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ABSTRACT

Esophageal cancer is an important cause of death
worldwide, with an increasing incidence in
adenocarcinoma subtype (mainly affecting the
esophago-gastric junction) in western countries.
Nevertheless, squamous cell carcinoma remains the
most incident worldwide. An appropriate pretreatment
assessment is mandatory to select best treatment in each
patient, usually within the consensus of a
multidisciplinary tumor board.
Esophagogastroduodenoscopy and chest-abdomen CT
scan are basic work-up. Although complete surgical
resection remains the cornerstone of the treatment for
resectable disease, long-term results are poor and
recurrences are common, especially in locally advanced
setting. Multimodal therapy for locally advanced
disease improves survival nevertheless; the optimal
therapeutic approach remains controversial.
Preoperative chemoradiotherapy and perioperative
chemotherapy are the most common strategies.
However, in some patients, definitive
chemoradiotherapy without surgery is also an option. In
this review, we will cover the epidemiology, diagnosis
and staging of patients with esophageal cancer. We will
also discuss the main clinical trials and meta-analysis in
the treatment of local and locally advanced esophageal
cancer, evidence for different multimodal approaches
(with and without surgery) and finally we will propose a
treatment algorithm.

Key words: esophageal cancer, esophago-gastric
junction cancer, chemotherapy, radiation, surgery,
multimodal therapy, algorithm.
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1.INTRODUCTION
Esophageal cancer (EC) is the 6th most
common cause of death from cancer and
the 8th leading cancer in the world. All
over the world, 455800 new cases were
diagnosed and 400200 deaths occurred in
2012 (1).
EC has two main subtypes, squamous cell
carcinoma (SCC) and adenocarcinoma
(ADC). Small cell carcinoma and
sarcomas arising in the esophagus and
esophago-gastric junction (EGJ) are rare
entities. Borderline location of EGJ
cancers has caused their inclusion in
both, esophageal and gastric cancer
studies. Tumors arising from the distal 5
cm of the esophagus are considered
Siewert type I, those arising from de EGJ
are Siewert type II and those from the
cardia of the stomach (within 5 cm of the
EGJ) with extension into EGJ or
esophagus are Siewert type III. (2)
The incidence of EC varies between
different areas worldwide. The highest
rates are found in Southern Africa and
East of Asia, with 90% corresponding to
SCC. SCC predominates in the upper and
mid-esophagus and is associated with
smoking and alcohol habits; esophageal
squamous dysplasia is the precursor
lesion. In western countries, SCC has
been decreasing because of the reduction
in tobacco and alcohol consumption. On
the other hand, ADC occurs
predominantly in the lower esophagus
and in the EGJ. The incidence rates of
ADC have been increasing dramatically
in western countries in the last years,
mostly due to the increase of overweight
and obesity which are associated with
gastric reflux and the precursor state
Barrett´s esophagus (3).
Both subtypes of EC have similar clinical
manifestations. The most common
symptom of EC is dysphagia, typically
accompanied by weight loss; restrosternal
discomfort and anemia are also frequent.

Less common symptoms are cough or
lung infections. However, an increasing
number of asymptomatic cases are being
discovered, usually in patients with
Barrett´s esophagus as part of
surveillance endoscopy program (4).
Beyond histopathological and
epidemiologic differences, molecular
features are also distinct in SCC and
ADC. A recent publication (5) showed
that SCC is molecularly a more
reminiscent disease to other squamous
carcinomas of other organs. ADC seems
more to CIN (chromosomal instability)
gastric cancer. Three different subclasses
of SCC were found, with frequent
amplifications of CCND1 and SOX2
and/or TP63. On the other hand, ERBB2,
VEGFA, GATA 4 and GATA 6 were
more commonly amplified in ADC.
HER2-neu amplification and
overexpression is also implicated in some
EC and EGJ cancers, mainly in ADC,
being immunohistochemistry the most
widely used test for assessment.
Nowadays, amplification of HER2 only
has therapeutic implications in advanced
disease with the indication for use use of
trastuzumab added to chemotherapy.

