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Abstract: The majority of patients with esophageal cancer are diagnosed at an advanced, incurable stage. Palliation of symptoms,
specifically dysphagia, is a crucial component to improve quality of life and optimize nutritional status. Despite multiple available
treatment modalities, there is not one accepted or recommended to be the preferred treatment option. Palliative management is often
decided by a multidisciplinary team considering factors including local availability, preference, patient life expectancy, and symptom
severity. Systemic therapies such as chemotherapy are the most commonly used palliative modalities. Oncologists are most familiar
with radiation for dysphagia palliation, especially for advanced metastatic cancer patients with good performance status. One common
approach used by endoscopist is self-expandable metal stents. This is preferred for patients with short-term survival and poor
functional status as it provides rapid relief of dysphagia. Cryotherapy is a relatively new endoscopic ablative modality and appears
to be a promising option for dysphagia palliation, but more data is needed for wider adoption. This review summarizes the current
literature on endoscopic and non-endoscopic treatment options for malignant dysphagia.
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Introduction

Esophageal cancer is the seventh most frequent cancer worldwide.' In the United States (US) in 2022, it is estimated that
nearly 20000 patients will be newly diagnosed with esophageal cancer and about 16410 patients will die from it.> Despite
advances in diagnosis and treatment, the prognosis of esophageal cancer remains poor, with a dismal 5-year survival rate
of <20%.> Dysphagia is the primary presenting symptom in esophageal cancer patients. This is secondary to the cancer
obstructing the esophageal lumen. On presentation, at least 50% of the patients with esophageal cancer have locally
advanced disease or disease with distant metastasis making the chance of long-term remission or cure very low.*
Untreated dysphagia from esophageal cancer often worsens with time contributing to malnutrition, regurgitation, chest
pain, poor performance status, and poor quality of life (QoL). The focus of care in non-curable patients with esophageal
cancer is on prolonging survival, improving quality of life and minimizing the impact of dysphagia.

The optimal strategy for improving QoL and palliation of dysphagia in these patients depends on multiple factors
including location, tumor stage, age, performance status, comorbidities, nutritional status, and expected patient survival.
Given the lack of clear best practice guidelines, the optimal strategy is often determined by patient preference and the local
multidisciplinary team expertise. Several treatment modalities are available and include systemic and local therapies. The
gastroenterologist has multiple endoscopic modalities available including include laser ablation, photodynamic therapy
(PDT), argon plasma coagulation (APC), self-expandable metal stents (SEMS), and, more recently, liquid nitrogen spray
cryoablation. Non-endoscopic options include intraluminal brachytherapy, external beam radiation therapy (EBRT), che-
motherapy, or combined modalities. Some of the risks and benefits of the available modalities are summarized in Table 1.
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Table | Advantages and Disadvantages of Various Treatment Modalities for Palliation of Dysphagia

Help completing other procedures such as sta-
ging EUS or PEG placement

Procedures Advantages Disadvantages

Endoscopic methods

Dilation ® Simple ® Temporary symptom relief
® [nexpensive Not recommended as a primary treatment mod-
® Used as adjunct to facilitate stent placement ality due to limited efficacy and adverse events
°

Laser therapy (Nd:YAG)*'""'*

® Used for short, non-angulated and exophytic
tumors

® Can be used for proximal lesions

Requires multiple treatments

Not for extrinsic or submucosal lesions

® Complication (4-20% cases): tracheoesophageal

fistulas, bleeding and perforation

® Rarely used due to adverse events

Photodynamic therapy (PDT)'*™"7

® Can be used for long tumors, narrow and
angulated tumors, cervical tumors, flat and
infiltrating tumor

® Longer lasting relief than laser treatment

® Complex procedure

High cost of the photosensitizers

® Skin photosensitivity as the most common

complication

® Rarely used because of adverse events and cost

Argon plasma coagulationm'zz'24

® Easy to use

® Widely available
Relatively safe than other tumor ablation meth-
ods such as laser therapy or PDT

