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personalised  treatment for malignant pleural
mesothelioma, with the potential to improve outcomes
and enhance patients’ quality of life.

In summary, the publication of these two promising
studies is an important and encouraging advance
for malignant pleural mesothelioma. ICls have had
an enormous impact on the treatment of other
malignancies with poor prognoses, such as melanoma
and non-small-cell lung cancer. They might do the same
for malignant pleural mesothelioma in time; however,
for now all efforts must be directed toward supporting
definitive trials, for it is these that have the potential to
transform the treatment landscape of malignant pleural
mesothelioma.
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More evidence for implant-based breast reconstruction

The scarcity of randomised controlled trials is a key
issue in surgical research. The dearth of trials results
from several methodological challenges, and because
of surgeons’ reluctance to be involved in study design.!
Nonetheless, experimental research is crucial to the
generation of high-quality data to assess the effects of
new procedures or devices before introducing them
into standard practice. This insufficiency of high-
level evidence becomes a paradox when dealing with
implant-based breast reconstruction. Despite this
technique being the most common surgical procedure
for breast reconstruction worldwide, the number of
patients involved in randomised trials is very low.?

In the iBRA study, Shelley Potter and colleagues
investigated short-term outcomes of immediate
implant-based breast reconstruction with or without
mesh in a large prospective cohort of 2108 patients
(2655 reconstructions) across 81 breast and plastic
surgical units in the UK:2 This study was designed to
identify key questions and suitable outcomes to be

investigated with adequate power in forthcoming
randomised  trials. Mesh-based reconstruction
(1376 [65%] patients) was by far the most common
method, followed by dermal sling implants
(440 [21%] patients) and non-mesh submuscular
or subfascial implants (181 [9%] patients). The
results highlight that the proportion of patients
with complications is far higher than proposed
standards: nearly a tenth of patients had implant
loss, almost a fifth were readmitted or re-operated
for complications within 3 months, and a quarter
needed treatment for infection.>* Further, these
levels of complications have not decreased since
the 2008-09 UK National Mastectomy and Breast
Reconstruction Audit (NMBRA).* In our opinion, these
worrisome conclusions could be a direct consequence
of the poor evidence available to inform choices about
the best method of reconstruction to use, which
generates unreliable and confusing information about
indications, risk factors, and outcomes.
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Although new trials are awaited, according to the
findings of the iBRA cohort it is unlikely that they will
be based on comparisons between two-stage and
one-stage breast reconstruction. The latter has gained
popularity (78% of patients in iBRA had a one-stage
reconstruction planned), probably thanks to the
generalised assistance of scaffolds (86% of biological
meshes and 82% of synthetic devices were implanted
in a one-stage procedure), which did not produce
any significant difference in implant loss, infection,
re-operation, or readmission. New research must
further investigate the association between key short-
term outcomes and risk factors as identified by the
iBRA study. Infection, implant loss, readmissions, and
re-operation were significantly associated with body-
mass index (BMI) and smoking, whereas previous
radiotherapy was a risk factor only for infection, and
operative time only for re-operation.

The high incidence of infection shown by the iBRA
findings is concerning, and we recommend analysis of
this outcome according to antibacterial prophylaxis.

Despite the fact that all risk factors should be
assessed in clinical practice to keep complications
under control, we agree with Potter and colleagues
that the inclusion criteria of further randomised trials
should not be too restrictive. Eliminating subgroups
from trials according to potential risk factors (ie, on
the basis of BMI, smoking, previous radiotherapy, or
duration of surgery) might prevent a conclusive and
reliable investigation.

While the surgical community awaits newly
designed trials, we wonder how these investigators’
observations could be translated into safer clinical
practice now, to bring the safety outcomes of implant-
based reconstructions within the proposed standards.
Potter and colleagues note the potential usefulness
of a period of neoadjuvant medical treatment to
allow patients to modify risk factors such as smoking
and BMI before surgery. This assumption must be
supported by data because some studies report that
weight increase can be associated with chemotherapy.®
We would suggest instead that pre-operative systemic
treatment be used as an option to reduce the numbers
of mastectomies.” Clearly, this approach might not
reduce the relative number of complications, but it
could affect the absolute number of sequelae.
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It is interesting to notice that a Dutch trial,® by
contrast with iBRA, concluded that two-stage
reconstructions might be safer than one-stage
techniques with acellular dermal matrix, and that one
of the risk factors for complications is breast size.’
For this reason, a robust oncoplastic assessment,
including standard evaluation of breast morphology,
glandular structure, and patterns of vascularity,
should be done before selecting the most appropriate
reconstructive technique.

We applaud Potter and colleagues for preparing
the ground for a future useful randomised controlled
trial in implant-based breast reconstruction. These
findings will hopefully clarify the status quo, and
improve outcomes through a proper and evidence-
based patient selection.
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