SHORT COMMUNICATION

Adjuvant breast radiotherapy outcome in older women: A

Malaysian experience

Jasmin Munchar Elias, MBBS', Nur Fadhlina Abdul Satar, FRCR’, Koi Yung Chean, MBBS’, Rizma Mohd Zaid,
MBBS', Nurul Atiqah Mat Nasukhat, MBBS', Diana Abdul Wahab, PhD?

"Department of Clinical Oncology, University Malaya Medical Centre, Kuala Lumpur, Malaysia, *Department of Applied

Statistics, University of Malaya, Kuala Lumpur, Malaysia

SUMMARY

Adjuvant breast radiotherapy is offered to patients with
localized breast cancer. We performed a retrospective
review of older women receiving adjuvant breast
radiotherapy in University Malaya Medical Centre, Malaysia
(UMMC) in 2014. Out of 191 women, 23% (43) were 60 years
old and above. At a median follow up of 6.6 years, 4.6% (2)
had local recurrence and 19% (8) distant metastasis. In a
subgroup of low risk older patients with hormone-sensitive,
HER2 negative, TINO disease, all (3/43) are still alive with no
local recurrence. We propose further research for treatment
de-escalation in low risk elderly patients.

INTRODUCTION

World Health Organization (WHO) defines the older
population as being 60 years old and above.' In Malaysia,
older women (>60) represent almost 50% of breast cancer
patients.? Our study investigates University Malaya Medical
Centre, Malaysia (UMMC) practice of adjuvant radiotherapy
in older women. The use of adjuvant radiotherapy has been
shown to reduce locoregional recurrences, halving cancer
relapse.** However, the absolute benefit of radiotherapy in
older low-risk women is low. UK PRIME’s 5-year local relapse
rate was 1.3% post radiotherapy compared with 4.1%
without radiotherapy.® This article dissects the impact of
radiotherapy further on Malaysian population, comparing
outcomes with pivotal studies.

MATERIALS AND METHODS

Retrospective review of Electronic Medical Records of patients
receiving adjuvant breast radiotherapy in UMMC for the year
2014, aged 60 years old and above. Patients who received
palliative radiotherapy for stage IV cancers, or patients with
carcinoma in situ were excluded. Median overall survival
and local recurrence free survival (LRFS) were calculated.
LRES is defined as the time interval between date of diagnosis
and date of local relapse. Overall survival is defined as the
time interval from date of diagnosis to date of death, or when
censored. The analysis was carried out using SPSS, and
Kaplan-Meier survival analysis was used to estimate survival.
This study was approved by the Medical Ethics Committee of
UMMC (MECID. NO.: 2021511-10131).

RESULTS

In 2014, 191 women underwent adjuvant breast
radiotherapy and 23% (43) were over 60 years old;(86%) (37)
aged 60-70, 14% (6) 70-80 years old. In this group, most
(60%, 26) were Chinese, 23% (10) were Malay and 16% (7)
were Indian. At a median follow-up of 6.6 years, 4.6% (2) had
local recurrence; both had aggressive disease; stage 3, HER 2
positive, one with grade 3 and another with high Ki-67 index
(Table 1). They both represent patients with higher risk
locally advanced breast cancer at presentation. The median
local recurrence-free survival was 79 months (95% CI 62-76
months) (Figure 1). Of note, all (3/43) low-risk TINO, ER +,
HER 2 - older patients are still alive, with no local recurrence.
All patients completed their course of 40Gy in 15 fractions.
18% recorded radiation-induced dermatitis. 19% (8)
developed distant metastasis, with aggressive subtypes (Triple
Negative, Her2+, Luminal B) and advanced stage at
presentation (Stage 3, Luminal A subtype) (Table I). 79% (34)
patients are still alive and 21% (9) died at median follow-up
of 6.6 years. The median overall survival for this cohort was
80 months (95% CI 65-78 months) (Figure 2). The log-rank
test showed no significant difference in overall survival when
comparing subtypes of breast cancer, but this is most likely
due to small sample size (p = 0.87).

