72 Diseases of the Esophagus

The International Society for
8 Diseases of the Esophagus

Nowadays, there is still no consensus about the benefits of adding neck
lymphadenectomy to the traditional two-fields esophagectomy. An extended
lymphadenectomy could potentially increase operation time and the risks for
postoperative complications. However, extended lymphadenectomy allows
resection of cervical nodes at risk for metastases, potentially increasing
long-term survival rates. This study aims to estimate whether cervical
prophylactic lymphadenectomy for esophageal cancer influences short-
and long-term outcomes through a systematic review of literature and
meta-analysis.

Methods: A systematic review was conducted in PubMed, Embase, Cochrane
Library Central, and Lilacs (BVS). The inclusion criteria were: (1) studies
that compare two-field vs. three-field esophagectomy; (2) adults (> 18 years);
(3) articles that analyze short- or long-term outcomes; and (4) clinical trials
or cohort studies. The results were summarized by forest plots, with effect
size (ES) or risk difference (RD) and 95% CI.

Results: Twenty-five articles were selected, comprising 8,954 patients. Three-
field lymphadenectomy was associated to higher operation time (ES: -
1.51; 95%CI -1.84, —1.18) and higher blood loss (ES: -0.24; 95%CI:
—0.37, —0.11). Also, neck lymphadenectomy inputs additional risk for
pulmonary complications (RD: 0.03; 95%CI: 0.01, 0.05). No difference
was noted for morbidity (RD: 0.01; 95%CIL: —0.01, 0.03); leak (—0.02;
95%CI: —0.07, 0.03); postoperative mortality (RD: 0.00; 95%CI: —0.00,
0.01), and hospital stay (ES: -0.05; 95%CI -0.20, 0.10). Three-field
lymphadenectomy allowed higher number of retrieved lymph nodes (MD:
-1.51; 95%CI -1.84, —1.18), but did not increase the overall survival
(HR: 1.11; 95%CTI: 0.96, 1.26).

Conclusion: Prophylactic neck lymphadenectomy for esophageal cancer
should be performed with caution once it is associated with poorer short-
term outcomes compared to traditional two-field lymphadenectomy and
does not improve long-term survival. Future esophageal cancer studies
should determine the subgroup of patients who could benefit from
prophylactic neck lymphadenectomy in long-term outcomes.
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Complaints of maldigestion, malabsorption, and unintended weight loss
after esophagectomy are often attributed to an impaired exocrine pancreatic
function. This review systematically summarizes all literature reporting on
the presence of exocrine pancreatic insufficiency (EPI) after esophagectomy
and the effect of treatment with pancreatic enzymes on gastrointestinal
complaints, body weight, and quality of life.

Methods: Databases of PubMed, Embase, and Wiley/Cochrane Library
were searched systematically until July 2020. Studies reporting on EPI
and pancreatic enzyme replacement therapy after esophagectomy were
included.

Results: Four studies, including 158 patients, were selected. Exocrine pancre-
atic function was investigated in three studies, measured by fecal elastase-
1 and 72-hour fecal fat excretion. Fecal elastase-1 levels <200 pg/g were
reported in 16% of patients at 4 months, 18% at 6 months, and 31% at 18-
24 months postoperatively. A decreased fecal fat absorption was noticed
in 57% 1 month postoperatively. Treatment with pancreatic enzymes was
reported in two studies. In patients with fecal elastase-1 levels <200 pg/g,
90% of patients reported improvement in symptoms and 70% reported
improvement in weight. In patients with complaints of steatorrhea, 87%
noticed settlement of symptoms.

Conclusion: Based on current literature, complaints of maldigestion, mal-
absorption, and unintended weight loss after esophagectomy are common
and can be related to an impaired exocrine pancreatic function. High-
quality studies evaluating the presence of EPI and the effect of treatment
with pancreatic enzymes after esophagectomy are needed to verify this
conclusion.

729 RELATION OF POSTOPERATIVE MORBIDITY WITH QUALITY
OF LIFE FOLLOWING ESOPHAGEAL SURGERY FOR CANCER: A
EUROPEAN MULTICENTER STUDY

Nannet Schuring,! Sheraz R. Markar,2 Egle Jezerskyte,! Mirjam A.G.
Sprangers,! Asif Johar,> Mark I. Berge Henegouwen, van' Suzanne S.
Gisbertz,!

