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The advent of population-based organized pro-
grams for colorectal cancer screening in Europe—
either with the fecal test or endoscopy—will re-
sult in the identification of a very high number
of patients with advanced neoplasia, when con-
sidering the magnitude of the covered popula-
tion and the efficacy of screening tests in select-
ing an enriched-disease population.' A distinctive
character of organized programs is the relative-
ly high prevalence of adenomatous polyps with
submucosal invasive cancer—also named “ma-
lignant adenomas”. For example, in the Italian
screening programs (both those using immuno-
chemical-fecal test and those using sigmoidosco-
py), about one-third of the screen-detected inva-
sive cancers are represented by malignant adeno-
mas. Thus, the treatment of such lesions repre-
sents a relevant priority in lower-gastrointesti-
nal endoscopy.?

Differently from precancerous adenomatous
polyps, the efficacy of endoscopic resection is
limited when dealing with malignant adenomas,
due to the risk of deep neoplastic penetration in
the bowel wall or lymph-nodal/distant metasta-
sis.® Thus, surgery may be required to complete
the removal of the invasive cancer or to appro-
priately stage the disseminated disease. In order
to filter those patients in whom endoscopic re-
section is ineffective, endoscopic and histologi-
cal risk factors have been proposed to stratify the
risk of post-polypectomy residual local or distant
disease. However, such a paradigm has been vali-
dated only in a few series, leaving uncertainty as
to its efficacy.*®

In the current issue of this journal, Natecz-
-Janik et al. reported a large series of 128 pa-
tients with malignant adenomas with an ade-
quate duration of clinical follow-up, namely, 70
months. The authors reported a favorable out-
come in 92.7% of the cases with a limited ex-
ploitation of postpolypectomy surgery (28.1%).

The paper Natecz-Janik et al.? presents sever-
al points of strength. First, the same protocol has
been prospectively applied in the same center, so
that the same algorithm has been proposed to all
patients, assuring uniformity to a long-lasting se-
ries (the enrollment encompassing over 20 years).
Secondly, a multidisciplinary protocol was adopt-
ed, including not only endoscopic surveillance, but
also periodical biochemistry and radiological as-
sessment. Third, a very high compliance with the
proposed algorithm in the low-risk group was ob-
served, when considering that 93% of low--risk
malignant adenomas were managed conservative-
ly (ie, without surgery) and followed up clinically.
Thus, the study provided adequate information on
this group, which represents by far the most criti-
cal issue in this topic. The fact that apparently less
than 50% of those patients in whom surgery was
recommended actually undertook it was not un-
expected. Indeed, the refusal of surgery was main-
ly due to the high risk of surgery-related morbid-
ity and mortality in elderly patients or those with
comorbidities. Of note, such a relatively low rate
of surgery referrals allowed the authors to collect
information on the long-term clinical follow-up of
patients with high-risk malignant adenomas treat-
ed conservatively. Fourth, the authors tested 2 dif-
ferent categories of criteria to stratify malignant
adenomas, namely, the classic criteria (ie, <2 mm
margin-free resection, lympho-vascular invasion,
and poor differentiation) and a more modern set,
including tumor budding and a 1-mm threshold for
the margin-free resection at pathology. Both cri-
teria showed optimal performance, with the lat-
ter further reducing the need of surgery. Fifth, the
absolute number of unfavorable outcome, name-
ly, 10 cases, allowed the authors to detail the char-
acteristics of such population, including the pres-
ence or absence of the single risk factors.

The main results of the study are of high clin-
ical interest. The authors showed the adequate
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clinical predictive value of the proposed proto-
col, especially of the endoscopic-pathological cri-
teria.? The fact that no patient with low-risk ma-
lignant adenoma presented with local or distant
recurrence is reassuring, confirming that the ef-
ficacy of endoscopic resection is not limited to
premalignant lesions, but also to superficial in-
vasive cancers with no unfavorable features. In
particular, the distribution of the risk factors
among the lesions with unfavorable outcome
emphasized the dominant role of the margin-
free resection. Indeed, in 8 of 10 unfavorable out-
comes, the margin of resection was positive, di-
rectly proving the inefficacy of endoscopic resec-
tion in removing the entire lesion rather than an
intrinsically aggressive behavior of a limited le-
sion.? It will be interesting to see whether new
techniques of endoscopic resection, such as en-
doscopic submucosal dissection, may further re-
duce the rate of malignant adenomas with a posi-
tive resection margin.'® The strength of this asso-
ciation was apparently unaffected by the reduc-
tion from 2 mm to 1 mm in the definition of the
margin-free resection. The fact that adopting less
restrictive criteria for classifying margin-free re-
section might have allowed to avoid surgical re-
ferral in some patients without any effect on the
likelihood of unfavorable outcomes, would fur-
ther suggest that more specific criteria for clas-
sifying high-risk patients are needed to reduce
the risks associated with unnecessary surgery.
The outcome of patients with malignant adeno-
mas at high risk also deserves further consider-
ation. The overall prevalence/incidence of an un-
favorable outcome was limited to no more than
15% of the cases, suggesting that the majority
of patients were already cured by endoscopic re-
section, so that no benefit could be expected by
an additional surgery. Indeed, surgery does not
necessarily mean a definitive cure from the inva-
sive cancer, as shown by the equivalence rate of
unfavorable outcomes, irrespectively of wheth-
er the patients underwent surgery or not.? This
would support a more conservative approach in
such a category, including a possible restratifica-
tion despite the higher risk of persistent local or
distant disease. In particular, a possible restrat-
ification may be based on the risk of morbidity/
mortality related to surgery. Based on large pro-
spectively collected surgical series of patients
operated on for an already-developed colorectal
cancer, patients may be classified at low-, inter-
mediate-, or high-risk of colorectal surgery with
a high degree of reproducibility and generalizabil-
ity."" Subsequently, it would appear reasonable to
reserve surgery only to those patients with alow
risk of surgery, endoscopy to those with high sur-
gical risk, and to cautiously assess case by case in
those with an intermediate risk.

The series presented by Natecz-Janik et al.’ also
has some limitations. It did not include random-
ization in the high-risk group, so that we cannot
exclude selection bias in the choice between sur-
gical or conservative approach. Secondly, the lack

of statistical significance for the role played by tu-
mor budding may be simply related to the rela-
tively small sample size, due to the low frequen-
cy of this feature in the presented series. The role
of budding has been consistently showed in the
colorectal cancer field, so that it is advisable to
include it in the modern treatment of these le-
sions. Third, the endoscopic classification of Par-
is was not yet available at the time of the initial
enrollment,'? so that it remains unknown wheth-
er a further subclassification could have been al-
lowed by polyp morphology.

In conclusion, the series by Natecz-Janik et
al.® further reduces the uncertainty on the treat-
ment of patients with low-risk malignant adeno-
mas, in whom additional surgery does not seem
to play any role, while opening the door for more
conservative strategies for those patients with
high-risk malignant adenomas who are also at
high-risk of surgery.
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