2.DIAGNOSIS AND STAGING
Esophagogastroduodenoscopy is required
to obtain biopsy samples to confirm the
diagnosis and histological subtype as well
as to know the mucosal extension of the
disease. The staging work-up should
include chest-abdomen CT scan. In case
of no evidence of metastatic spread, we
should complete staging performing an
endoscopic ultrasonography and PET and
bronchoscopy when needed. Endoscopic
ultrasonography further improves
assessment of tumor and lymph-node
status, and may provide pathologic
evaluation of lymph nodes with the use of
fine-needle aspiration. PET scan may
identify occult distant metastatic disease,
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overstaging to stage IV in up to 10-20%
of patients. Bronchoscopy is necessary in
SCC, mainly in tumors located in upper
or mid esophagus where bronchial tree
could be involved. It is also
recommended to evaluate patient
comorbidities in order to define if is
fitness for surgery(3,4).
Patients with EC (including EGJ cancer)
should be staged according to UICC-
AJCC TNM staging system (8th edition).
It is important to remark that prognostic
groups/anatomic stages are different for
ADC or SCC (6).

3.TREATMENT
3.1GENERAL CONSIDERATIONS
We define three different groups in EC
with treatment implications: local EC
(T1-T2 N0), locally advanced EC (T3-T4
or N1-N3) and metastatic (any T, any N,
M1).
In patients with adenocarcinoma T1a and
less than 2 cm in diameter, endoscopic
mucosal resection is the preferred
approach with a risk of lymph-node
metastasis around 1-2%. In patients with
T1b tumors, the risk of lymph-node
metastasis is 20%, so radical
esophagectomy is the preferred treatment.
In T2 tumors radical surgery is
considered the standard treatment.
Treatment of metastatic and recurrent EC
has two main settings: a) palliative
chemotherapy based on cisplatin or
oxaliplatin combined with infusional 5-
FU or capecitabine (a third drug may
improve response rates but is associated
with more toxicity) with the aims of
improving survival and quality of life; b)
local therapies such as endoscopic
placement of stents, endoscopic dilation
or radiotherapy to palliate obstructive
symptoms.
In this review, we will focus on the
treatment of locally advanced EC (cT3-
T4 or cN1-N3).

3.2LOCALLY ADVANCED EC
In this group of patients with locally
advanced EC, surgery alone is not a
standard treatment due to difficulties on
achieving complete resection and poor
results. Between 30 to 50% of cases do
not achieve complete tumor resection
(R0), and even after R0 surgery, relapse
(local or metastatic) is common, with
long-term survival around 20% (7). This
fact prompted clinical research in locally
advanced EC with major evolution in the
last 15 years. Multimodality treatment,
in addition to surgery with radiotherapy
and/or chemotherapy (to control
micrometastatic disease and to improve
radiation effects) has been widely
investigated in different settings:

- Preoperative and perioperative
chemotherapy

- Preoperative chemoradiotherapy
- Definitive chemoradiotherapy

Preoperative and perioperative
chemotherapy
Distant recurrence following curative
resection is an important problem in
localized EC that limits survival. The
presence of micrometastasis that leads to
failure in curatively treated patients
guided the investigation to explore the
role of induction preoperative
chemotherapy. The aim of preoperative
chemotherapy is exterminating
micrometastasis, downstage the tumor
enhancing resectability, improve loco-
regional control and finally improve
overall survival (8). But on the other
hand, it exists the risk of progression
disease and compromising definitive
treatment.
The use of chemotherapy followed by
surgery has been studied since late 1970s
and was evaluated in parallel with
preoperative chemoradiotherapy and
definitive chemoradiotherapy trials.
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After some small trials with few data, the
Radiation Therapy Oncology Group trial
8911 (USA Intergroup 113) randomized
467 patients with EC (51% ADC, 44%
SCC and 5% unclassified) to induction
chemotherapy (three cycles of cisplatin
and 5-fluorouracil (5-FU)) followed by
surgical resection or surgery alone (9).
After R0 resection, patients in
experimental arm received also two
cycles of chemotherapy although only
52% of those started it, and only 38%
completed all planned cycles. The
primary end-point was overall survival.
No difference was observed between the
control group and the experimental arm
in terms of overall survival (16.1 vs 14.9
months, p=0.53), 3-year survival (26 vs
23%, HR 1.04 (95% CI 0.84 - 1.29),
p=0.65), R0 resection rate (59 vs 62%)
and treatment related mortality (6 vs 7%,
p=0.33). Long term results of this trial
were published in 2007, confirming
absence of statistically significant
differences between both arms of
treatment (10).
In contrast to the results of this clinical
trial, the Medical Research Council
Oesophageal Cancer Working Group
developed in the early 1990s the OEO2
trial. 802 patients with resectable EC
(31% SCC and 69% ADC) were
randomized to one of two arms: 2 cycles
of chemotherapy (cisplatin and
continuous infusion for 4 days of 5-FU)
followed by surgery or resection alone.
Patients assigned to experimental arm
had statistically significant better overall
survival (HR 0.79 (95% CI 0.67 - 0.93),
p=0.004) as well as better R0 resection
rate (60% vs 54%, p<0.0001) with the
same mortality rate in both treatment
groups (10%) (11). Long-term follow-up
confirmed the results, with a 5-year
survival rate of 23 vs 17.1% (HR 0.84
(95% CI 0.72 - 0.98), p=0.03) (12).
The discordance between the results of
these two trials inspired a wide debate.

