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Dear Editor:
We read with interest On and Aly’s article entitled “Watch and
wait in rectal cancer: summary of the current evidence” [1].
The authors offer an overview of the latest achievements in the
organ-preserving treatment of locally advanced rectal cancer
by neoadjuvant chemoradiotherapy (CRT) in patients with
clinical complete response (cCR) reporting an update of com-
mon issues related to the Watch and Wait (WW) approach in
terms of baseline patients’ selection, CRT regimen, assess-
ment of cCR, and oncologic and functional outcomes.

A conservative treatment, based exclusively on CRT, al-
lows the preservation of the rectum, in patients with a cCR,
thus avoiding a more radical surgical treatment and its related
morbidity and mortality. This possibility is, however, an am-
bitious goal as no randomized clinical trials are available so
far. As reported in the above-mentioned review, the
International Watch and Wait Database (IWWD) [2], the larg-
est series of 880 patients managed by WW, reports a local
regrowth (LR) rate of 25% (mostly in the first 2 years of
follow up), with a 5-year overall survival (OS) and 5-year
disease-specific survival of 85% and 94% respectively.

Even though a meta-analysis reported a better disease free
survival (DFS) in patients who had a pathological complete
response (pCR) after surgery than in patients managed by
WW [3], the feasibility of performing an immediate salvage
surgery in the case of LR (88%) has allowed to obtain no

difference in 3-year non-regrowth DFS (that is not including
LR) and OS between WW and surgical resection group in a
propensity score–matched cohort analysis (the OnCoRe pro-
ject) [4], quoted by the authors. Furthermore, while LR can be
successfully treated by salvage surgery, local pelvic recur-
rence occurs after surgery which means that the oncological
treatment has failed. Indeed, in a systematic review [5], local
control of regrowth was confirmed in 83.8% of cases with no
difference in OS between patients who had undergone salvage
surgery and theWWgroup. However, in On’s article, few data
are provided on distant metastasis (DM), whose incidence
increases mainly in those patients that develop an LR.

In the IWWD, DM rate was 8%. Eighteen percent of pa-
tients with LR developed DM (38 of 213), whereas only 5% of
patients with sustained cCR (not LR) had DM (33 of 634). A
5-year disease-specific survival and OS were 97.3% and
87.9% respectively in sustained cCR group and 84.0% and
75.4% in patients with LR [2]. A recent meta-analysis includ-
ing 602 patients managed by WW after cCR to CRT reports
10% of DM. Twenty-nine of 436 patients without LR devel-
oped DM (7%) while the percentage of patients presenting
distant recurrence was, also in this case, more than double in
patients with LR (19%) involving 31 of 166 patients [6]. A
retrospective analysis of the Memorial Sloan Kettering group
compared the oncologic outcomes of 113 patients with cCR
after CRT managed with WW strategy and 136 patients who
underwent radical surgery with pCR. In spite of obtaining a
consistent rate of rectal preservation (82%), there was a sig-
nificant difference in terms of DM between the patients who
had LR (36%) and those without LR (1%) in the WW group
(p < .001) [7].

DMs were identified mainly after the LR and the most
common site was the lung.

These results might lead to believe that, although it is pos-
sible to manage LR effectively, it could represent a risk factor
for the distant progression of the disease. In addition, the out-
comes of the well-known group from São Paulo has highlight-
ed a statistically significant difference in the OS between

* Roberto Peltrini
roberto.peltrini@gmail.com

Emanuele Caruso
dott.carusoemsa@gmail.com

Luigi Bucci
luigi.bucci@unina.it

1 Department of Clinical Medicine and Surgery, University of Naples
Federico II, Via Pansini 5, 80131 Naples, Italy

International Journal of Colorectal Disease (2019) 34:1505–1506
https://doi.org/10.1007/s00384-019-03348-5

http://crossmark.crossref.org/dialog/?doi=10.1007/s00384-019-03348-5&domain=pdf
http://orcid.org/0000-0003-0445-2269
mailto:roberto.peltrini@gmail.com


patients without LR after cCR and patients with LR after cCR
followed by salvage resection (93.7% vs 63.3%; p = 0.03) [8].

Although there is still lack of consistency in the follow-up
programs, which are more intensive during the first 2 years to
detect recurrence early, for patients with cCR and managed
with WW strategy, the presence of a larger number of DMs
among patients with LR could suggest the need for longer
surveillance protocol in patients with LR and, when it occurs,
accurate preoperative systemic restaging to evaluate the use of
additional chemotherapy. More information might be provided
by randomized phase II trial still in progress (NCT02052921),
which will compare the oncologic outcomes between surgical
and observational treatment in patients who underwent neoad-
juvant CRT for locally advanced rectal cancer with cCR.
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