1. Amsterdam UM C, Amsterdam, the Netherlands 2. Imperial College, London,
United Kingdom 3. Karolinska Institutet, Stockholm, Sweden 4. LASER study
group

Despite improvements in perioperative esophageal cancer care, severe post-
operative complications occur in 17.2% of the patients. Postoperative compli-
cations are associated with reduced health-related quality of life (HR-QoL),
and severe complications may have a profound negative effect on the HR-
QoL.The aim of this study was to investigate the relation between postoper-
ative morbidity and reported HR-QoL in patients following esophagectomy
for cancer.

Methods: Disease-free patients at least one year following esophagectomy
for cancer in one of the participating LASER study centers between 2010
and 2016 were included. Patients completed the LASER, EORTC-QLQ-
C30 and QLQ-OG25 questionnaires at least one year following surgery. The
primary outcome was the relation between reported HR-QoL and occurrence
of postoperative complications and to compare the HR-QoL in the study
population with the reference values of the general population. Subgroup
analysis was performed in patients with ‘no’ or ‘minor’ (Clavien-Dindo
grade I-I1Ta) and ‘severe’ (Clavien-Dindo grade > IIIb) complications, using
univariable and multivariable logistic regression analysis.

Results: Among 645 included patients, 283 patients with ‘no’, 207 patients
with ‘minor’ and 155 patients with ‘severe’ postoperative complications were
included. The mean age of the patients was 64 years (SD 9), with a mean
time since surgery of 4.4 years (SD 1.7). Neither significant or clinically
relevant differences were found in the HR-QoL scores between patients
with and without complications, nor were differences observed in subgroup
analysis for severity of postoperative complications. Compared to the general
population, patients reported worse HR-QoL in all domains except ‘Global
Health’ and ‘Emotional Functioning’, and more symptomatology in all
symptom domains except ‘Pain’.

Conclusion: HR-QoL between patients at a median of 4.4 years after
esophagectomy for cancer did not differ. Differences were neither significant
nor clinically relevant and furthermore, no differences were observed in
subgroup analysis for severity of postoperative complications according to
Clavien-Dindo.
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There is an unexplained male predominance in the incidence of esophageal
(EAC) and non-cardia gastric adenocarcinoma (GAC) which cannot be
explained by known risk factors. Differences in the exposures to sex hor-
mones may play a part in the observed sex difference. This study aimed to
test the hypothesis that androgens increase the risk of EAC, cardia GAC,
and non-cardia GAC. We analysed a matched cohort based on a national
Swedish database of prostate cancer patients.

Methods: Prostate cancer patients receiving androgen deprivation therapy
(ADT) were the exposed group. Prostate cancer-free men from the general
population were randomly selected and matched to the index case by birth
year and county of residence, forming the unexposed control group. The
participants were followed until a diagnosis of esophageal or gastric can-
cer, death, emigration, or end of the study period. The risk of esophageal
adenocarcinoma, cardia gastric adenocarcinoma, non-cardia gastric adeno-
carcinoma, and esophageal squamous-cell carcinoma among ADT-exposed
compared to unexposed was calculated by multivariable Cox proportional
hazard regression. The hazard ratios and 95% confidence intervals were
adjusted for confounders.

Results: There was a risk reduction of non-cardia gastric adenocarcinoma
among ADT-users compared to non-users (HR 0.49 [95% CI 0.24-0.98]).
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No such decreased risk was found for esophageal adenocarcinoma (HR 1.17
[95% CT 0.60-2.32)), cardia gastric adenocarcinoma (HR 0.99 [95% CI 0.40—
2.46]), or esophageal squamous cell carcinoma (HR 0.99 [95% CI 0.31-3.13]).