The differences in results could be
explained by larger sample size in OEO2
trial and duration of preoperative
chemotherapy (shorter in OEO2 trial) that
could have decreased the risk of disease
progression during preoperative
treatment.
In the MAGIC trial, carried out by the
British Medical Research Council, 503
patients with gastric (75%), distal
esophageal (14%) or EGJ (11%)
adenocarcinoma were assigned to receive
three cycles of preoperative
chemotherapy based in epirubicin,
cisplatin and 5-FU, and three cycles of
the same chemotherapy postoperative or
surgery alone (13). The primary end-
point was overall survival and it was met,
with a 36 vs 23% five-year survival rate
(HR 0.75 (95% CI 0.60 - 0.93), p=0.009).
91% of patients in perioperative
chemotherapy arm underwent surgery,
whereas 96.4% in the surgery group did
so. Despite improvement in overall
survival with perioperative
chemotherapy, there was no improvement
in R0 resection rate (66 vs 69%). The
incidence of postoperative complications
was similar in the two groups (45.7 vs
45.3%) as also were the number of deaths
within 30 days after surgery (5.6 vs
5.9%). Only 41.6% of the patients in the
experimental arm could complete all six
cycles of chemotherapy, mainly due to
disease progression or early death, patient
choice and postoperative complications.
Similar to the MAGIC trial, the
FNCLCC/FFCD trial randomized 224
patients with resectable adenocarcinoma
of the distal esophagus (11%), EGJ
(64%) or stomach (25%) to perioperative
chemotherapy (two or three preoperative
cycles of infusional 5-FU and cisplatin
every four weeks and three or four
postoperative cycles, for a total of six
cycles) or surgery alone (14).
Perioperative chemotherapy improved the
R0 resection rates (84 vs 73%, p=0.04),
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5-year overall survival rate (38 vs 24%,
HR 0.69 (95% CI 0.50 - 0.95), p=0.02)
and 5-year disease free survival rate (34
vs 19%, HR 0.65 (95% CI 0.48 – 0.89),
p=0.003). Postoperative complications
and postoperative deaths were similar in
the two groups. As it was the case for the
MAGIC trial, only 50% of patients in the
experimental arm completed
postoperative chemotherapy.
The role of preoperative/perioperative
chemotherapy has been addressed in
many other trials, and pooled in some
meta-analysis. A total of 10 randomized
trials involving 2122 patients with EC
were included in a meta-analysis
published by Cochrane (15). The results
showed an improvement in overall
survival for patients who received
preoperative chemotherapy (HR 0.88,
(95% CI 0.80 – 0.96), p=0.003) and, also
a higher rate of R0 resection (RR 1.11
(95% CI 1.03 – 1.19). No differences
were found in overall resection rate,
tumor recurrence or nonfatal
complications. Another meta-analysis
published in 2011 (16) evaluated twenty-
four clinical trials, nine of them were
randomized comparisons of neoadjuvant
chemotherapy versus surgery alone, with
1981 patients included. The HR for all-
cause mortality for neoadjuvant
chemotherapy was 0.87 (95% CI 0.79 –
0.96, p=0.005), for SCC it was only 0.92
(95% CI 0.81 – 1.04, p=0.18) and 0.83
(95% CI 0.71 – 0.95, p=0.01) for ADC.

