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Response to Letter to the Editor on “Impact of
the Surgical Approach for Neoadjuvantly Treated
Gastroesophageal Junction Type Il Tumors:

A Multinational, High-Volume Center

Retrospective Cohort Analysis”
Naita M. Wirsik, MD,* Thomas Schmidt, MD, PhD,* and Christiane J. Bruns, MD*

We read the Comment to our publication “Impact of
the Surgical Approach for Neoadjuvantly Treated
Gastroesophageal Junction Type II Tumors: A Multinational,
High-Volume Center Retrospective Cohort Analysis”! by Arnar
B. Ingason and Mitchell C. Norotsky with interest.

The authors have discussed some limitations that are inherent
to retrospective studies. While we share some of their concerns,
the main conclusion remains unchanged.

First, regarding preoperative patient evaluation, it is true
that patient comorbidities were accounted for mainly through
the Anesthesiologists Physical Status (ASA) classification, and
the majority of the cohort was ASA 2 or 3 patients, which
is adequately reflecting the reality we see in our daily clinical
practice.? Due to the advanced age of most of the patients of
this cohort, diseases like arterial hypertension, diabetes, and
coronary heart disease are frequent and are routinely preop-
eratively evaluated by anesthesiologists through the ASA score
as it has been shown to be one of the strongest predictors for
postoperative outcomes if applied alone and is generally used
internationally to compare large patient cohorts due to its
simplicity.?

The evaluation of frailty is discussed to improve preoperative
scores but was not a standard in the last decades® and therefore
not available for this high number of patients with Siewert type
2 tumors.

To account for the effects of patient frailty on long-term
outcomes, subgroup analyses for overall survival were per-
formed with exclusion of the 30- and 90-day mortality as
frailty especially affects perioperative morbidity as well as
mortality (Supplemental Figure 2A and B in the study by
Wirsik et al').

Furthermore, it is true that preoperative opioid or benzo-
diazepine use was not reported as it is not as frequently used
in Europe as in the United States. It is believed to only play a
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marginal role in the patient cohort as in Europe only a preva-
lence of estimated 0.35% of high-risk opioid users aged 15 to
64 years exists in the whole population.*

The majority of the patients undergoing esophagectomy in
the participating high-volume centers are discharged after 10 to
14 days postoperatively without prescriptions for any opioids
or benzodiazepines despite undergoing thoracotomy.

Second, oncological pretreatment was not included as a
factor in the propensity score model as a study published
recently showed no survival differences between the mainly
used pretreatments neoadjuvant radio chemotherapy CROSS’
and perioperative chemotherapy FLOT® despite a higher rate of
minor responder in the FLOT group.” The subgroup analysis for
patients undergoing the same pretreatment was performed for
patient solely undergoing chemotherapy, not chemoradiation
(Figure 2C in the study by Wirsik et al') as mentioned by Ingason
and Norotsky as more of the patients received chemotherapy.

In addition, to address the issue of more distant metastasis in
the gastrectomy group, a subgroup analysis with exclusion of
all patients with distant metastasis was performed and shown
in Figure 2D in the study by Wirsik et al.! Additionally, to
address the higher number of full responders in the esophagec-
tomy group as well as the higher number of distant metastasis
in the gastrectomy group, a survival analysis after propensity
score matching for pathological TNM® was performed, which
showed an overall survival benefit for patients undergoing
esophagectomy in Supplemental Figure 1A in the study by
Wirsik et al.!

With these additional analyses, we tried to account for pos-
sible biases in this retrospective study influencing the long-term
outcome.

Third, the study included different surgical techniques with
open, minimal-invasive and robot-assisted approaches. Even
though the authors cite a meta-analysis, there is so far no proven
superiority of one of these techniques concerning the onco-
logical survival outcome.”'? The differences the authors cite
concern mainly transthoracic esophagectomies. To adequately
account for potential, more postoperative morbidity after dif-
ferent surgical techniques, we (as mentioned above) performed
survival analysis after exclusion of the 30- and 90-day mortality,
which is shown in Supplemental Figure 2A and B in the study
by Wirsik et al.!

All patients were treated in high-volume centers where the
performing surgeons are trained in esophagectomies as well as
gastrectomies, which is one of the main strengths of this study
regarding the reliability and quality of intraoperative and post-
operative treatment. The mean number of procedures per sur-
geon in a year is higher than in most other centers. The number
of RO resection and postoperative complications was compa-
rable between the centers. Therefore, we did not include this
factor in the propensity score model as there were no relevant
differences to account for.
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In conclusion, this is and remains a retrospective cohort anal-
ysis of high-volume centers in Europe, but it reflects that the
approach to adenocarcinoma Siewert type 2 changed in the last
decades as supported by a questionnaire among upper gastroin-
testinal surgeons from 2022.%13 This study showed a long-term
survival benefit for patients with Siewert type 2 adenocarci-
nomas in high-volume centers where esophagectomies have
become a safe procedure with better oncological outcomes inde-
pendent of the surgical techniques applied.! To finally answer
the question of the surgical approach for Siewert type 2 tumors,
we will have to wait for the results of the CARDIA trial.™*
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