Conclusion: This study indicates that androgen deprivation therapy decreases
the risk of non-cardia gastric adenocarcinoma, while no decreased risk was
found for esophageal adenocarcinoma, cardia gastric adenocarcinoma, or
esophageal squamous-cell carcinoma.
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Significant advances have been made in our understanding of the tumor
immune microenvironment (TIM) and tumor infiltrating lymphocytes
(TILs). Nevertheless, there is little understanding of the changes in the TIM
in response to neoadjuvant chemoradiotherapy (CRT). Thus, our aim was to
investigate the changes in the TIM with neoadjuvant CRT in EC by assessing
the immune cell infiltrate, the expression of immune related genes, and their
association with treatment response and prognosis.

Methods: To decipher the effects of neoadjuvant CRT on the TIM, we
obtained 58 paired pre-treatment and post neoadjuvant CRT treated EC
specimens. TILs and tumor infiltrating neutrophils (TIN) were quantified
in pre-treatment biopsies and surgical resection specimens following neoad-
juvant CRT. To evaluate the immune transcriptomics, RNA was extracted
from these specimens and gene expression was assessed using the Nanostring
Platform based on the PanCancer Immune Profiling Panel. Immunohis-
tochemistry (IHC) was performed to validate findings from the immune
transcriptomics.

Results: TIL counts were not prognostic for disease specific survival
(DSS). We observed higher expression of immune-suppressive inflammatory
chemokines (TGFB-1 and IL-16) in post-neoadjuvant treated samples
compared to pre-treatment biopsies. In samples collected after neoadjuvant
CRT, low expression of genes related to anti-tumor T cell cytotoxic activityl
was significantly associated with disease recurrence. In patients with residual
disease, multivariate analysis revealed a high neutrophil count, but not TIL
count, was significantly associated with inferior DSS (HR 3.8 [1.3- 10.8];
p=0.01).

Conclusion: In EC, the tumor microenvironment after neoadjuvant CRT
remains largely immune-suppressive. We discovered that the presence of TINs
in patients with residual disease post neoadjuvant CRT is an independent
adverse prognostic factor. Collectively, our results suggest that an inflamma-
tory pro-tumoral microenvironment associated with TINs may contribute to
treatment resistance and progressive disease in EC.
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Anastomotic leakage (AL) is a common and potentially life-threatening
complication after esophagectomy. In patients with AL it is largely unknown
which patient parameters and leakage characteristics are associated with leak
severity and mortality. We aimed to identify prognostic factors for mortality
in patients with anastomotic leakage after esophagectomy.

Methods: The TENTACLE—Esophagus study is an international retrospec-
tive cohort study, in which 1451 patients with AL after esophagectomy
between 2011 and 2019 were included in 71 centers from 20 countries.
Potential prognostic factors were selected from literature and a hypothetical
association with mortality. Confounders of (individual) prognostic factors
were identified using a directed acyclic graph approach to minimize bias.
Primary outcome was 90-day mortality. Logistic regression analysis was
performed to estimate crude and adjusted odds ratios (AOR) and 95%
confidence intervals (95%CI). The study protocol is accessible at www.
tentaclestudy.com.

Results: Overall 90-day mortality rate was 11.6%. Leakage characteristics
with the largest prognostic effect on mortality were gastric conduit ischemi-
a/necrosis (AOR 2.23, 95%CI 1.43-3.49), defect circumference > 25% (AOR
2.10, 95%CI 1.32-3.36) and intrathoracic fluid collections (drained AOR
1.98, 95%CI 1.05-3.75; undrained AOR 2.43, 95%CI 1.57-3.75). Patient
parameters with the largest prognostic effect were ASA-score >3 (AOR
4.18, 95%CI 1.67-10.51), ECOG-score >2 (AOR 2.83, 95%CI 1.56-5.14)
and respiratory failure (AOR 3.89, 95%CI 2.67-5.66), hemodynamic failure
(AOR 3.09, 95%CT 1.96-4.88) or renal failure (AOR 4.08, 95%CI 2.20-7.59)
at time of AL diagnosis.

Conclusion: Defect circumference, intrathoracic fluid collections, gastric con-
duit condition and several patient parameters were identified as prognostic
factors for mortality in patients with AL. Adjusting for these prognostic fac-
tors may reduce confounding bias in future studies assessing efficacy of AL
treatments. The identified prognostic factors contribute to the understanding
of the severity of anastomotic leakage after esophagectomy and may be used
to recognize the severity of an anastomotic leak in individual patients.
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