Preoperative chemoradiotherapy
Initial trials explored the role of
preoperative radiotherapy in order to
improve loco-regional control with
disappointing results. Thus, the failure of
radiotherapy in this preoperative setting
led to the integration of chemotherapy
and radiotherapy in the same scenario.
Radiotherapy was expected to improve
loco-regional control and chemotherapy
to eradicate micrometastasis in addition

to its radiosensitazing effect. The most
important trials in this setting are:
In the CROSS trial carried out between
2004 and 2008, 366 patients (75% ADC,
23% SCC and 2% undifferentiated) with
EC or EGJ cancer were randomized to
chemoradiotherapy followed by surgery
or surgery alone (17). Patients in
chemoradiotherapy arm received weekly
carboplatin and paclitaxel for 5 weeks
concurrently with radiotherapy (41.4 Gy
in 23 fractions). R0 resection rates were
better in the experimental compared to
the control arm, 92 vs 69%, p<0.001) and
29% of patients achieved pathological
complete response in the
chemoradiotherapy arm. Postoperative
complications and mortality rates were
similar in the two arms. Long-term
results (18) after a median follow up of
84.1 months showed a statistically
significant survival advantage for
preoperative chemoradiotherapy with a
median overall survival of 48.6 months in
the experimental arm and 24 months in
the surgery group (HR 0.68, (95% CI
0.53 - 0.88), p=0.003). Survival
improvement was higher for squamous
carcinomas (81.6 vs 21.1 months (HR
0.48 (95% CI 0.28 - 0.83), p=0.008) than
for adenocarcinoma (43.2 vs 27.1 months
(HR 0.73 (95% CI 0.55 - 0.98), p=0.038).
In contrast to the results of CROSS trial,
the French group published the results of
the FFCD 9901 trial. This trial (19) was
conducted between 2000 and 2009 in
patients with stage I or II EC (70.3 %
SCC, 29.2% ADC and 0.5%
undifferentiated carcinoma). 195 patients
were randomized to preoperative
chemoradiotherapy followed by surgery
or surgery alone. Patients received 45 Gy
in 25 fractions and two cycles of 5-FU
and cisplatin in the experimental arm.
The results showed no statistically
significant differences in R0 resection
rates (93.8% in the experimental arm vs
92.1% in control arm, p=0.749), and no
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improvement in 3-year OS (47.5 vs 53%,
HR 0.99 (95% CI 0.69 - 1.40), p=0.94).
Mortality was even higher in patients
receiving preoperative
chemoradiotherapy (11.1 vs 3.4%,
p=0.049).
Discrepancy in outcomes of this two
trials could be explained by: a) smaller
sample size in the FFCD 9901 trial; b)
different proportion of histological
subtypes between the two studies; c)
more patients with earlier stage disease in
the FFCD 9901 trial; d) less toxic
chemoradiotherapy regimen administered
in the CROSS trial.
At meta-analysis level (16), with twelve
randomized clinical trials comparing
neoadjuvant chemoradioterapy vs surgery
alone including 1854 patients, HR for all-
cause mortality for neoadjuvant
chemoradiotherapy was 0.78 (95% CI
0.70 – 0.88, p<0.0001); HR for SCC only
was 0.80 (95% CI 0.68 - 0.93, p=0.004)
and it was 0.75 (95% CI 0.59 – 0.95,
p=0.02) for ADC.
Considering the results of MAGIC and
CROSS trials, patients could benefit of
two different approaches in the
preoperative setting. The maximum
benefit in CROSS trial was observed in
SCC, but it was consistent across
subgroups. Two small randomized trials
in patients with ADC did not show
significant differences in survival
between preoperative chemoradiotherapy
and preoperative chemotherapy (20,21).
More recently, some trials have
investigated this issue. In the Neo-RES
trial (22), 181 patients in Norway and
Sweden with EC and EGJ cancer were
randomized to three cycles of
chemotherapy (cisplatin and 5-FU) with
or without radiotherapy (40 Gy) followed
by surgery. Primary end-point was
histological complete response. Results
showed a better histological complete
response in the chemoradiotherapy group
(28 vs 9%, p=0.002). R0 resection rate

