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Abstract

AIM: To determine the outcome of esophageal cancer
patients referred for palliative care, in Gorgan and
Gonbad gastrointestinal clinics, northeast of Iran.
METHODS: This cross-sectional study was done
on inoperable esophageal cancer cases referred to
gastrointestinal clinics in Gorgan and Gonbad city
(2005-2006). Demographic data were collected during
the procedure and cases were followed up every
one month. Improvement proportion was calculated
with 95% confidence interval, to determine the
rate of improvement. Survival analysis and Kaplan-
Meier methods were used to estimate the duration of
palliative care effectiveness.

RESULTS: We recruited 39 cases into the study.
Squamous cell carcinoma was the most prevalent
(92.3%). The middle third of the esophagus was
involved predominantly (51.3%). Dilation was the most
preferred method (89.7%) and stenting was done in
4 cases. Decreasing dysphagia score was not related
to palliation method or pathology type of carcinoma.
Age of the patients was significantly related to the
improvement of dysphagia score. Mean survival time
was 137.6 d and median was 103 d.

CONCLUSION: Results of this study showed a low
survival rate after palliative care in esophageal cancer
cases despite dysphagia scores’ improvement after
dilating or stenting.
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INTRODUCTION

Esophageal cancer patients have poor prognosis. Due to
the lack of widespread screening methods, diagnosis is
usually made at advanced stages; therefore, they have a
short survival when diagnosed. The 5-year survival rate
of patients with esophageal cancer is < 20%!".

This is more obvious especially in some regions
like the northeast of Iran, where the prevalence rate of
esophageal cancer is high.

Esophageal cancer five-year survival has slightly
increased during past 20 years (5%-9%), but still remains
low. Most patients present with locally advanced,
unresectable or metastatic disease. At the time of
diagnosis, 60% of the patients are only suitable for
palliative therapy. Recent advances in therapeutic
endoscopy have allowed improving dysphagia, and
quality of life. Endoscopic techniques are chosen
according to tumor characteristics, since the diagnosis is
often made at an advanced stage, when radical treatment
is unfeasible! .

Dysphagia, or the inability to swallow, is one of the
most distressing and debilitating symptoms in patients
with cancer-related oesophageal obstruction. Dysphagia
leads to nutritional compromise, pain, and deterioration
of quality of life!™*,

As the quality of life, and to some extent the quantity
of life remaining to these patients depends to a large
degree on their ability to swallow, the relief of dysphagia
plays a vital role in the palliation of this disease®.

Endoscopic palliation aims to restore swallowing,
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avoid re-intervention and reduce hospitalization™*”,

Palliation is an important goal of esophageal cancer
therapy. Current management options for the palliation
of dysphagia include: esophageal dilation, intraluminal
stents, Nd:YAG laser therapy, photodynamic therapy,
argon laser, systemic chemotherapy, external beam
radiation therapy, brachytherapy, and combined
chemoradiation therapy. The clinical situation, local
expertise, and cost effectiveness play an important role
in choosing the appropriate treatment modah'tym.

Treatment should ensure that the majority of
these patients could avoid the consternation of total
dysphagia, regardless of which stent is offered".

Palliative treatment methods for esophageal and
cardiac cancer include dilation, laser vaporization and
other thermal methods, alcohol injection, and stent
insertion. None of these procedures, however, has proved
to be a simple, well-tolerated, and lasting method".
The aim of this study was to determining the rate of
recovery after two methods of palliation in patients with
inoperable esophageal carcinoma, in Golestan province,
northeast of Iran.

MATERIALS AND METHODS

This descriptive cross-sectional study was designed in
two main and unique clinics of gastroenterology in
the province (located in the central and eastern part of
Golestan Province) and all inoperable esophageal cancer
cases which referred from January 2005 to March 2007
were recruited. A basic checklist was completed for each
case before the procedure and their demographic data
were registered.

Dysphagia was graded as follows: 0 = able to eat
normal diet/no dysphagia; 1 = able to swallow some
solid foods; 2 = able to swallow only semi solid foods;
3 = able to swallow liquids only; 4 = unable to swallow
anything/total dysphagia.

Subjects were followed up every month, and the
endpoint was considered as death or finishing the 6-mo
period, due to the short survival of them. Improvement
in dysphagia was evaluated 1 wk after stent placement
and during monthly interviews.

Complications of palliative therapy were defined
as major (aspiration, bleeding, stent misplacement or
dislocation, perforation) or minor (reflux esophagitis,
chest pain, pharyngeal discomfort). Tumor ingrowth or
overgrowth was considered a treatment failure!”.

The decrease in dysphagia severity for at least one
degree was registered as dysphagia recovery.

After coding data and entering into the computet,
improvement proportion was calculated with 95%
confidence interval, to determine the rate of improvement.
Survival analysis and Kaplan-Meier methods were used to
estimate the duration of palliative care effectiveness.

