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ABSTRACT
Background

Breast cancer is the second most common cancer in women in Nepal. Even though
the evaluation and treatment of patients is done as per western guidelines, there are
considerable variations in risk factors, presenting stage and prognostic factors such as
receptor status.

Objective
To evaluate the clinical profile of patients presenting with breast cancer in Nepal.
Method

The study was conducted at Department of Radiotherapy and Oncology, Bir Hospital
and Department of Radiation Oncology, BP Koirala Memorial Cancer Hospital, Bharatpur
from 16th July 2007 to 15th June 2008 for a period of one year and 114 patients were
enrolled. Detailed history, clinical examination and necessary investigations performed.
Histological features including receptor status were recorded. Tumor Node Metastasis
(TNM) staging system was as per American Joint Committee on Cancer (AJCC), fifth
edition. Data was collected in preformed case report form and was managed using
SPSS version 13.

Results

The incidence was high (34.2%) among perimenopausal women age ranging from
41 to 50. The majority of women presented with lump (98.2%) and others with pain
(21.9%), nipple retraction (16.7%), ulceration (7.9%), discharge (7%), or symptoms
of metastasis (6.1%). Regarding receptor status, the majority (64.0%) were Estrogen
receptor (ER) and Progesterone receptor (PR) negative with 21.9 percent. ER+PR+,
Younger women were more likely to be both ER and PR negative. Where available, Her-
2 immunohistochemistry showed that 45.0 % of post menopausal women were Her-2
neative, compared to 64.0 % of premenopausal women. Incidence of Triple negative
disease was 41.3 %. The most common stage at presentation was stage Il (26.3%).

Conclusion

Majority of patients were perimenopausal, presenting with locally advanced disease
(Stage Il and Stage Il) and with average tumor size two to five cm and were hormonal
receptor negative. These findings are similar to other South Asian population but is
inverse than profile reported in Western populations.
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INTRODUCTION

Breast cancer is one of the common and leading causes
of cancer related death in females and account for 29% of
all cancers diagnosed each year worldwide.! This disease
accounts for 32% of all female cancers and is responsible
for 19% of cancer related mortality in women worldwide.?
From the hospital based cancer registry of Nepal, which
contains pooled data from seven major hospitals where
cancer is diagnosed and treated, there were a total of
2910 cancer patients in the year 2009, 211 of these were
breasts cancers, which represent 7.2% of all malignancies,
and is the second most commonly diagnosed cancer in
Nepal.>® In developed countries, the majority of breast
cancers diagnosis is following screening. In developing
countries, patients have limited access to screening, or any
effective awareness programs and consequently advanced
disease. Treatment of breast cancer is multidisciplinary,
for early stage disease surgery plays a crucial role followed
by radiation therapy and/or chemotherapy depending on
tumor size, nodal status, age of patient and histological
sub-type. For advanced disease systemic therapy with
loco regional treatment is considered. This study aims to
evaluate the clinical profile of patients presenting with
breast cancer in Nepal.

METHODS

A observational, cross sectional study was conducted
from 16 July 2007 to 15" June 2008 at the Department
of Radiotherapy and Oncology, Bir Hospital, Kathmandu
and Department of Radiation Oncology, BP Koirala
Memorial Cancer Hospital, Bharatpur, Nepal. One
hundred and fourteen patients of newly diagnosed
cases of histopathologically confirmed breast cancer
attending the Radiation oncology outpatient department
were consecutively enrolled in the study, and informed
consent was taken. Patients with recurrent or previously
treated breast cancer, inconclusive diagnosis and who
declined consent were not included in the study. Detailed
history, clinical examination and necessary investigations
performed. Histological features including receptor status
were recorded. Patients were staged as per TNM staging
fifth edition. Data were collected in preformed Case Report
Form and data was processed with Statistical package for
social science (SPSS) version 13. Since this was a study of
clinical profile only, statistical tests for comparison were
not applicable.

RESULTS

The largest age group represented was 41 to 50 years.
There were 111 females (97.4%) and three males (2.6%).
Among 111 females, 53.5% were premenopausal whereas
46.5% were post- menopausal. The majority of women
(98.2%) presented with self detected mass, associated
with painin 25 (21.9%), nine women (7.9%) presented with

ulceration, eight (7.0%) had a nipple discharge, 19 (16.7%)
showed nipple retraction whereas seven (6.1%) presented
with symptoms of distant metastasis.

