
has been described for the transformation of EGFR mutation-
positive adenocarcinoma to SCLC associated with EGFR-TKI
treatment [3]. In addition, loss of retinoblastoma protein (RB)
expression has been associated with transformation to SCLC
in EGFR-TKI-treated patients [4], and we detected loss of
RB expression in the tumor specimens obtained after alectinib
treatment (Figure 1I and J). Our findings thus suggest that loss
of RB is also associated with the development of acquired resist-
ance to alectinib in ALK rearrangement-positive NSCLC.
In summary, as far as we are aware, this is the first case of

adenocarcinoma transformation to SCLC after ALK-TKI treat-
ment confirmed by robust histological examination. Our case
suggests that SCLC transformation is a mechanism of acquired
resistance to such treatment, in particular for alectinib.
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Prognostic impact of extracapsular
lymph node involvement in
colorectal cancer
We read with great interest the article by Veronese et al. [1] on
‘Prognostic impact and implications of extracapsular lymph

node involvement in colorectal cancer’, they found that
extranodal extension (ENE) was associated with a significantly
increased risk of all-cause mortality and recurrence of disease.
We congratulate and applaud their interesting and important
work on this topic, but we feel that one important issue should
be noticed.
There were low to moderate heterogeneity across studies

(studies with an I2 statistic of 25%–50% were considered to have
low heterogeneity, those with an I2 statistic of 50%–75% were
considered to have moderate heterogeneity [2]), the heterogen-
eity might be related with demographic characteristics of
patients and types of tumor, so we carried out subgroup analyses
by demographic characteristics of patients (Europe or Japan)
and types of tumor (colon, rectum, both colon and rectum
cancer) to text the robustness of results.
After subgroup analysis, we found all-cause mortality [relative

risk (RR)] and recurrence of disease [RR and hazard ratio (HR)]
were consist with the results of Veronese et al., but the all-cause
mortality were HR 1.396 (0.848, 2.3) in colon cancer and HR
1.513 (0.968, 2.365) in both the colon and the rectum cancer,
both results did not show statistical significance. HR 1.991
(1.747, 2.27) in rectum cancer showed statistical significance.
Perhaps, the prognostic impact of ENE on colon cancer need to
be further validated. However, as only five cohort studies
included in the subgroups analysis, results should be interpreted
with caution. Further researches should pay more attention to
specific cancers (colon cancer and rectal cancer).
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Extranodal extension is an
important prognostic parameter
for both colonic and rectal
cancer

We thank Qin and Huang [1] for their positive comments on
our recent meta-analysis [2], in which we assessed the potential
relationship between extranodal extension (ENE) of nodal
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metastasis and prognostic indexes in colorectal cancer. We
found consistent evidence that ENE is associated with mortality
and recurrence of disease, across multiple sensitivity analyses
[2], which remained robust after adjustment for publication
bias. Moreover, we conducted meta-regression analyses to
explain the low-moderate heterogeneity we encountered (see
supplementary Table S8, available at Annals of Oncology online)
in line with best practice. Nonetheless, Qin and Huang [1] have
proposed two new subgroup analyses using the same database on
geographical location (Europe versus Japan) and site of tumor
(colon, rectum, both colon and rectum cancer) to test the robust-
ness of our results. Qin and Huang replicated all of our findings,
except from the all-cause mortality in colon cancer [hazard ratio
(HR) 1.396, 0.848–2.3] and colon and rectum cancer together
(HR 1.513, 0.968–2.365).
Although these additional analyses are of potential interest,

we respectfully share a number of limitations. First, our initial
analyses had low-moderate heterogeneity and our meta-regres-
sion analyses already significantly explained large portions of
the heterogeneity we encountered. Second, Qin and Huang did
not report any heterogeneity metric in their new analyses, so it
is unclear to what extent their additional analyses addressed
their own primary concern that our paper found low-moderate
heterogeneity. Third, Qin and Huang included a limited
number of studies in each subgroup (only five studies reported
HR estimates: two studies for colon, two for rectum and one
regarding colorectal cancer). Indeed, they only included 5
studies out of the 13 considered in our meta-analysis, thus type
II error might be a factor in their null findings. Moreover, the P
for the interaction for this subgroup analysis is 0.229, suggesting
that this factor is not a probable moderator of our findings.
Notably, the staging system does not separately consider colon
and rectum cancer [2], further justifying our approach.
Moreover, the meso-rectal adipose tissue, the main anatomical
difference between a surgical specimen of colonic and of rectal
cancer, contains very few lymph nodes: also from this point of
view (i.e. number of lymph nodes and possible metastasis)
colonic and rectal cancer can be studied together. Interestingly,
the morphologic aspect most similar to ENE, that is represented
by the free tumor deposits in adipose tissue (N1c category), is
already considered in TNM staging system for both rectal and
colonic cancer. Lastly, in other cancer types ENE appeared as a
significant prognostic index [3, 4], and also of importance inde-
pendently from specific anatomical subdistinction (e.g. carcin-
oma of pancreas versus of ampulla of Vater) [5].
In conclusion, we partly agree with the analyses of Qin and

Huang and are grateful that they echo our calls for further re-
search considering the prognostic role of ENE in colorectal
cancer. However, we have a number of potential concerns that
do not shift our stance, based on the data, that future research
should consider colon and rectum cancer as only one entity.
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Prognostic impact of extra-nodal
extension on colon and rectal
cancer should be investigated
separately
We thank Luchini et al. [1] for replying to our comments [2] on
a recent meta-analysis [3]. A recent review by Tamas et al. [4]
pointed out that colon and rectal cancer were different in ana-
tomic site, embryological origin, function and metastatic pat-
terns and further subgroup analyses would have a great effect on
treatment option and prognosis evaluation of colon and rectal
cancer, so we thought that the results (all-cause mortality and
recurrence of disease) of colon and rectal cancer should not be
combined. In addition, I2 values showed low to moderate het-
erogeneity across studies, but I2 statistic was a value of statistical
heterogeneity; there were clinical heterogeneity and methodo-
logical heterogeneity besides statistical heterogeneity, so we
thought that subgroup analyses by geographical location and
types of tumor were of potential significance. Finally, for sur-
vival data, the end points and the time to reach the end points
were considered in the hazard ratio (HR), but the relative risk
(RR) just considered the end points, so we thought that the HR
was more appropriate than RR for all-cause mortality and
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