 101(24.8%)
patients had no comorbid conditions, while 138(34%) had one, 102(25%) had two and 66(16%) had three or more
comorbid conditions.

There was no statistically significant difference between those receiving standard treatment including surgery or
other modalities.

Conclusion: Elderly patients of breast cancer may be offered treatment according to the tumour biology and their

overall functional status.
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Introduction

The incidence of breast cancer increases with age: about
35-40% of women with breast cancer are 65 years or
older.! The incidence in this age group is put at 50% by
other researchers. Elderly breast cancer patients exhibit
higher risk of morbidity and mortality compared to
younger patients since they may have multiple comorbid
conditions. Elderly patients are also often undertreated
due to the fear of worsening health during chemotherapy
or surgery.2 However, age alone should not prevent
elderly breast cancer patients from receiving standard
aggressive treatment.3 They should receive the same type
of surgery as younger patients, which could be either
breast-conserving surgery (BCS) with adjuvant radiation
therapy or mastectomy based on established treatment
criteria. Irrespective of age, surgery offers longer disease-
free survival (DFS).4 Elderly patients typically have a
favourable tumour biology, lower grade, Oestrogen
Receptor (ER) and Progesterone Receptor (PR) positive
status. Hormonal therapy, therefore, remains the mainstay
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of treatment in this age group. Patients with receptor-
negative and aggressive tumours or those with lymph
node involvement need chemotherapy.5

This study was planned to assess whether high-risk
elderly patients with aggressive tumour biology can be
offered standard treatment despite having multiple
comorbid conditions.

Patients and Methods

This retrospective study was conducted at Shaukat
Khanum Memorial Cancer Hospital and Research Centre
(SKMCH&RC), Lahore, Pakistan, and comprised data of
breast cancer patients aged 65 years or above treated
between 2006 and 2012. SKMCH&RC is a 187-bed cancer
specialist centre where patients' medical records are
completely electronic and databases can be searched
using key words or International Classification of Diseases
version 9 and10 (ICD-9 and 10) codes.

After approval was obtained from the institutional ethical
committee, data was retrieved and that related to patients
with incomplete information and those who left before
completion of treatment was excluded. Using a data
extraction form, information was obtained regarding
patients' age, gender, locally-advanced disease(tumour
size >5cm, skin involvement, lymph node involvement) at
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presentation, laterality of tumour, family history of breast
cancer amongst first-degree relatives, details of comorbid
conditions, histopathology, receptors, metastasis at
presentation, stage of tumour, treatment received and the
outcome. Patients' medical records were screened for the
presence of eight systemic comorbid conditions,
including ischaemic heart disease (IHD), coronary artery
syndrome (CAD), hypertension (HT), diabetes mellitus
(DM), chronic kidney disease (CKD), chronic obstructive
airway disease (COAD), asthma and pulmonary
tuberculosis (TB).The participants were further divided
into four groups: (1) no comorbid condition (2) single
comorbid condition (3) two comorbid conditions and(4)
three or more comorbid conditions. The patients were
divided into five age groups: 65-69 years, 70-74 years, 75-
79 years, 80-84 years, and 85 years or more. Depending on
the type of treatment received, the patients were further
grouped into those receiving standard treatment
according to tumour biology and those receiving
selective treatment or a portion of the standard therapy
omitting either chemotherapy, surgery or radiotherapy,
although they were otherwise eligible according to the
stage, tumour biology, lymph node status or surgery
procedure.

Stata 12 was used for data analysis. Standard descriptive
summary statistics were used to characterise the sample.
Time to death analyses were done by fitting a Cox
Proportional Hazards Model. Patients were assumed to be
censored at the time of last follow-up. The hazard ratios of
death were adjusted for key variables suggested by the
literature.’-6 All tests were two-sided, with a type 1 error
level of 0.05. Survival was calculated using Kaplan-Meier
survival curve.

Results

Of the 685 patients identified, data of 407(59.4%) patients
was included. Of them, 399(98%) patients were women
and 8(2%) were men. The overall mean age at diagnosis
was 70+4.9 years (range: 65-90 years). Moreover,
208(51.1%) patients were aged between 65-69 years,
129(31.7%) 70-74 years, 45(11%) 75-79 years,19(4.7%) 80-
84 years and 6(1.5%) were aged 85 years or more (Table-
1). Overall, 59(14.5%) participants had family history of
breast cancer. Bilateral disease was seen in 17(4.2%)
patients, while the remaining had it in either the left or the
right breast. Invasive ductal carcinoma (IDCa) was seen in
299(73.5%) patients. Besides, 101(24.8%) patients had no
comorbid conditions, while 138(34%) had one, 102(25%)
had two, and 66(16%) had three or more comorbid
conditions. Of the total, 288(71%) patients were strongly
positive for both ER and PR receptors. As far as stage of the
disease was concerned, 211(50%) patients were in stage ll,
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Table-1: Demographic characteristics and details of surgery procedures of breast
cancer patients (n=407).