® Limited efficacy because of superficial depth of

tissue destruction

® Several sessions are often necessary for sus-

tained luminal patency

Self-expandable metal stents (SEMS) — Fully
covered SEMS and partially covered
SEMS28:39:40

® Widely available
Effective as a single treatment modality for
patients with poor functional status

® Treat associated tracheoesophageal fistula
Provides immediate relief of dysphagia

® Other

Recurrent dysphagia common (30—40%)

® Causes reflux and regurgitation when placed

across the gastroesophageal junction

most common adverse events-

hemorrhage, stent migration, chest pain, tissue
ingrowth/overgrowth

Liquid nitrogen spray cryothera\pyzs_30

Relatively new ablative modality

Good tolerability and safety profile

Need repeated treatments
Limited data, large-scale studies are needed to

further assess the treatment benefit

Non-endoscopic methods

External beam radiation therapy**—>'%¢°

® Widely available
® Effective with sustained dysphagia relief

® Worsening before improvement limits its utility

in severe symptoms

® Toxicity especially with high doses and in combi-

nation with chemotherapy limits its use

Prolonged survival

® More modalities are becoming available

Brachytherapy**474878 ® |mprovement in quality of life in addition to Limited availability
dysphagia Complexity of scheduling and procedures in
® Advantage of more localized application of addition to toxicity have limited it use
radiation energy
Chemotherapy®'%¢¢¢7 Standard of care in metastatic disease Rarely effective alone for long-term relief

® Toxicities accumulate over time

Requires a good functional status

Abbreviations: EUS, endoscopic ultrasound; PEG, percutaneous endoscopic gastrostomy; PDT, photodynamic therapy.

Recent data and updated guidelines no longer support the use of laser, PDT,

or APC as a primary modality because of

their limited durability in maintaining esophageal patency for dysphagia palliation or rate of adverse events. Esophageal

stenting, radiotherapy, or a combination of these therapies are the most used palliative methods in the current clinical

practice. Even though a few reviews were published on this topic in the last decades, new data have emerged related to
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therapies and treatment approaches since their publication.” ® In this review, we summarize the current evidence and
offer an updated review and perspectives of the therapeutic options for managing dysphagia in patients with inoperable
esophageal cancer.

Endoscopic Modalities of Palliation of Dysphagia
Laser Therapy

Laser ablation with neodymium—yttrium—aluminum-garnet (Nd-YAG) provides rapid improvement but only tempor-
ary relief of dysphagia if not followed by complementary therapy. Palliation with laser ablation is usually performed
for treating short segment, exophytic, and discrete strictures. In addition, it can be used for treating proximal
strictures in which endoscopic stenting is not possible due to tolerability or tracheal compression. Based on the
results of small retrospective studies. The success rate in restoring luminal patency has been reported up to 97% with
laser therapy, although multiple treatment sessions are often necessary to produce satisfactory relief of dysphagia.” "'

A small randomized control study comparing laser therapy and radiotherapy (n = 21), laser therapy followed by
SEMS insertion (n = 8) or SEMS insertion alone (n = 10), showed no statistically significant difference in the mean
dysphagia scores in patients with inoperable esophageal malignancy. Recurrent dysphagia was more commonly seen in
the laser and radiotherapy group than in the SEMS plus laser group and the SEMS only group (43% vs 16.6% vs 5.5%,
p = 0.001, respectively).'” In advanced esophageal cancer patients receiving multimodal therapy, the addition of Nd:
YAG laser therapy has shown a better patient survival than those who did not receive laser therapy (30.1 months vs 16.5
months; p = 0.047).° In a retrospective study including 227 inoperable esophageal cancer patients, laser therapy with
esophageal stenting reported a significantly worse dysphagia score than laser therapy alone (p < 0.01), while the overall
survival remained similar between the two groups.'*