was also better in the chemoradiotherapy
arm (87% vs 74%, p=0.04). No
differences were found in overall
survival.
More recently, a retrospective multicenter
European study was published,
comparing survival from neoadjuvant
chemotherapy vs neoadjuvant
chemoradiotherapy in patients with ADC
(23). Between 2001 and 2012, 608
patients were included from 10 European
centers. There were no statistically
significant differences between the two
arms neither in 3-year overall survival
(57.9 vs 53.4%, HR 0.89 (95% CI 0.67 -
1.17), p=0.391) nor in disease-free
survival (52.9 vs 48.9%, HR 0.90 (95%
CI 0.69 – 1.18), p=0.443).
Maybe Neo-AEGIS trial (24), which
pretends to include 574 patients with
esophageal ADC for randomization
between CROSS or MAGIC regimens,
will help us to decide about the best
strategy. However, results are not
expected before 2021. Nowadays, the
practice varies worldwide: perioperative
chemotherapy is considered the standard
treatment in most European countries,
whereas neoadjuvant chemoradiotherapy
is commonly used in United States.
Initial results of CALGB 80803 have
been recently reported (25). This phase 2
trial evaluates the use of early assessment
of chemotherapy responsiveness by PET
imaging to guide further therapy in
patients with EC and EGJ cancer. 257
patients were randomized to 3 cycles of
FOLFOX or 2 cycles of carboplatin and
paclitaxel, and PET scan was performed
before starting chemotherapy and after
completing induction treatment. PET
responders continued with the same
chemotherapy concurrently with
radiotherapy and non-responders changed
to the other chemotherapy regime
concurrently with radiotherapy. In this
trial, radiotherapy dose was 50 Gy. The
results showed 18% pathological
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complete response rate in all non-
responders and 26% in responders. In
FOLFOX arm, responding patients
achieved pathological complete response
in 37.5% of patients. PET scan could be
incorporated in future trials in order to
identify more effective treatments and
FOLFOX and 50 Gy dose radiotherapy
should be evaluated in a phase III trial.
Given the low rate of pathological
complete response in patients treated with
chemoradiotherapy followed by surgery
new adjuvant therapies are being
explored. Nivolumab is a fully human
monoclonal antibody that targets PD-1
(programmed death-1, an inmuno-
inhibitory receptor that regulates T-cell
activation). Nivolumab has shown
promising activity in phase I and phase II
in metastatic EC. CheckMate 577 is a
phase 3, double-blind, multinational trial,
for patients with stage II/III EC or EGJ
cancer who complete preoperative
chemoradiotherapy followed by surgery
and evidence of residual pathologic
disease. In this trial, patients are
randomized to nivolumab or placebo
(26). The estimation of patients to include
is 760.  Primary end points are disease-
free survival and overall survival and
estimated study completion date is april
2021.

Definitive chemoradiotherapy
Non-surgical approach for EC arised
because of poor long-term results with
surgery, specially, in patients with
unresectable tumors, serious
comorbidities or old age.
The population selected for nonsurgical
approach is different for several reasons:
a) patients with unfavorable prognostic
features (as medical contraindications
and primary unresectable); b) reports of
nonsurgical therapy are based on clinical
staging, being less accurate than
pathological staging obtained after
surgical treatment; c) some patients