Characteristic N %

Age Groups

65-69 208 511
70-74 129 317
75-79 45 11.0
80-84 19 47
85 or older 6 15
Primary diagnosis

DdIS 12 29
IDCa 301 737
ILCa 19 47
ILCa + IDCa 9 22
Papillary 7 1.7
Papillary + DCIS 2 0.5
Mucinous 10 25
Malignant phalloides 2 0.5
Metaplastic carcinoma 1 0.2
Neuroendocrine 2 0.5
Comorbid Groups

No comorbid conditions 101 248
One comorbid condition only 138 33.9
Two comorbid conditions 102 25.1
Three or more comorbid conditions 66 16.2
Molecular subtypes

Luminal A 242 59.5
Luminal B 63 155
Triple negative 44 10.8
H2N type 25 6.1

Others 33 8.1

Surgery procedure

Modified radical mastectomy 17 4.0
Simple Mastectomy 55 135
Wide Local Excision + Axillary Lymph Node Dissection 58 14.2
Wide Local Excision + Sentinel Lymph Node

Biopsy + Frozen Negative 59 14.5
Wide Local Excision only 17 4.2
Axillary Lymph Node Dissection for occult cancer 1 0.2
No surgery 46 13

DCIS: Ductal carcinoma in situ
IDCa: Invasive ductal carcinoma
ILCa: Invasive lobular carcinoma
ER: Oestrogen receptors

PR: Progesterone receptors
H2N: Her 2 neu receptors.

99(24.4%) in stage lll, 52(12.7%) in stage |, 23(5.6%) in
stage IV and 4(1%) at unknown stage. Locally advanced
disease was present in 118(29%) patients. Furthermore,
55(13.5%) patients received simple mastectomy and
171(42%) received modified radical mastectomy.
Chemotherapy was received by 177(43.5%) patients,
radiation therapy by 288(70.8%) and adjuvant hormonal
therapy by 322(81.6%). Overall, 165(40.5%) patients
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Table-2: Treatment stratified by age groups and status of comorbidity.

R. Bano, A. I. Khan, W. Zafar, et al

Surgery Chemotherapy Radiotherapy
Age Groups Yes No Yes No Yes No
N % N % N % N % N % N %

65-69 years 187 89.9 21 10.1 128 61.5 80 385 165 793 43 20.7
70-74 years 108 83.7 21 16.3 36 279 93 72.1 76 58.9 53 4.1
75-79 years 31 68.9 14 311 1 24.4 34 75.6 32 711 13 289
80-84 years 14 73.7 5 263 2 10.5 17 89.5 1 57.9 8 42.1
85 or older 3 50.0 3 50.0 0 6 100.0 4 66.7 2 333
Comorbidity

Single Comorbid 120 87.0 18 13.0 67 485 Al 51.4 97 703 4 29.7
Two Comorbids 85 833 17 16.7 39 38.2 63 61.8 74 725 28 27.4
Three or more Comorbids 52 78.8 14 212 20 30.3 46 69.7 Y] 63.6 24 36.4
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Figure: Kaplan-Meier survival comparison between patients who received standard
treatment and those who received selective treatment.

received standard treatment, while 242(59.5%) received
selective treatment. Until last follow-up, 383(94.1%)
patients were alive, whereas 24(5.9%) died;21(87.5%) of
these death were cancer related.

Treatment stratified by age groups and comorbidity was
also compared (Table-2). There was no statistically
significant difference in mortality between those who
received standard treatment (including surgery,
chemotherapy, hormonal therapy and radiation therapy
according to the tumour biology) and those who received
part of the treatment (Figure-1).

Discussion

Breast cancer is the second-biggest cause of cancer-
specific deaths among women. Breast cancer in patients
above the age of 65 years is increasing. Its incidence is
about 30% to 50% in those above the age of 70 years; as
the life expectancy in this age group is increasing, so is the

incidence of breast cancer.6’ Since elderly patients have
multiple comorbid conditions and decreased functional
status, decision-making regarding aggressive treatment
depends on the overall functional status of the patient.8
Still, there is no consensus on treatment of breast cancer
among the elderly, and they are often undertreated due
to fear of increased morbidity and mortality in the
presence of comorbid conditions.® The assessment of
cardiac patients with breast cancer was done by
echocardiography. The patients were optimised by
internal medicine and were examined by a senior
anaesthetist, cardiologist and pulmonologists before the
start of treatment.

Moreover, 395(91%) patients in our study underwent
surgery successfully, whereas 39(8.98%) either refused
surgery or were at very high risk for anaesthesia. Axillary
dissection was carried out in 257(59.29%) patients. Breast
surgery is considered to have lower morbidity; however,
postoperative complications regarding wound infections
can occur.’™® Three of our patients needed ventilator
support, but recovered. One patient developed
myocardial infarction (MI) immediately after operation,
delayed wound healing was observed in 15 patients with
uncontrolled  diabetes or post neoadjuvant
chemotherapy, and one patient developed partial
mastectomy wound dehiscence. Rocco N. et al. studied
postoperative complications in 449 patients and
observed that morbidity was higher in patients with
comorbid conditions but mortality was not higher.
Therefore, surgery can be done in elderly patients with
comorbids, whereas only fragile patients can be
excluded.