Complications such as esophageal perforation, bleeding, pneumomediastinum and tracheoesophageal fistula may
occur in up to 20% of the patients which has limited its use in current clinical practice.'*

Photodynamic Therapy

PDT is another ablative technique based on a photochemical reaction created by injecting a photosensitizing agent activated
by a non-thermal light causing release of molecular oxygen with a direct toxic effect on malignant cells. PDT is used for
exophytic or flat long lesions that might be difficult to treat with laser therapy. Additionally, PDT can be used for treatment of
tumor ingrowth or overgrowth of expandable metal stents. Compared to laser therapy, PDT was more beneficial for
debulking proximal, circumferential and large tumors.'> PDT has shown to produce a long-lasting relief of dysphagia but
with equivalent efficacy and patient survival when compared to the laser therapy.'®!” Conflicting data exist on the benefit of
PDT combined with chemotherapy or chemoradiation therapy for non-operable EC patients.'®'® Severe complications are
more frequent in patients treated with PDT, including skin photosensitivity, perforation, stricture formation in nearly 4-34%
of the patients.* The high cost and adverse events rate resulted in PDT being uncommonly used in the present practice.”

Argon Plasma Coagulation

APC is a type of ablative endoscopic therapy that uses electrically conductive argon gas (“plasma”) to cause tissue
coagulation and destruction. The thermally induced tissue necrosis caused by APC is often superficial to a depth of 1—
2 mm, limiting its efficacy in the palliation of obstructing cancer.”> %> A 30-50% higher effectiveness with no increased
risk of adverse events was reported using high-frequency APC.*> Minor complications such as bleeding, pain, or
asymptomatic gas accumulation in the intestinal wall can be observed in up to 13% of the patients.* Major complications
such as perforation, abdominal abscess, mediastinitis, or fistula formation may occur but rare.*?3 Similar to other ablative
methods, the results of APC are generally not durable, requiring multiple additional treatment sessions, limiting its use in
clinical practice. A combination of APC with other palliative treatment modalities has demonstrated a sustained

restoration of luminal patency compared to APC alone in a few studies.”**
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Cryoablation

Liquid nitrogen spray cryotherapy is a relatively new ablative modality that has successfully been used to palliate
dysphagia in patients with inoperable esophageal cancers. Spray cryotherapy uses liquid nitrogen at —196° to effectively
freeze and destroy esophageal tumors by inducing tumor necrosis and apoptosis in addition to possible immunologic
mechanisms. Cryoablation is shown to have an excellent tolerability and safety profile.”*® In a multicenter retrospective
study (n=49), endoscopic liquid nitrogen spray cryotherapy showed a significant improvement in dysphagia score from
2.4 pre cryotherapy to 1.7 post cryotherapy (P<0.001) when used to palliate dysphagia in patients with inoperable EC.?’
Adverse events were noted in 6.7% (8/120) patients, majority of which were considered minor including chest pain,
intraprocedural bradycardia and post procedural stricture. Perforation was noted in one patient which was associated with
dilation before cryotherapy.”” More recent studies published to date only in abstract form found cryotherapy to be
associated with an improvement in dysphagia, quality of life and social functioning without reflux symptoms which is an

advantage over stenting.”*°

Esophageal Stenting

Self-expanding metal stents are commonly used for palliation of malignant dysphagia to restore the luminal patency and
help support oral intake in these patients. Over the past 25 years, SEMS has evolved considerably and has undergone
numerous modifications. Multiple varieties of SEMS are commercially available at present. They differ in-stent material,
design, covering, luminal diameter, radial force, degree of shortening after deployment, and anti-migration features.
Partially covered SEMS (PCSEMS) and fully covered SEMS (FCSEMS) are the most commonly used esophageal stents
in the current clinical practice. There are no data comparing different stent designs showing the clinical superiority of one
stent over the other. Therefore, selecting a specific SEMS is often based on the availability or endoscopist’s preference
and experience.

