EDITORIAL COMMENTARY

Doubt about effectiveness of lung metastasectomy for sarcoma
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See related article on pages 85-92.

In this issue of the Journal in a thorough retrospective study
of 155 patients who underwent lung metastasectomy for
sarcoma from 1994 to 2010, Lin and colleaguesl conclude,
“Future randomized prospective studies are warranted,
particularly in patients with a poor risk profile, to define
whether any benefit is derived from lung metastasectomy
compared with other local therapies or no resection.” This
is a strong and very welcome statement. Randomized,
controlled trials (RCTs) of metastasectomy are needed,
and not just for those with “a poor risk profile.””
Treatments should be of proven benefit. The greater is their
potential for harm and the more costly they are, the more so-
ciety is justified in challenging doctors and asking for proof.
Surgery for advanced cancer is an area of practice where good
evidence is scarce. RCTs of surgical interventions are difficult
to design and harder to recruit to. When there is a close mech-
anistic and temporal relationship between surgery and a bene-
ficial outcome, surgeons can perhaps see the signal amongst
the noise,”* but pulmonary metastasectomy for sarcoma is
different. Pathologic heterogeneity, multiple other treat-
ments given after the surgery, and careful case selection are
all possible confounders. Crucially, the long time lapse
between the procedure and the observed effect means that
any causal link has to be very uncertain. Lin and
colleagues' recognize this, writing, ““In the absence of control
(nonoperative) data, quantifying the difference in survival
among patients who have undergone metastasectomy and
attributing it to surgical resection may not be accurate
because there is a selection bias for lung metastasectomy.”
Randomization may be difficult, although it is possible.
The uncertainty has first to be acknowledged, however,
and only then can doubt be put to the test. Radical
mastectomy was the standard of care for breast cancer for
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80 years,” and when cancer recurred the question arose in
surgeons’ minds, “Was I radical enough?”’. Doubts about
effectiveness were set out by Fisher” in a 50-page treatise
in 1970. Radical mastectomy was already waning during
the 1970s,” and in 1981 RCT findings allowed doctors to
advise their patients that this mutilating surgery was not
in their best interests.® After the first reports of extirpative
surgery for malignant pleural mesothelioma,” its
effectiveness was widely questioned. Nearly 40 years later,
patients with mesothelioma can now be spared radical
surgery because of the evidence from 2 RCTs."’

In this study of lung metastasectomy for sarcoma, most of
the patients were free of symptoms (120/155), and Lin and
colleagues' do not claim that the procedure improves
symptoms. There is absolutely no information, however, on
the effects of lung metastasectomy on lung function. A sys-
tematic review of the topic could also find no evidence that
respiratory function or other patient-reported outcomes had
ever been measured and so could not comment on palliative
benefit.'" Indeed, a common reason for calling a halt to
repeated resections is that patients run out of lung capacity
and cannot tolerate any more surgery. These patients often
have had many treatments and may suffer a lot; it also costs
them a lot."* Clearly, the finding of a solitary pulmonary
metastasis in an otherwise symptom-free patient, more com-
mon now that routine computed tomographic imaging is part
of follow-up, will cause understandable anxiety for the patient
and prompt a desire among the clinical team to ‘“do some-
thing.” But is it right to subject patients to an invasive proce-
dure simply to allay those concerns in the absence of robust
evidence of effectiveness?

The important question is therefore survival difference.
In 1980, the effectiveness of pulmonary metastasectomy
was first questioned by Aberg and colleagues'” in a small
but carefully done study. Aberg14 tackled the subject again
some years later. In a large body of literature consisting
entirely of observational surgical follow-up studies, the
doubters are rarely cited."”

In the current article of Lin and colleagues,' there are no
control data, no description of a reference population, nor
any denominator. Thus, as they themselves state, no reliable
inferences can be drawn about a survival benefit from
resection. Favorable histologic type, the number of
metastases, and duration of survival before metastasectomy
are all prognostic factors, but they are not predictors of effec-
tiveness.'® As these are very reasonable factors for deter-
mining patient selection, it is impossible to separate out
the effect of selection on survival after surgery.'” Another
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way of thinking about it, for patients having sequential treat-
ments, is that the patient needs to be alive to have the next
treatment, which might be confused with the belief that
the patient is alive because of the previous treatment.'®

If it is indeed the considered view of the 16 authors who
constitute the group of Lin and colleagues' that an RCT is
the next appropriate study, then surely we must all work
toward that goal. As we said of an equally difficult
thoracic surgical question, randomized trials in surgery
for mesothelioma, “‘Let’s walk the talk.” 19
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