Since the trends in breast surgery are more towards the
breast conservation, and suitable patients can undergo
wide local excision or wire localisation surgery after down
staging the tumour, intra-operative time is less while
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post-operative complications are even lesser compared to
mastectomy. In very high-risk patients, BCS can be
performed under local anaesthesia or regional blocks.
Three patients in our study who were not considered fit
for general anaesthesia underwent mastectomy under
regional block, 2 mastectomies were done under local
anaesthesia as these patients had severe COAD, whereas
19(4.4%) underwent Iumpectomy under local
anaesthesia, axilla was radiated in these patients along
with breast. Elderly patients should receive the same type
of surgery as the younger patients, either BCS with
adjuvant radiation therapy or mastectomy depending
upon the criteria irrespective of age.'2 Swaminathan et al.
studied the choice of surgery in older women with breast
cancer, and emphasised that surgery offers longer DFS.13

Elderly patients usually have favourable tumour biology,
lower grade tumours and strongly ER, PR positive.
Therefore, hormonal therapy remains the mainstay of
systemic treatment in this age group. However, receptor
negative, aggressive tumours and lymph node positive
patients still need chemotherapy.’* Elderly patients
usually have a number of comorbid issues like HT, IHD,
COAD, DM, CKD and, therefore, are not offered the
standard treatment. Age itself is not the contraindication
to receive the treatment, neither are the comorbid
conditions, but it is the functional status of the patient,
which should be assessed prior to the start of the
treatment. Sonmez et al. suggested that complete
functional evaluation is necessary and comorbid
conditions itself are risk factors for overall survival.'s
Elderly patients, who are otherwise healthy, can receive
standard chemotherapy. Muss et al. compared standard
chemotherapy with capecitabine in elderly population
and found that capecitabine was inferior.’¢ Bernard et al.
found that adjuvant chemotherapy does benefit the
elderly, however, ER, PR positive patients can be offered
hormonal therapy thus omitting chemotherapy.!”
Anthracycline-based chemotherapy has better outcome
in terms of local recurrence over CMF
(cyclophosphamide, methotrexate, 5-fluorouracil) in
elderly population.18

Radiation therapy plays an important role in irradiation of
subclinical disease after surgery to decrease local
recurrence, and improves DFS, especially in patients with
BCS and high-risk patients undergoing mastectomy. In
this study, 70.8% patients received radiation therapy. Early
Breast Cancer Trialists' Collaborative Group (EBCTCG)
carried out a meta-analysis of 10,801 women in 17
randomised trials of comparison of radiotherapy versus
no radiotherapy in BCS.'9 Hughes et al. carried out a study
involving inpatients over the age of 70 years and
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randomised the cases into tamoxifen alone vs tamoxifen
and radiation therapy. After a follow-up period of 10.5
years, they found that radiation plus tamoxifen group had
lower local recurrence (2%) as compared to tamoxifen
alone (9%) (p=0.001).20

Elderly patients are usually ER/ PR positive and are more
likely to receive hormonal treatment in the form of
tamoxifen and aromatase inhibitors. Tamoxifen has a
favourable toxicity profile and reduces distant relapse,
which is why older women can benefit from the
endocrine treatment as can the younger.2! Elderly
postmenopausal women are likely to receive aromatase
inhibitors. The Breast International Group (BIG) 1-98 Trial
included 4,922 breast cancer patients; one group was
allocated to tamoxifen and the other to letrozole (an
aromatase inhibitor). After a five-year follow-up period,
letrozole was considered superior to tamoxifen, and it was
observed that older women hormone receptor positive
patients should not be deprived of hormonal therapy.22

Trastuzumab is known for cardiac toxicity. Elderly Her 2
Neu (H2N) positive patients with multiple comorbids are
less likely to get targeted therapy. However, older patients
with good functional status can receive this therapy.23
Only 4 patients in our study with age below 70 years
received targeted therapy. Elmorani et al. found that
clinical trials are required to establish guidelines for breast
cancer treatment in elderly population.24

We observed that most of our patients with single or two
comorbids tolerated surgery, chemotherapy, radiation
and hormonal therapy. Chemotherapy was offered to
patients with locally advanced disease, inflammatory
breast cancer, lymph node positive, receptor-negative
tumours and stage IV disease. Chemotherapy was
omitted in very fragile and receptor-positive patients.

Conclusion

About 40.5% of our patients tolerated standard treatment
including surgery, chemotherapy, radiation and hormonal
therapy, depending upon the tumour biology. There was
no statistically significant difference in mortality between
patients who received standard treatment or selective
treatment (omitting chemotherapy or radiation therapy).
Triple negative, node positive, advanced stage high-risk
elderly patients with multiple comorbid conditions but
overall good functional status may tolerate and are likely
to benefit from standard therapy. Therefore, they may not
be deprived of chemotherapy or radiation therapy if they
present with aggressive disease and are otherwise healthy.
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