Past history of fibrocystic disease or biopsy for benign
condition was present in 12 cases (10.5%). In hormonal
contraception was used only by eight cases (7.0%). The
average age of menarche was 14 + 1 year in 61 cases
(53.5%). History of breast-feeding was present in 96 cases
(84.2%) and 52 cases (45.6%) had their first childbirth
before the age of 25 years. Most of the cases (102, 89.5%)
were married or parous, and only 12 cases (10.5%) were
nulliparous. Regarding the distribution of tumor site, 73
cases (64.0%) had the tumor in the upper outer quadrant,
followed by 15 cases (13.2%) in central area, 11 cases (9.8%)
in the upper inner quadrant, 10 (8.8%) in the lower outer
quadrant and two cases (1.8%) in the lower inner quadrant.
Just over half the tumors were left sided (58 cases, 50.9%),
whereas 53 cases (46.5%) were right sided and three cases
(2.6%) had bilateral disease at the time of presentation

Tumor size of two to five cm during presentation was
observed in majority of cases (74, 64.9%) followed by
tumor size of more than five cm in 34 cases (29.8%)
whereas tumor size less than two cm was seen only in six
cases (5.3%).

Considering nodal status, 42 cases (36.8%) had a clinically
palpable axillary node at presentation, all of which were
sampled, and histopathological analysis of 79 cases (69.2%)
turned out to be positive for tumor cells.

Histological analysis showed that the majority of cases 54
(47.4%) were Grade Il tumors, followed by Grade | with
33 cases (28.9%), whereas only 23 cases (20.2%) had high
grade Ill tumor. When Stage distribution was done, 53 cases
(46.5%) were Stage Ill, 48 (42.1%) were Stage Il, six (5.4%)
were Stage | and seven cases (6.1%) were Stage IV. While
analyzing receptor status, 73 cases (64.0%) have both ER-/
PR-, 25 cases (21.9%) were both ER+/PR+, 11 cases (9.6%)
were ER-/PR+ and five cases (4.4%) were ER+/PR-. All of the
three cases (100%) of metastatic breast cancer (MBC) were
ER-/PR+ (Fig. 1).

Her-2/neu was associated with liver (visceral) metastasis.
Among 114 cases, Her-2/neu receptor analysis was done
only in 46 cases (table 1). Her-2/neu positivity was inversely

correlated with age. Her-2/neu was also analyzed in seven
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Figure 1. Distribution of receptor status according to menopausal
status.
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Table 1. Correlation of Her-2/neu receptor with menopausal
status.

HER-2/neu Status Postmenopausal Premenopausal
N % N %
Negative 9 45.0% 16 64.0%
Positive 11 55.0% 9 36.0%
Total 20 100.0% 25 100.0%

cases of metastatic breast cancer (MBC), where four cases
with liver metastasis were positive for Her-2/neu and three
cases with bone metastasis were negative. Furthermore,
only one patient out of three cases of male breast cancer
underwent Her-2/neu analysis and was positive.

Most common type of breast cancer was Invasive Ductal
Carcinoma Not Otherwise Specified (IDC NOS) with 100
cases (89.47%) followed by adenosquamous and lobar
carcinoma with four cases (3.51%). We also encountered
papillary, nosimedullary, mucinous, and squamous cell
types of breast cancer with much less frequency (1%
each). All the three cases of MBC studied turned out as
IDC NOS. Patients were then offered various combinations
of adjuvant treatment depending on their staging and
preference and very few patients also received neoadjuvant
chemotherapy.

DISCUSSION

With the exception female gender, increasing age is the
most consistent and significant risk factor for breast
cancer. Personal history and family history of breast cancer,
nulliparity or late age at first childbirth, early menarche
and late menopause, prior breast biopsy with hyperplasia
or atypical hyperplasia, high breast tissue density, radiation
exposure at a young age, alcohol consumption, and use of
postmenopausal hormone therapy are other risk factors.*
The risk of breast cancer increases exponentially up to the
age of menopause, and then the rate of increase in the
risk slows significantly.> In our study the most frequent
age group to have diagnosed breast cancer was between
41yrs to 55yrs of age. Also in this study, 53.5 % of cases
were premenopausal and remaining 46.5 percent were
postmenopausal. Similarly premenopausal breast cancer
comprised of 60 % of all breast cancers in both Nepalese
and Japanese women with breast cancer.®

In this study, majority of cases were in stage Ill (53%),
and stage Il (48%). A similar study compared 109 breast
cancer patients from Nepal with 108 breast cancer patients
treated at Kansai Medical University Otokoyama Hospital
Osaka, Japan between 1993 to 1998 and showed that 60
percent of breast cancer patients were in premenopausal
period both in Nepalese and Japanese women.® At the
time of diagnosis, 50 % of Nepalese breast cancer patients
were in stage Ill and stage IV, while 88 % of Japanese breast
cancer patients were in stage | and stage |I.