RESULTS

Thirty and nine cases fulfilled the inclusion criteria. Male
to female ratio was 1.6 to 1. Mean age was 67.5 + 13.7
years. Among these cases, 89.7% were palliated with
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Dysphagia Frequency Percent

Recovery

The first degree 18 46.2
The second degree 7 17.9
No recovery 4 10.3
Dysphagia aggravation 3 7.7
Not available 7 17.9
Total 39 100
Dysphagia relief Variables No recovery Recovery
n % n %
Type of palliative ~ Stent 1 25 3 75

care Dilation 13 37.1 22 62.9

Total 14 35.9 25 64.1

Age (yr) <65 3 214 11 78.6
= 65 10 40 15 60

Pathology SCC 13 36.1 2 63.9

Adenocarcinoma 1 B3 2 66.7

dilation method, and others (» = 3) with stenting. Most
of them (92.3%) were diagnosed as having SCC. The
middle third of the esophagus was the most (51.3%)
involved site.

At the beginning of the study, 22 cases (56.4%) had
grade three dysphagia (dysphagia to water) and other 17
had complete or grade four dysphagia.

At the first follow up (one month after procedure),
seven cases were not available (died). They passed away
between 6-31 d (Table 1).

We considered these deaths as non-recovery of
dysphagia, and then categorized the cases into two groups: 1,
recovered and 2, not recovered (death, dysphagia aggravation
or no change in dysphagia) and evaluated the relation
between various variables with this condition (Table 2).

No significant relation was seen between relieving
dysphagia, and method of palliative cate or pathology
type of the esophageal cancer (P = 0.96). Age of the
patients and the dysphagia recovery was not significantly
related, too (P = 0.238). Mean dysphagia score was
significantly improved in the first follow up (3.37 vs 2.43;
95% CI, 0.62-1.25; P < 0.0001).

Among other 32 cases which were available at the first
follow up, 25 wete free of dysphagia. Survival analysis
method was used to estimate the length of dysphagia
relieving persistency after palliation. Aggravation of
dysphagia at any time was considered as recurrence.

The mean time of persistent recovery was 172.1 d,
and the median was 120 d. Among these 25 patients,
only in ten cases no recurrence of dysphagia was
reported up to the end of follow-up. At the end of 6-mo
follow-up, only 6 (15.4%) patients were alive. The overall
mean and median survival time was 137.6 d and 103 d
after palliation, respectively.

In the recovered group, mean and median survival
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Figure 1 Survival function dysphagia recovery after palliative care by Kaplan-
Meyer method.

time were 177.1 d and 135 d after palliation, respectively;
while it was 60.7 d and 31 d in the other group;
respectively. Kaplan-Meyer survival analysis and Log-rank
used to evaluate the relation between dysphagia relief and
the survival rate of the cases and significant differences
were reported (y* = 13.21, P < 0.0001; Figure 1).

DISCUSSION

Diagnostic and therapeutic management of esophageal
cancer is a multidisciplinary challenge. Male to female
ratio in our patients was 1.6 to 1. This proportion is
reported in other similar studies'”.

The most involved part of the esophagus was
the middle third, and SCC was the most prominent
type. While, in Western countries, the distal third
is involved most™”, maybe the higher incidence of
adenocarcinoma, and its potentiality to appear in the
distal part can explain this discrepancy. Among 39
recruited cases, 25 (64%) reported a relief in dysphagia.
One grade decrease in dysphagia was seen in 46.2% and
2 grade in 17.9%.

In a study in France, a total of 120 patients treated
in a single center by insertion of SEMS (Self-expanding
Metal Stent), dysphagia scores decreased in 89.1% of
patients, with median scores decreasing from 3.0 to 1.0
(P < 0.05)". In the present study, mean dysphagia score
in the first follow-up decreased significantly compared
to pre-operation (from 3.37 to 2.43). Mean survival
time after procedure was 177 d (5.9 mo) in recovered
group, and 60.7 d (2 mo) in the other group, which was
much lower than reported in other studies™ ",

In a study in the Netherlands (2000), data from 78
patients, rendered incurable at exploration, and who
subsequently underwent palliative interventions, wete
analyzed retrospectively. Overall, intraluminal stenting
was the palliative measure of dysphagia in 25 patients
(32.3%). The median survival in the whole group was 8.9
(1-105) mo. Patients treated with chemotherapy had a
higher median sutvival of 11.6 mo compared to that of
the other palliatively-treated patients: 8.4 mo (P = 0.003).
They concluded that patients with incurable oesophageal

N . 8
carcinoma have a poor overall survival of less than 9 mo'™.

In India (20006), thirty patients with inoperable
esophageal carcinoma were treated with SEMS.
Quality of life score improved significantly from 62-94
before stenting to 80-133 after the procedure. There
was improvement in dysphagia grades. Pain was the
most common complaint noted on follow up. There
was no major morbidity or mortality related to the
procedure!'!.