DISCUSSION

In 2014, a meta-analysis of 5 randomized trials, whereby
39%were elderly (>70 years old) with TINO hormone
receptor-positive cancers.® It showed the absolute benefit was
modest (4.3%) with no overal survival benefit. Our study’s
results aligned with the meta-analysis. We showed regional
recurrence of 4.6% (n=43) which is similar to the pivotal
START-A trial (3.5% after 41.6Gy, n=2236).

The limitation of our study is the retrospective study design.
Our study defined older women using the age cut off of 60
years old. However, international studies use 65 and 70 years
old. According to Department of Statistics Malaysia, average
life expectancy for Malaysian women in 2020 is 77.6 years
old” In the United Kingdom, average life expectancy for
women in 2020 is 82.7 years old.* Therefore, higher life
expectancy in the UK compared to Malaysia justifies our
choice of a slightly lower age cut-off.

This article was accepted: 22 October 2021
Corresponding Author: Jasmin — Munchar
Email: jasminelias91@gmail.com

Med ] Malaysia Vol 77 No 1 January 2022

87



Short Communication

Table |: The patient’s age, stage at diagnosis and tumor biology.

Number of patients Age at diagnosis Staging (AJCC 7th edition) Subtype
Local recurrence 1 71 Stage 3 HER 2+
1 62 Stage 3 HER 2+
Distant metastasis 1 61 Stage 1 Triple-negative
1 67 Stage 2 Luminal B
1 61 Stage 2 Luminal B
1 65 Stage 3 Luminal A
1 62 Stage 3 HER 2+
1 61 Stage 3 Luminal B
1 67 Stage 2 Triple negative
1 71 Stage 3 Luminal A

Fig. 1: Local recurrence-free survival in elderly breast cancer patients.

Fig. 2: The overall survival in elderly breast cancer patients.

The PRIME trial looked at the impact of radiotherapy in low-
risk elderly patients, their quality of life and health
economics.* Over 15 months’ median follow up, they have
concluded that radiotherapy for this population is not a cost-
effective treatment, associated with increased breast
symptoms and fatigue. Our rates of dermatitis (18%) were
lower than the rates in START-B trial (23% in arm 40Gy in 15
fractions).6 This is most likely due to under-reporting in the
medical record system.
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Subsequent PRIME II trial studied the survival outcome and
LRFS in this low-risk population.’ In this trial, 1326 women
aged 65 years or older with early low-risk breast cancer were
assigned to either whole-breast radiotherapy or no
radiotherapy. A 5-year follow-up analysis showed no
differences in regional recurrence or distant metastases.
Furthermore, hormone-positive patients only had a 2.4%
absolute gain in local relapse.
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The PRIMETIME trial investigates the safe omission of
radiotherapy following breast-conserving surgery in elderly
patients at low risk of recurrence.” In this prospective cohort,
local recurrence rate for the low-risk cohort was <4% at 5
years. Similarly, our cohort showed a local recurrence rate of
4.6% at 6.6 years of follow up. No recurrence in the low-risk
group.

Conversely, we recognize the side effects of radiotherapy.
Therefore, an important strategy for the future is de-
escalation of treatment in low-risk older women.
Intraoperative radiotherapy (IORT) / Accelerated Partial
Breast Irradiation (APBI), is a good alternative to external
beam radiotherapy in our group of interest, recognized by
international guidelines.

In summary, previous studies show a fairly similar local
recurrence rate to our study. Due to excellent local control,
there is growing evidence to de-escalate treatment by
omitting radiotherapy in low-risk elderly patients.

CONCLUSION

Our study shows real-time treatment efficacy of adjuvant
radiotherapy with low (4.6%) local recurrence rate, and
median overall survival of 80 months. In low risk older
women with TINO hormone positive breast cancer, the local
recurrence rate is 0%. Further work in identifying low risk
older women for treatment de-escalation is needed, especially
in a resource-limited country such as ours.
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