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CORRESPONDENCE
Authors’ replydDoes the RAPIDO trial suggest a
benefit of post-operative chemotherapy after
preoperative chemoradiation in rectal cancer?
No, it does not
We thank Socha et al.1 for their interest in our article
regarding the value of post-operative chemotherapy (pCT)
after preoperative chemoradiotherapy in the RAPIDO trial.
We indeed carried out three analyses within the standard-
of-care treatment and used propensity score stratification
(PSS) in analyses 2 (per-protocol analysis) and 3 (compliance
with pCT analysis) to correct for confounders and assure
groups with balanced baseline characteristics.2

Although the data suggest a benefit of pCT, we agree that
our analyses do not provide ‘solid evidence of a gain from
pCT’. Socha et al. state that the intention-to-treat (ITT)
analysis (analysis 1) is ‘the most appropriate method for
comparing treatment efficacy’. Usually, an ITT analysis is the
most robust way to compare different treatments in rand-
omised settings. However, our ITT analysis was not carried
out between randomly controlled treatments and only in
one arm of a randomised trial. This was reflected by sta-
tistically significant imbalances of patient characteristics.2

For this reason, the ITT analysis is severely biased and
does not provide a fair view on the value of pCT. Therefore,
PSS was used, which provides a more reliable view on the
value of pCT. In addition, 22% of the patients treated at
hospitals with a pCT protocol were ineligible to or did not
receive pCT, which is another reason for bias in the ITT
analysis. Hence, we carried out a PSS-adjusted per-protocol
analysis (analysis 2), to ensure we only analysed patients
who were eligible and actually treated with pCT (pCTþ
group) or not (pCT� group) according to protocol.

Socha et al. suggest that analyses 2 and 3 were biased by
exclusions of more patients with a poor prognosis in the
pCTþ than in the pCT� group. This is incorrect, because we
excluded 4/160 (pCT�) and 10/236 (pCTþ) patients from
analysis 2, since they were not able to start treatment with
curative intention within 12 weeks after surgery (Figure 1 of
the original article).2 Of the remaining 226 patients, 42
patients excluded from the pCTþ group did not receive pCT
for various reasons. At least 21/42 of these patients did not
have a poor prognosis, since they had ypT2-3N0 disease or a
pathological complete response. Therefore, we disagree
that good prognosis patients were relatively overexpressed
in the pCT� group.

Finally, Socha et al. state that PSS cannot fully compen-
sate for every form of bias. Although this is absolutely
correct, PSS is still a valuable and widely accepted statistical
analysis when sufficiently powered randomised controlled
trials cannot or will not be carried out.

In our opinion, our data suggest that pCT is of value after
preoperative chemoradiation in patients with locally
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advanced rectal cancer. Our results are comparable with
previously carried out randomised controlled trials that
show hazard ratios for disease-free survival of w0.80 in
favour of pCT.3,4 Answering the question of Socha et al.:
does the RAPIDO trial suggest a benefit of post-operative
chemotherapy after preoperative chemoradiation in rectal
cancer? Yes, it does. Does it prove it beyond doubt? No, it
does not.
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