treated without surgery are treated with a
more palliative than curative intention,
receiving less intense treatment (chemo
and radiotherapy).
After disappointing results during the
1970s for SCC treated with surgery or
radiotherapy alone, improvements in
radiotherapy techniques and advent of
new chemotherapeutic agents made the
Radiation Therapy Oncology Group
(RTOG) to launch a prospective,
randomized, phase III clinical trial in
1985 to test whether chemoradiotherapy
followed by chemotherapy could improve
the overall survival rate in patients with
thoracicus EC compared to RT alone
(27).  Initially, only patients with SCC
were included, but since 1986 also
patients with ADC were randomized.
Between 1985 and 1990, 129 patients
were ranzomized to receive radiotherapy
alone (64 Gy in 32 fractions) or
chemoradiotherapy (cisplatin and
infusional 5-FU every three weeks for
four cycles combined with 50 Gy of
radiotherapy in 25 fractions). After a
median follow-up of 5 years, overall
survival rate was 26% (95% IC 15-37%)
for the combined treatment arm
compared to 0% in patients receiving
only radiotherapy. Chemotherapy could
be administered as planned only in 68%
of patients. Based on the results of this
trial, the standard therapy for patients
with EC selected for nonsurgical
treatment became chemoradiotherapy. In
order to improve these results, INT 0122
trial was designed. In INT 0122 trial
chemotherapy and radiotherapy were
both intensified: a) number of
chemotherapy cycles was increased from
four to five; b) 5-FU infusion was longer,
with one day more of treatment; c) three
cycles of chemotherapy were
administered before the combined
treatment; d) total dose of radiotherapy
was increased from 50 to 64.8 Gy. But
results of this trial were disappointing:
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survival and local control rates were
similar to the ones in RTOG 85-01 trial,
however toxicity was higher, with
treatment-related mortality rate of 9% vs
2% (28,29). Consequently, RTOG 94-05
trial, with 236 patients, compared four
monthly cycles of chemotherapy
(infusional 5-FU (4 days) and cisplatin)
with either 50.4 Gy or 64.8 Gy of
concurrent radiation therapy (30). Trial
was prematurely closed after an interim
analysis with 16.4 months of follow up,
which showed no differences in overall
survival and locoregional control but
higher mortality (eleven deaths vs two) in
the high-dose radiation therapy arm.
Considering the results of these two last
mentioned trials, standard treatment for
nonsurgical patients with EC remained
chemoradiotherapy with 5-FU and
cisplatin, and 50.4 Gy radiation.
Nevertheless, cisplatin is difficult to
administer in some patients because of
the long intravenous hydration needed
and oxaliplatin could be a better option
for them; also the addition of leucovorin
to modulate 5-FU could improve the
results. The combination of oxaliplatin
and 5-FU with leucovorin (FOLFOX)
was tested in the
PRODIGE5/ACCORD17 clinical trial
(31). This phase II/III trial was conducted
between 2004 and 2011 in France and
267 patients were randomized to six
cycles of FOLFOX (three concurrently
with radiotherapy) or four cycles of
cisplatin and 5-FU (two concurrently
with radiotherapy). Both arms received
50 Gy of radiotherapy in 25 fractions.
After a median follow-up of 25.3 months,
median progression-free survival was 9.7
months in FOLFOX group and 9.4 in
control arm (HR 0.93 (95% CI 0.70 –
1.24), p=0.64). No significant differences
were found in grade 3 or 4 adverse
events. Although this trial did not meet
its primary end-point, definitive
chemoradiotherapy with FOLFOX

emerged as an option for patients with
problems to tolerate cisplatin and its
hydration.
Furthermore, considering results from
nonrandomized trials where patients were
treated with chemoradiotherapy with or
without surgery, FFCD group developed
the 9201 trial (32). This trial compared
the results of chemoradiotherapy alone or
followed by surgery in responding
patients. 444 patients were included and
received chemoradiotherapy (2 cycles of
cisplatin and 5-FU with a radiotherapy
dose of 46 Gy). 259 responding patients
were randomized to surgery or
continuation of chemoradiation (3 cycles
more of the same chemotherapy and 20
Gy more of radiation). 88.8% of patients
randomized had SCC and 11.2% ADC.
Results showed 17.7 months median
survival in surgery arm vs 19.3 in
chemoradiotherapy alone arm (HR 0.88,
p=0.44). Three-months mortality rate was
9.3% in surgery vs 0.8% in
chemoradiotherapy group (p=0.02).
Investigators suggested there was no
benefit with the addition of surgery in
SCC patients who responded to
chemoradiation.

3.3TREATMENT ALGORITHM
After covering main clinical trials in EC
we propose a treatment algorithm.
In patients with locally advanced disease,
in case of unfit patient for surgery but fit
enough for chemotherapy and
radiotherapy, definitive
chemoradiotherapy may be the preferred
option. Chemoradiotherapy is also the
treatment of choice in cervical EC. For
patients fit enough for surgery,
neoadjuvant chemoradiotherapy seems to
be the standard treatment for SCC, while
either neoadjuvant chemoradiotherapy of
perioperative chemotherapy would be
recommended for ADC (this last option
specially for patients with EGJ tumors)
(figure 1).
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Figure 1.-

4.CONCLUSIONS AND FUTURE
PERSPECTIVES
In summary, surgery remains the
cornerstone for resectable EC and EGJ
tumors. However, long-term outcomes
for surgery alone are poor. Neoadjuvant
therapy (chemotherapy alone or
chemoradiotherapy), is considered
standard for fit for surgery patients and
definitive chemoradiotherapy for those
unfit. Based on current available data we
can conclude that preoperative therapies

offer better R0 resection rate as well as
survival improvements. Best therapeutic
choice should be decided within a
multidisciplinary tumor board.
Nevertheless, even taking into account
improvements in outcomes with current
strategies, further research is needed
incorporating growing knowledge in the
molecular field to clinical trials so that
we can broaden perspectives to our
patients.
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