L))

Check for
updat

Utility of liver resection for breast cancer liver metastases, time

for action

Karan Rangarajan, Zaed Z. R. Hamady

Department of Surgery, University Hospital Southampton NHSET, University of Southampton, Human Development and Health, Camberley, UK

Correspondence to: Karan Rangarajan. Department of Surgery, University Hospital Southampton NHSFT, University of Southampton, Human

Development and Health, Camberley, UK. Email: karan.rangarajan@gmail.com.

Comment on: Grazi GL. Renewed considerations on the utility (or the futility) of hepatic resections for breast cancer liver metastases. Hepatobiliary

Surg Nutr 2021;10:49-58.

Submitted Apr 07, 2022. Accepted for publication Apr 17, 2022.
doi: 10.21037/hbsn-22-131
View this article at: https://dx.doi.org/10.21037/hbsn-22-131

Breast cancer is the most common cancer in women with
approximately 25-40% of these cases eventually develop
metastases; the majority of which will be multi-site and
include the liver (BCLM) exclusively in approximately 5%
of patients with metastatic disease (1). The management
and treatment of BCLM requires a multi-disciplinary
approach with the current standard approach “with or
without extrahepatic disease” being systemic chemotherapy
and/or hormonal therapy, depending on tumour hormone
receptor status (2). This is associated with a median survival
time of 14.3 months (95% CI: 13.5-15.5 months) (3).
Loco-regional treatment to BCLM has not been accepted
as treatment strategy despite encouraging results from
multiple case series.

In HBSN, Grazi et al. summarises the possible treatment
options in line with the current literature suggesting that in
contrast to colorectal liver metastases, the role of surgical
treatment of BCLM is still a matter of debate (4). In
addition, Grazi et 4l. provided a comprehensive breakdown
of recent reviews pertaining to liver resection in BCLM;
suggesting that majority of these reviews are limited by
including case series often with low case numbers. Secondly,
they note the heterogeneity of reported data, lack of defined
selection criteria and randomised controlled studies.
Furthermore, due to the scarcity of surgical procedures
performed for this indication, the data collection periods
for these studies are usually very long, thus introducing
historical bias as well as bias in terms of staging and surgical
technique. Despite the published data, proposing the safety
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of surgical resection in BCLM, there remains a lack of level
I evidence on long term outcome.

In one retrospective comparative study, 51 medically
treated patients were matched to 49 surgically treated
patients with BCLM, demonstrating significantly better
survival in the surgical treated group (5). Two further
comparative studies, one investigating 38 patients treated
with chemotherapy over a 7-year period compared to 26
patients with isolated BCLM that received liver-directed
therapies and another study including 61 patients with
isolated BCLM; of which 23 were treated with surgery, 11
with percutaneous radiofrequency ablation and 27 with
chemotherapy alone; both studies showed that locoregional
approached to the liver demonstrated better overall survival
than a systemic approach (6,7).

Grazi et al. also included one cost utility analysis (8),
where liver resection followed by adjuvant systemic therapy
in patients with BCLM proved to be cost-effective when
compared with systemic therapy alone, particularly in
oestrogen receptor-positive tumours.

In the end, the authors concluded that liver resection
is an effective treatment for BCLM indeed this may be
tied to the progress achieved in the field of liver surgery in
recent years, particularly in terms of safety, excellent port
operative survival, enhanced post-operative recovery and
the introduction of minimally invasive technology with
associated short recovery time. This is in stark contrast
to colorectal liver metastases for example, where Liver
resection is becoming the standard of care with patients
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reaching 5-year survivals of >40% (9), and neuroendocrine
neoplasms with a reported 5-year survival of 60-80% for
curative resection of liver metastases (10).

However, not all BCLM patients are candidates for liver
resection. There are well-described clinical characteristics
of BCLM that predict a positive response to liver
resection, as summarized by Golse and Adam (11). These
characteristics include small liver metastases (<4-5 cm),
positive hormone receptor status, radical resection, stable
disease, and greater than 1-2 years between primary and
secondary lesions. It is worth pointing out that bony
metastasis is not a contraindication for surgery for BCLM.
There have been significant improvements in breast cancer
therapy in recent years and more patients are living longer
with bony metastases with the use of modern chemotherapy,
radiation and hormonal therapy to reduce the incidence and
morbidity of metastasis.

Interestingly, although the current gold standard
treatment for BCLM is systemic chemotherapy and/
or hormonal therapy; our own recently published meta-
analysis sought to compare survival outcomes for available
systemic and local treatments, focusing on surgical resection
and radiofrequency ablation (3). We extracted data from 54
studies and algorithmically reconstructing individual patient-
level data from published Kaplan-Meier survival curves.
Subsequent analysis of the reconstructed data demonstrated
apparent 5 years survival advantage for the surgical group
(53%) compared to chemotherapy group (14%) (P<0.0001).
Our analysis suggests that local therapeutic interventions
such as liver resection and radiofrequency ablation are
effective treatments for BCLM, particularly in patients with
metastatic disease localised to the liver.

Although current limited evidence has data to support
the effectiveness of surgical resection for BCLM, further
prospective studies for managing oligometastatic breast
cancer disease are required.

Difficulty in setting up randomised studies on
BCLM

It appears there is unexplained difficulty to set up studies on
BCLM treatment strategies with high powered randomised
controlled trials, despite many attempts both in Europe and
the UK. Understandably the role of surgical intervention is
based on the proposed hypotheses of metastases which may
vary depending on the organ. For example, it is suggested
that the mechanism of metastatic spread in colorectal liver
metastases (CRLM) occurs via the portal circulation, resulting
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in liver limited metastases. By contrast BCLM implies a
systemic spread, which may limit local therapy options.

Further to this, one inherent limitation of a proposed
trial relates to current guidelines which don't recommend
routine use of staging in early breast cancers. NCCN
guideline recommend Staging investigations to include
bone scans and staging CI5s in stage I and II diseases only
if patient have symptoms or abnormal liver function tests,
In stage III breast cancers, staging CT may be considered
routinely. Indeed, Canadian guidelines recommends liver
ultra sound scan in stage II diseases only if more than 4
nodes are found to be involved (12). Therefore, we may
be missing a significant proportion of liver metastases by
not including staging investigations early in the course of
breast cancer diagnosis. We believe that staging of breast
cancer with CT scan should be considered, in similar way to
colorectal cancer staging.

Despite metastasis being the main cause of breast cancer
death, currently there is no surveillance abdominal imaging
in the follow up protocols. In a Cochrane review by Rojas
et al. (13) included 3,055 women, there was no difference
in overall or disease-free survival rates for patients who
underwent laboratory and imaging surveillance compared
to those managed with clinical visits and mammography.
Similar results were observed in two multicentric
randomized surveillance studies performed in Italy in
asymptomatic breast cancer patients (14,15). In both studies
patients were randomized to intensive follow-up, including
bone scintigraphy, chest X-ray, and liver ultrasound,
whereas the control group was clinical review only. In
both studies intensive surveillance found more metastases;
however, no significant difference seen in the overall
survival between the two groups. It is worth noting, that
these surveillance studies did not offer active loco-regional
treatment approach when metastases were diagnosed,
therefore, not surprisingly that survival benefit was not
seen. Given the morbidity and mortality of metastatic
recurrence, we suspect a renewed interest in investigating
the role of targeted abdominal imaging as surveillance in
high-risk patients.

In summary, prospective randomised controlled trials
comparing the outcomes between hepatic resection and best
current treatment in oligometastatic BCLM, are urgently
required.
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