SEMS are favored for inoperable patients with expected short-term survival, limited functional status and those
intolerant to chemoradiation. SEMS have been shown in many RCT to have better outcomes than PDT, laser and
surgery.’! Therefore, the European and American gastrointestinal endoscopy societies recommend FCSEMS or PCSEMS
for palliation of malignant dysphagia over laser therapy, photodynamic therapy, esophageal bypass, and expandable
plastic stent.*** Newly designed irradiation stents, combining the advantages of SEMS and radiation therapy, are
currently being studied. The stent is impregnated with iodine 125 (125I) beads for intraluminal brachytherapy which
provides an immediate and more durable effect on dysphagia compared to the conventional SEMS.** However, this
technique is not widely available, and an accurate radiation dosimetry with such stent is difficult to precisely measure and
plan.

SEMS-related adverse events can be seen in up to 40—50% of the patients with severe adverse event rate up to 20%.°
The most common early adverse events noted are stent migration, chest pain, bleeding, perforation, reflux, and globus
sensation. The rate of adverse events after SEMS placement increases over time.>’*® The reported late adverse events are
tissue overgrowth/ingrowth, reflux, perforation, tracheoesophageal fistula (higher for mid-esophageal stents), stent
migration, aortoesophageal fistula, and paraspinal abscess formation. Recurrent dysphagia was frequently encountered
in about one-third of patients after a median of 56 days (range 1-779) of SEMS placement.*® No statistical difference has
been noted regarding the rate of stent migration and stent obstruction with FCSEMS or PCSEMS in palliative treatment
of malignant esophageal strictures.*>*** The result of a recent meta-analysis including eight randomized controlled trials
(RCTs) showed similar outcomes and rate of complications with traditional SEMS when compared to anti-reflux stent
with valve.*! One study has demonstrated increased stent-related complications in patients with prior chemoradiation,
although this finding needs further validation.*®

A tracheoesophageal fistula may develop as a result of tumor penetration or complication of radiation therapy in about
5% to 15% of EC patients.** Insertion of a SEMS frequently provides complete esophageal sealing in EC with an
established airway fistula. However, caution should be taken while placing a SEMS through a large bulky retro bronchial
tumor, as acute airway obstruction can occur because of the compression of the tracheal wall from SEMS expansion.
A multidisciplinary case discussion and concomitant airway management should be considered before performing such
procedure. Placement of a tracheal or bronchial stent in conjunction with an esophageal stent (double stenting) has also
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been described for palliation of the tracheoesophageal fistula.*> However, an increase in the original fistula size due to
compression of tracheal and esophageal walls between the two stents is a concern.** Insertion of one stent is preferable in
these situations.

Non-Endoscopic Modalities for Palliation of Dysphagia
Radiation Therapy

Radiation therapy is a commonly used modality for dysphagia palliation that uses ionizing radiation causing DNA
damage and cell death resulting in tumor debulking. Radiation therapy can be provided either intraluminal as brachyther-
apy using a endoluminal applicator or externally through EBRT and typically results in a durable relief of dysphagia.
A few limitations experienced include initial worsening of dysphagia and delayed onset of symptom relief.

Brachytherapy

Brachytherapy allows delivery of high doses of radiation directly to the luminal tumor with minimal exposure to the
adjacent organs. It requires an endoscopic procedure along with coordination with radiation oncology. Due to risk of
fistula formation, it is contraindicated in patients with tracheal or bronchial involvement. A meta-analysis of six
prospective studies showed that brachytherapy is very effective in treating dysphagia with complete resolution of
symptoms in 87% of the cases after 1 month, 66% of the patients in 3 months, and 50% of the cases after 6
months.** Guidelines from European Society of Gastrointestinal Endoscopy strongly recommend brachytherapy for
patients with longer life expectancy as they may have a survival advantage and possible a better QoL compared to SEMS
alone.*”