In the present study, no complaints were reported
immediately after procedure and in the next follow-up,
except for the seven cases that reported aggravation
or no recovery of dysphagia. One important and
disappointing result of this investigation was the high
mortality rate of esophageal cancer in our area. Seven
deaths occurred between procedures until the first
follow-up (one-month later) and at the end of the study,
only 6 cases were alive. Ross ¢# a/ (USA, 2007) studied
ninety-seven patients with malignant dysphagia who
had SEMS placed from 2000 to 2003. Dysphagia scores
improved in 86%. Early unexpected deaths occurred in
2 patients. Adenocarcinoma and female sex were factors
associated with increased odds of a major complication.
Median sutvival was 77 d"”.

In the present study, dysphagia aggravation and re-
dilation was implicated in 7.7%. This is a usual problem
seen in all other investigationsp’“]. In a study in Norway
(20006), 37 patients with unresectable esophageal and
cardial carcinoma treated with SEMS (January 1997-
May 2004) were retrospectively analyzed. One patient
died the day the stent was introduced. The median time
to repeated hospital contact was 25 d, most often due
to recurrence of dysphagia. Ten patients underwent
repeated stent insertion. The median survival time after
the first stent insertion was 88 d".

In an Italian report (2007), in 60 cases with malignant
dysphagia due to the various etiologies stent insertion
was done. The mean dysphagia score of 2.8 improved to
a mean score of 1.0 after stenting (P < 0.001). Overall
median survival time was 4.6 mo¥. In Germany (2007),
stent insertion was done in eighteen patients with
esophageal carcinoma. Seventeen of 18 stents were placed
technically successful in a single endoscopic procedure.
Mean dysphagia score improved from 2.2 to 0.6. In 10
patients, a re-intervention was necessary mainly due to
dislocation of the stent"”.

Although placement of a stent is technically feasible,
its application is hampered by frequent stent migration
and insufficient prevention of gastroesophageal reflux.
Further technical improvements of stents or alternative
methods like brachytherapy are required for satisfactory
palliation of malignant gastroesophageal stenosis!™>",

Comparing dilation and stenting in the present
survey showed that dysphagia recovered in 63.6% after
dilation and in 75% after stent insertion.

Although, dysphagia relief and median survival
rate were lower in our study, maybe due to the delay in
referring and the developed stages at the presentation;
however, it seems that palliative care is effective in
relieving dysphagia of inoperable esophageal carcinoma,
and is suggested for increasing quality of life in the
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remaining life-span of the patients.

Implantation of stents proved to be an effective and
safe method in palliating severe dysphagia in patients
with obstructing esophageal cancer"™"; but dilation
seems more popular especially in our area; while stents
are more expensive, and dilation is more preferred by
patients and physicians.

Larger studies with higher sample size and facilities
for screening in the lower dysphagia stages and
evaluating other factors that impact on the survival rate
of the patients are necessary.

Accurate and expanded results could not be achieved
in the present report, due to the unavailability of some
data and deaths occurred between the procedure and the
first follow-up. Also, all included patients had grade 3 and
4 dysphagia, which can itself have an important impact on
survival rate, because of prolonged inability of swallowing
and the resulting malnutrition.
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Background

Esophageal cancer 5-year survival has slightly increased during past 20 years
(5%-9%), but still remains low. Most patients present with locally advanced,
unresectable or metastatic disease. At the time of diagnosis, 60% of the
patients are only relevant for palliative therapy. As the quality of life, and to
some extent the quantity of life remaining to these patients depends to a large
degree on their ability to swallow, the relief of dysphagia plays a vital role in the
palliation of this disease.

Research frontiers

The clinical situation, local expertise, and cost effectiveness play an important
role in choosing the appropriate treatment modality in these patients. Treatment
should ensure that the majority of these patients could avoid the consternation
of total dysphagia, regardless to which stent is offered.

Innovations and breakthroughs

Although, dysphagia relief and median survival rate were lower in our study,
maybe due to the delay in referring and developed stages at the presentation
time; however, it seems that palliative care is effective in relieving dysphagia of
inoperable esophageal carcinoma, and is suggested for increasing quality of life
in the remaining life-span of the patients.

Applications

Implantation of stents proved to be an effective and safe method in palliating
severe dysphagia in patients with obstructing esophageal cancer; but dilation
seems more popular especially in our area; while stents are more expensive
and dilation is more preferred by patients and physicians.

Peer review

Inoperable esophageal cancer cases face many challenges due to the difficulty
in eating. When the tumor is considered not resectable, palliative care would
be performed to provide a temporary canal for patients. Our area is placed on
the esophageal cancer belt of the world, thus, investigators try to determine
different aspects of this cancer in the region and help patients have a better life
expectancy. Here, we assessed the outcome of esophageal cancer patients
which underwent ballooning and stenting as a palliation for their dysphagia.
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