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Introduction

Triple negative breast cancer (TNBC) is an
uncommon subtype of breast cancer which lacks
both hormone receptors (Estrogen receptor and
Progestrone receptor) as well as Human epidermal
growth factor receptor — 2. The lack of these
receptors makes its prognosis challenging as
neither hormonal therapy nor anti Her-2 targetted
therapy serves as a treatment option. As a result
TNBC accounts for a disproportionate number of
breast cancer deaths, majority studies indicate a
negative impact of triple negative phenotype on
patient prognosis*®3. Importantly the prognostic
effect of TNBC is independent of poor grade,
nodal status, tumor size and treatment’. The
aggressiveness of TNBC is further indicated by
the fact that the peak recurrence occurs within the
first 3 years after initial treatment of the disease
with the majority of deaths occurring in the first 5
years® and after diagnosis of metastatic disease a

significantly shorter survival was observed in
TNBC®’. Conversely the risk for late recurrences
i.e. beyond five years of diagnosis is decreased by
50% compared to hormone receptor positive
disease®. However differences between TNBC and
non-TNBC regarding overall survival wears off at
10 years of follow up.

Aim

Aim of this study was to find out the treatment
outcome with respect to sites of failure and
survival analysis in triple negative breast cancer
patients who were treated at our institute from
2008-2012.

Methods

The study was conducted in the Department of
Radiation Oncology and Department of Medical
Oncology SKIMS Srinagar.
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Inclusion criteria were breast cancer patients
registered at hospital based cancer registry
SKIMS from 2008-2012, who were documented
as cases of TNBC by immunohistochemistry.
Since data was collected retrospectively, no
patient having Her2 2+ was subjected to FISH
testing as all the patients had already completed
treatment and were on follow up.

Exclusion criteria were patients with double
malignancy and male breast cancer patients.

Results

First part of the study i.e. patient profile and
characteristics are already published®. Here we
will discuss the treatment and survival outcome of
this patient cohort. Total number of patients in this
study i.e. nis 94,

Table 1. Distribution of cases according to the
surgical procedure performed(n=94).

Surgical procedure n Percent(%)
Biopsy only 2 2.1
BCS 18 19.1
MRM 74 77.8

BCS: Breast conservative surgery, MRM: Modified radical
mastectomy.

Most common surgical procedure performed in
our cases was modified radical mastectomy.
Among the 2 patients with biopsy only 1 didn’t
receive any further treatment and the other 1
received chemotherapy and radiation but was
never disease free.

Table 2 Distribution of cases according to the
chemotherapy regime received.

Chemotherapy regime n Percent
AC 2 2.1
ACIT 13 13.8
FAC 12 12.7
FACIT 3 3.2
FEC 35 37.2
FEC/T 13 13.8
GEMCIS 6 6.4
Others 10 10.6

A:Adriamycin, C:Cyclophosphamide, T:Paclitaxel, F:5-FU,
E:Epirubicin, GEMCIS: Gemcitabine+Cisplatin.
Most common chemo regimes used in our study
were FEC, FEC/T and AC/T.

Table 3 Distribution of cases according to
radiotherapy received.

Radiotherapy recieved n Percent
yes 74 78.7
no 20 21.2

78.7% of our cases received radiotherapy as a part
of multimodality treatment.

Table 4 Distribution of cases according to loco-
regional failure.

Loco-regional failure n Percent
Yes 5 5.3
No 89 94.6

5.3% of the patients experienced loco-regional
failure.

Table 5 Distribution of cases according to Bone
metastasis.

Bone metastasis n Percent
Yes 8 8.5
No 86 915

8.5% of our cases developed bone metastasis. Out
of these 8 patients, 7 developed metastasis in less
than 1 year of diagnosis.

Table 6 Distribution of cases according to
Visceral metastasis.

Visceral metastasis n Percent
Yes 12 12.6
No 82 87.2

12.6% of the cases developed distant visceral
metastasis. Most common site of visceral
metastasis in this study was Brain in 6.3% cases.

Table 7 Distribution of cases according to their
survival analysis.

Survival Range(m) Mean(m)
Disease-free survival 0-52 13.6
Overall survival 2-60 22.4

m:months. Mean follow up was 14.2 months.6
month overall survival in this study was 91.5%.
likewise 1,2 and 3 year overall survival in our
patients was 70.9, 57.3 and 60 percent
respectively.