Brachytherapy can be given via single or multiple fractions. A median dysphagia-free survival of 10 months and
median overall survival of 7 months has been reported in patients given 2 fractions of 6 Gy each.*® Better results were
associated with two fractions, while the addition of a third did not improve outcomes.*® Surveys show that brachytherapy
continues to be underutilized due to treatment complexity, unavailability, lack of awareness, experience, and local
e><per‘tise.47’48 Complications of brachytherapy include fistula formation (8-34%), strictures (11-42%) and esophagitis or
ulceration (10-12.5%).** The relatively high adverse event rate and the need for coordinating an endoscopy with
radiation have limited the use of brachytherapy.

External Beam Radiation Therapy
EBRT causes delivery of ionizing radiation externally in a non-invasive manner. EBRT has been shown to provide long-
term dysphagia palliation; however, compared to brachytherapy, it is less selective not only causing damage to the tumor
but also surrounding tissue. Due to cumulative exposure of normal tissue, total dose is often limited. The higher the
doses, the higher the risk of adverse events.’® The onset of relief is delayed for weeks compared to the immediate relief
seen with stenting.”’ There can be initial worsening before improvement due to the acute inflammatory response seen
from radiation. A retrospective review concluded a short course with lower doses of 20 Gy in 5 fractions, without
chemotherapy lead to improvement in dysphagia in 75% of the patients.** Higher doses such as 50 Gy showed a similar
overall improvement in dysphagia score in patients receiving EBRT but with a significantly higher risk of adverse events
including up to 40% of stricture formation.>>

EBRT has been compared to brachytherapy and is also used in combination. In a study that compared EBRT of 20 Gy
in five fractions of 4 Gy versus single dose of 12Gy of brachytherapy showed improvement of dysphagia in 83% of the
patients after EBRT vs 64% after brachytherapy (p=0.04).>* Conflicting outcomes have been reported on the effect of
combination of EBRT and brachytherapy for palliation of dysphagia.**>” The result of a retrospective study has shown
that EBRT + brachytherapy is superior to brachytherapy alone. The 6-months dysphagia-free survival was 90 + 4% after
EBRT, 92 + 5% after EBRT + brachytherapy and 37 + 7% after brachytherapy alone (p<0.001).°° But as noted,
dysphagia-free survival scores of patients treated with EBRT alone were no different than the combination therapy,
suggestive that adding brachytherapy to EBRT did not affect the study outcome.’® In contrast, Rosenblatt et al conducted
a RCT that demonstrated that the addition of EBRT to brachytherapy led to a significantly improved dysphagia-relief
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experience with an absolute benefit of +18% at 200 days from randomization (p = 0.019).>> There was no statistical
difference in overall survival and adverse events between the two study arms in that study.

Adverse effects of radiation include acute toxicity such as worsening dysphagia, odynophagia, nausea, vomiting,
bleeding and cytopenia. The side effects are more frequent at higher doses. Worsening of dysphagia from radiotherapy-
induced edema and radiation esophagitis has been reported in 22-28% of the patients.*>>® Another major adverse event
noted is stricture formation, which can occur in 30-44% after radiotherapy especially with high doses.”® These adverse
events, combined with the delay in onset of relief has limited its use in stage 4 esophageal cancer patients. Doses that
seem to be well tolerated are 20Gr over 2 weeks, especially in patients who have been stabilized on systemic therapy and
have a good functional status.