The protective effect of child bearing at younger ages on

breast cancer risk is well established along with a nearly
linear relationship between relative risk of breast cancer
and age at first child birth where the age of first childbirth
at age of 20 to 25 having nearly a 50 % reduction in the
relative risk of breast cancer compared to nulliparous
women.”® Surprisingly, most of the cases (52%) in this study
had first childbirth at the age less than 25 years. History
of breast-feeding was also present in 96 % of patients and
only few cases were nulliparous.

ER+/PR+ type of breast cancer was the commonest and its
occurrence ranged from 61 to 65 % in Western countries
whereas in Asian countries ER-/PR- breast cancer is most
prevalent.>!! No significant difference was observed in ER+/
PR- breast cancer in Western and Asian countries. Again,
variation was again found in ER-/PR+ breast cancers with
the incidence of ER-/PR+ breast cancer was 0 to 3.8% in
Western communities but in Asian communities, it ranged
from 2.8 to 21.1 %.**3 In our study, 73.0 % were ER-/PR-
followed by 21.9 % with ER+/PR+, 9.6 % with ER-/PR+ and
4.4 % with ER+/PR- respectively. These findings are similar
to some studies from India.’? Few studies also showed ER
positivity in 72 % of postmenopausal patients and 57 % of
premenopausal patients.'

Her-2/neu receptor positivity was analyzed in only
45 females in the study. Among them only 36.0 % of
premenopausal women were positive whereas 55 % of
postmenopausal women were positive for Her-2/neu
receptor. Frequency of Positivity was also seen more with
younger age group than with older age. Her-2/neu receptor
was also analyzed in seven cases (6.1%) with metastatic
breast cancer. Liver metastasis was seen in four cases
(3.5%), bone metastasis was seen in three cases (2.6%) and
one case had both (0.9%). It was also found that Her-2/neu
positivity was associated with the visceral metastasis than
boney metastasis which. An immunohistochemical study
performedin 319 paraffinembedded blocks of breast cancer
reported that, compared with Her-2/neu negative tumors,
those with over-expression of this gene metastasized three
times more often to the lungs, liver and brain and three
times less often to the bone.™ The prognostic value of Her-
2/neu overexpression may be related not only to increased
cell proliferation rate but also to a distinctive pattern of
metastasis and the same also occurred in our study with
four cases (66.7%) of metastatic breast cancer had Her-2/
neu overexpression who had Liver metastasis.

This study has three male breast cases comprising 2.9 % of
the total. While evaluating, all male breast cancers were
IDC NOS and immunoprofile observed was ER negative / PR
positive. High levels of estrogen (81%) and progesterone
(74%) receptors are found in the largest literature review of
studies of 1301 male breast cancer patients.®

Among the 114 cases, 113 received systemic Chemotherapy
(CT) either in the form of Neoadjuvant CT (NACT), Adjuvant
CT. Only one case had a very small tumor size of 0.5 cm
(pT1pNO) and thus received only Radiotherapy (RT) as
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Breast Conservation Surgery (BCT/BCS) was done. Patients
with invasive breast cancer that are ER+/PR+ should be
considered for adjuvant endocrine therapy regardless
of age of patient, lymphnode status or whether or not
adjuvant chemotherapy is to be administered. Anastrazole
(Arimidex), Tamoxifen, Alone or in Combination (ATAC) trial
indicated that Her-2 amplification is a marker of relative
endocrine resistance independent of type of endocrine
therapy.” This trial also demonstrated that Anastrazole is
superior to Tamoxifen or the combination of Tamoxifen
and Anastrazole in the adjuvant endocrine therapy of the
postmenopausal women with hormone receptor positive
breast cancer. The most firmly established adjuvant
endocrine therapy is Tamoxifen for both premenopausal
and postmenopausal women. Various prospective
randomized trials demonstrate that the optimal duration
of Tamoxifen appears to be five years.'” Based on various
trials, there are a number of options for receptor positive
postmenopausal patients, including aromatase inhibitors
Anastrozole or Letrozole for five years, initial Tamoxifen for
two to three years followed by Exemestane, or Tamoxifen
for five years followed by five years of Letrozole.'-*