Discussion

Triple negative breast cancer is considered bad
prognostic phenotype of breast cancer. Primary
basis for its bad prognosis is the absence of any
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receptors against which hormonal or other
targeted agents are available. Triple negative
breast cancer is closely related to basal like breast
cancer (BLBC) and like BLBC triple negative
breast cancer is also associated with BRCA
mutations. Though theoretically BRCA mutation
positivity makes TNBC especially susceptible to
alkylating agents like cisplatin but same is yet to
be proven in studies. As such TNBC in our centre
is treated as a high risk breast cancer usually with
anthracycline followed by a taxane based
chemotherapy.  Surgical management and
Radiation treatments remain the same as for other
subtypes of breast cancer with respect to stage of
disease.

In this study majority of our patients underwent
modified radical mastectomy as shown in Table 1.
All our patients had histology of infiltrating ductal
carcinoma and most common stage at presentation
was Stage 11(60%) and Stage 111(37%)°.

All the patients in this study received
chemotherapy. Most common regimes used were
FEC in 37.2% followed by FEC/T and AC/T both
in 13.8% respectively as depicted in Table 2. Most
of our patients i.e 79% received radiation to local
and regional sites while 21% didn’t. Out of these
21% cases, 6% had no indication of adjuvant
radiotherapy, 12.7% were lost to follow up after
chemotherapy and 2.1% never achieved remission
and were alive with disease.

Mean timing of starting chemotherapy after
surgery in our patients was 1.26 months and mean
timing of radiotherapy after surgery and
chemotherapy was 7.43 and 1.8 months
respectively.

Locoregional failure was observed in 5.3% of the
cases as depicted in Table 4. Mean disease free
survival in this subset of patients was 3.2 months.
Among these 5 patients, 1 had underwent biopsy
only, 2 patients underwent breast conserving
surgery, 1 patient received chemotherapy only and
the other 1 received chemotherapy and radiation.
Distant metastasis was observed in 21% of the
cases out of which bone metastasis was seen in
8.5% of the cases as depicted in Table 5 and

visceral metastasis was seen in 12.6% of the
cases. Most common site of visceral metastasis
was brain followed by liver. At an average among
the patients developing distant metastasis, brain
metastasis developed in 1%, liver in 2" and lung
metastasis in 3 year of diagnosis.

R Dent et al° found that 13% of the patients
having triple negative breast cancer recur locally
as compared to 12% in the other types of breast
cancer but a higher proportion of patients having
triple negative breast cancer i.e. 34% experienced
distant metastasis when compared to other types
of breast cancer i.e. 20.4%. These findings are not
in completed concordance with our observations.
Lin NU et al'® and Heitz et al*'observed that brain
metastasis occurs in 6-46% of triple negative
breast cancer patients undergoing metastatic
spread of disease which is again not in complete
concordance with our observations.

Mean disease free survival in our study was 13.6
months, mean overall survival was 22.4 months
and mean follow up period was 14.2 months as
illustrated in Table 7. Majority of our patients
were disease free at the last follow up but follow
up period was too short to determine exact disease
free survival. Some patients had recently
completed their treatment but didn’t contribute to
disease free survival because of very short follow
up. Longer follow up is needed to know exact
survival data in this patient cohort.

Overall survival at 6 months, 1,2 and 3 years in
this study was 915, 70.9, 57.3 and 60.0%
respectively. Leidke et al'®> observed that overall
survival in triple negative breast cancer at 1 and 3
years was 90% and 74% while comparing it to
non TNBC in which it was 97% and 89%
respectively.

Dawood et al'® observed that 2 year overall
survival in triple negative breast cancer patients
was 85.9%.

In our study 1, 2 and 3 year overall survival was
less when compared to the above mentioned
studies which could be due to small subsets of
patients as 1 year survival was calculated in 86
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patients, 2 and 3 year survival was calculated in
61 and 35 patients only respectively.

Comparing the outcome analysis of our patient
population with the published data, some of the
trends were similar i.e. brain and liver were most
common sites of visceral metastasis though
incidence was at the lower end. This could be due
to relatively short follow up and small patient
cohort in our study.

Considering the pattern of failure, aggressive
follow up with HPE and imaging is probably a
preferable option to detect the recurrent lesions
early but a long term follow up study is needed to
clear these differences between TNBC and non
TNBC.

Conclusion

Triple negative breast cancer is an aggressive
subtype of breast cancer which tends to recur
early, more commonly at distant sites especially
brain and bone which is what we observed in this
study.

Disease free and overall survival in this study was
13.6 and 22.4 months respectively but mean
follow up period was only 14.15 months.

1, 2 and 3 year survival in this study was 70.9%,
57.3% and 60% respectively which is on the lower
end of published data but this difference could be
attributed to relatively short follow up in our
study.

Larger study size and longer follow up periods are
required to clear these differences.
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