Systemic Therapy
Systemic chemotherapy is recommended for palliation in patients with locally advanced or metastatic disease by the
National Comprehensive Cancer Network (NCCN) clinical practice guideline.®® The data on systemic therapy and
dysphagia improvement are mostly from old studies. Systemic therapy results in dysphagia improvement in 72-90%
of the patients 2—6 weeks after initiation of therapy. The duration of relief tends to correlate with the extent of relief and
can last from a few weeks to a few months or longer if the patient continues to respond to therapy.®'*> Cwikiel et al
retrospectively compared the improvement of dysphagia in patients receiving radiotherapy, chemotherapy, and stent.
They showed that up to 50% of the patients still experienced some degree of dysphagia after three courses of
5-fluorouracil (5-FU) plus cisplatin (9 weeks after the start of treatment).**> Palliative chemoradiotherapy is especially
important for patients with cervical esophageal tumors, as stenting in this area can be problematic due to pain and
discomfort when close to the cricopharyngeus. Other endoscopic options such as cryotherapy and PDT can also be used
in the upper esophagus. A more recent RCT comparing palliative chemoradiation therapy with radiotherapy alone
showed only a modest increase in dysphagia relief (not statistically significant) in the chemoradiotherapy group with
an increased risk of toxicity.** In addition to affecting the QoL, toxic side effects of the combined therapy are severe in
44% and life-threatening in 20% of the patients, compared to 25% and 3%, respectively, of those treated with radiation
alone.®

A Cochrane review on systemic for esophageal cancer concluded that systemic therapy improves dysphagia; however,
the impact on quality of life is less clear mostly due to poor quality of data. They recommended against using
chemotherapy alone for dysphagia palliation in esophageal cancer due to the high incidence of recurrent symptoms.*'
However, systemic therapy is evolving rapidly with addition of targeted agents and immunotherapy, and it is expected

that the treatment outcomes for dysphagia palliation will greatly improve in the future with the newer agents.®®%”

Esophageal Stent in Comparison or Combination with Other Therapies
A combination of therapies or different therapies sequentially are utilized specifically in patients with longer than average
survival. Two RCTs have compared the outcomes of stent insertion and intraluminal brachytherapy as palliative treatment
of dysphagia.®®®® When compared to stent group, brachytherapy was shown to provide a longer duration of dysphagia
relief (115 days vs 82 days, P=0.015) with fewer rate of adverse events (21% vs 33%, P<0.05).°® This observation was
thought to be because of a higher rate of dysphagia recurrence in the stent group caused by stent migration, tissue
ingrowth or overgrowth, or food bolus obstruction. Compared to the stent group, QoL scores favored the brachytherapy
group with overall the rate of adverse events being high in both groups.®® Another RCT demonstrated similar results in
long-term relief of dysphagia and showed that the health-related QoL was more stable in the brachytherapy group than
with SEMS.®® There was no survival difference noted between the stent and brachytherapy groups.®®®® Cost-effective
analysis comparing SEMS and single-dose brachytherapy has been performed and showed higher initial costs in the stent
group compared to brachytherapy. However, the total medical costs were similar (stentl1195euro vs brachythera-
py10078euro, P>0.20).”°

Combining single-dose brachytherapy and SEMS has been explored in a small RCT comparing a combination of
SEMS and brachytherapy (n=21) vs brachytherapy alone (n=20) showed significant improvement in dysphagia scores in
the combined group after 3 weeks of treatment (71% vs 39%, P<0.05). However, this difference gradually decreased in 7
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weeks following the treatment. No difference was noted regarding severe adverse events or survival between the
groups.’ % Further studies on this topic have not been published since then.

There are a few studies that have compared SEMS versus SEMS with EBRT.’®’""7* Of those, one study had
randomized patients between SEMS group (n=37) and SEMS followed by EBRT (n=42).°® The result of this study
showed a more sustained relief of dysphagia in the EBRT after SEMS group (7 vs 3 months, p = 0.002).>® A survival
benefit has been noted in the combined therapy versus stenting alone.”®’'-> However, despite the prolonged relief of
dysphagia and improvement of overall survival in the SEMS+EBRT group, it has been shown that the combined
approach has higher rates of adverse events such as formation or worsening of esophageal fistulas and massive
gastrointestinal bleeding.”