Evaluation of receptor status in the management of breast
cancer has become the standard of care. Even though
the need of identifying the receptor status has long been
recognized, it’s been not more than four years that it is
available in our country. Now we routinely request for
this immunohistochemistry (IHC) analysis of the receptor
status before starting treatment. In our study, majority of
cases were ER/PR negative, which are comparable with
the results from the study done in India and Thailand.'???
Most of our patient, 73 cases (64.0%) also did not receive
Hormonal Therapy (HT) based on the receptor status
evaluation with IHC as they were both ER-/PR-. Only 41
cases (36.0%) were either ER/PR positive or ER+ or PR+
and thus were candidates for receiving hormonal therapy,
and were prescribed HT depending upon the menopausal
status. In postmenopausal age group ER-/PR- were 38
cases (58.5%). But in patients with both ER+/PR+ (15
cases, 28.3%), ER+ (3 case, 5.7%) or PR+ (4 cases, 7.5%)
were scheduled to receive either Tamoxifen for five years,
or Aromatase inhibitor for five years, or Tamoxifen for
two years followed by three years of Aromatase inhibitor.
Further, evaluating the receptor status in premenopausal
age group, 42 cases (72.4%) were both ER-/PR- and thus
did not require adjuvant hormonal therapy. Only 10 cases
(17.2%) were both ER+/PR+, two cases (3.4%) were only
ER+ and four cases (6.9%) were only PR+, so this group
were also started on hormonal therapy using regimen as
per the postmenopausal group.’-*

One of the most significant recent advances in breast
cancer treatment has been the introduction of Trastuzumab
into the adjuvant treatment for patients with tumors that
have gene amplification of the Her-2/neu gene.23 Various
landmark trials like the National Surgical Adjuvant Breast
and Bowel Project (NSABP) B-31, Herceptin Adjuvant (HERA)

Trial, Finher study and Breast Cancer International Research
Group (BCIRG) evaluated the adjuvant Trastuzumab with
chemotherapy for patients with Her-2/neu positive breast
cancer showed that risk reduction of recurrence of 52, 46,
58 and 39 percent respectively.?*?” Her-2/neu is amplified
or overexpressed in up to 30 percent of in human breast
carcinoma.?® Overexpression of this protein is associated
with tumor aggressiveness and decreased disease-free
survival in node-positive patients, with variable prognostic
significance among node-negative patients. Several studies
mentioned above have demonstrated that Her-2/neu
status may be predictive of response to hormonal therapy,
resistance to alkylating agent-based chemotherapy, and
response to Taxanesand Anthracyclines. In our study,among
114 cases, only 46 cases had Her-2/neu status available
and further 25 cases were negative for the Her-2/neu
receptor whereas 21 cases had Her-2/neu overexpression.
When this was compared as per menopausal status,
among premenopausal group 16 cases (64.0%) were Her-
2/neu negative and only nine cases (36.0%) had Her-2/
neu overexpression and in postmenopausal group, nine
cases (45.0%) were negative and 11 cases (55.0%) had
Her-2/neu overexpression. This showed that Her-2/neu
overexpression is more frequent with the premenopausal
age group rather than postmenopausal. Most of our young
cases were ER-/PR- with Her-2/neu positive which shows
there is negative correlation between hormone receptors
expression and Her-2/neu amplification as in various
literatures.?>*° This suggest that the younger patients with
breast cancer are more aggressive and carries the poorest
prognosis.

CONCLUSION

The study concluded that most of the patient in our setup
present with locally advanced disease i.e., Stage Il (53%)
and Stage Il (48%), Considering, the receptor status ER-/PR-
cases were most prevalent as reported by studies in other
South Asian population which are inversely related to the
prevalence reported in Western populations. 11%21-23,2930

Based on our study findings, we recommend that:

¢ Implementation of the simple and effective screening
programs for early detection is urgent need in our
population.

e Adjuvant hormonal therapy in our setup should be based
on the presence of hormone receptors, as assessed by
immunohistochemical staining of breast cancer tissue.

e Hormone negative breast cancer over express Her-2/
neu receptor. These breast cancers behave aggressively
but respond well to Trastuzumab as well as to Taxanes
and Anthracyclines. As ER/PR negative breast cancers
were predominant in our population, it is appropriate to
evaluate Her-2/neu status with the hormonal status for
the optimization of the treatment for every case of breast
cancer.
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