A prospective comparative study on chemotherapy (5-FU and cisplatin) vs SEMS showed that chemotherapy
alone is effective in relieving dysphagia in 67% of the patients after 4 weeks and precludes the use of a stent in about
half of the patients.”® However, results from other studies are conflicting. They do not support chemotherapy alone as
a sole modality for palliation of dysphagia in patients with locally advanced and incurable or metastatic esophageal
cancer.’’

The data on whether stent placement in patients with prior chemotherapy and/or radiation therapy is associated with
a high risk of adverse events are controversial. While several studies have reported an increased risk of serious adverse
events in patients with prior chemotherapy =+ radiation therapy, other studies have shown a similar risk of adverse
events in these patients. Major complications such as pneumonia and fistula formation can occur in up to 50% of the
patients.”’

Cryotherapy has been used safely and effectively in patients receiving systemic therapy. The data on it is still
evolving. Safety and tolerability are advantages of cryotherapy and further high-quality data are needed for wider
adoption.

Current Perspectives and Recommendations

Esophageal cancer continues to be a disease diagnosed at late stages and is associated with significant morbidity and high
mortality. Palliative treatment is often the focus either because of the advanced incurable stage or the poor surgical
candidacy of patients with multiple comorbidities and/or significant malnutrition. The ideal palliative approach will focus
on dysphagia palliation and improve quality of life and nutritional status.

¢ Dilation, laser therapy, and photodynamic therapy have fallen out of favor due to limited efficacy for dilation,
adverse events for laser therapy, and both cost and adverse events for PDT.

e SEMS insertion is the most common endoscopic treatment for dysphagia palliation. SEMS is preferable for patients
with a short life expectancy because of the immediate symptom relief. They are associated with significant reflux
symptoms with mixed results on quality of life. The risk of adverse events increases over time, including the rate of
stent migration or tissue overgrowth requiring further interventions.

e Liquid nitrogen spray cryoablation therapy is a promising treatment option for dysphagia palliation and seems to
have a low rate of adverse events. Data on cryoablation are relatively new, with some recent data available only in
an abstract form showing improvement in quality of life without reflux symptoms. Cryotherapy seems to be safe
and effective in combination with systemic therapy. More data is needed before its wide adoption.

e Esophageal brachytherapy (if available) or EBRT can be considered for patients with a longer life expectancy and
mild-to-moderate symptoms. The time to onset of symptom relief and adverse events limit their uses, especially in
patients with stage 4 disease.

¢ Chemotherapy is standard of care and recommended for most patients with a good functional status because of the
increased survival. Chemotherapy improves dysphagia with onset within a few weeks; however, most patients will
need another form of palliation.

e Chemoradiotherapy is the standard of care for patients with stage 3 disease because of the potential for complete
clinical response in some patients. Its use for pure palliative purposes, especially in patients with stage 4 disease, is
associated with significant morbidity and occasionally mortality.
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Esophageal cancer is a complex disease requiring multidisciplinary care. The best palliative approach is often
determined by a multidisciplinary team depending on the local expertise, patient preferences, life expectancy, patient
comorbidities, the extent of the disease, and anticipated acute and late toxicities. Multiple modalities are often used in the
same patient in sequence or combinations. In addition, systemic therapy is rapidly evolving and has significantly changed
since the above-referenced studies’ publications make their applicability to current practice somewhat limited. As more
effective systemic treatment becomes increasingly available, the authors believe that reliance on other forms of palliative
treatment will become less needed and likely limited to modalities with a favorable adverse event rate to complement and
augment the effect of systemic therapy.

Abbreviations

QoL, Quality of life; SEMS, Self-expandable metal stent; PCSEMS, Partially covered self-expandable metal stent;
FCSEMS, Fully covered self-expandable metal stent; EBRT, External beam radiation therapy; PDT, Photodynamic
therapy; RCTs, Randomized controlled trial; HDRILBT, High-dose-rate intraluminal brachytherapy.
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