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merican Gastroenterological Association Medical Position
tatement: Role of the Gastroenterologist in the Management
f Esophageal Carcinoma

his document presents the official recommendations of the American Gastroenterological Association (AGA) on the Role of the
astroenterologist in the Management of Esophageal Carcinoma. It was approved by the Clinical Practice and Economics Committee
n January 31, 2005, and by the AGA Governing Board on March 20, 2005.
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astroenterologists should be aware that esophageal
cancer is one of the most rapidly increasing gastro-

ntestinal cancers in the United States and Western
ountries with a 0.4% annual increase in incidence. It
ffects primarily older white men with a male/female
ncidence of 3.6:1 and a median age of diagnosis of 69
ears. Patients from minority populations have been
ound to have increased mortality from esophageal can-
er.

Screening and Surveillance for
Esophageal Cancer

Early detection is the key to the treatment of any
astrointestinal malignancy, and this is particularly true
f esophageal adenocarcinoma. Intramucosal carcinomas
ave virtually no risk of metastasis, while cancers that
enetrate into the deep mucosa or submucosa can have
ignificant risks of dissemination. At the current time,
creening and surveillance for esophageal cancer is still
ontroversial. Screening asymptomatic populations for
denocarcinoma cannot be recommended because current
tudies suggest that cancers and predisposing conditions
uch as long-segment Barrett’s esophagus are uncommon
ithout symptoms. Screening patients with symptoms of
eartburn who are older than 50 years of age may be of
alue because this is a higher-risk group, but this has not
een proven in a prospective study. Squamous cell can-
ers of the esophagus are less common in the United
tates, and screening is not recommended except for very
elect subgroups such as patients with tylosis, Fanconi’s
nemia, and lye-induced strictures. The presence of risk
actors such as long-term tobacco or alcohol use, achala-
ia, or squamous head and neck cancers may identify
elected groups for screening.

Surveillance endoscopy has been used the most in the
etting of Barrett’s esophagus. Surveillance endoscopy is
omplicated by 2 major problems: sampling error (miss-
ng significant neoplastic lesions) and interpretation er-

ors (histologic uncertainty regarding the presence of
ysplasia). Sampling errors will be hopefully reduced in
he future by the development of novel technologies that
llow the endoscopist to visualize neoplastic lesions at
he time of endoscopy, such as optical biopsy techniques
r magnification techniques. Most have not been proven
o be effective in trials, and some techniques such as
ethylene blue–assisted chromoendoscopy have been

uggested to be potentially deleterious to the mucosa.
he use of molecular markers to predict the occurrence of
ancer has promise to improve the yield of surveillance
iopsies and potentially augment histology.
At this time, surveillance endoscopy should be per-

ormed with random biopsies with 4 biopsy specimens
aken at least every 1–2 cm of esophageal mucosa with
dditional biopsy specimens taken of any mucosal abnor-
ality. Patients without dysplasia or mucosal abnormal-

ties on their initial evaluation should be examined again
n 1 year with surveillance biopsies to decrease the
hances of sampling error. If no dysplasia is found again,
urveillance can reasonably be deferred for another 5
ears until the patient reaches a point at which cancer
herapy is not possible or life expectancy is limited.
urveillance should be practiced only if the patient is
nticipated to have a reasonable life expectancy and can
olerate treatment for esophageal cancer. In patients in
hom low-grade dysplasia is found without mucosal

bnormalities, it is recommended that endoscopy be
epeated again in 1 year to be certain that there is no
vidence of high-grade dysplasia or cancer. If low-grade
ysplasia is confirmed by 2 pathologists, then the patient
hould be reexamined on a yearly basis because this
roup tends to have an increased risk of cancer. If there
s disagreement about the presence of any dysplasia,
urveillance can be deferred for 2 years. If high-grade
ysplasia is detected and confirmed by 2 experienced
athologists, treatment with either surgical resection or
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ndoscopic therapy can be recommended depending on
he presence and nature of any mucosal abnormalities.
he presence of multifocal high-grade dysplasia appears

o be associated with an increased risk of development of
ancer, and these patients might be more suitable for
ore aggressive treatment. Surveillance can be offered if

oth the patient and the physician are willing to follow
careful regimen of endoscopy every 3 months with at

east 8 random biopsy specimens taken every 2 cm of
nvolved esophagus. All mucosal abnormalities should be
nvestigated with endoscopic ultrasonography and mu-
osal resection if these techniques are available to be
ertain that there is no underlying cancer. If ablative
herapy has been performed, surveillance is still needed
n the same area of involvement at least as frequently as
f ablation had not been performed. Efforts should be
ade to examine the new squamous mucosa to determine

f submucosal lesions might be present.

Chemoprevention for Esophageal
Cancer

Chemoprevention would seem to be ideally suited
o the problem of esophageal cancer, but studies have not
roven that there is a specific treatment that would
ecrease cancer risk. There is strong epidemiologic and
reclinical data that cyclooxygenase-2 inhibition might
e of value as a chemoprevention agent, but no prospec-
ive clinical studies have been performed to prove that
here is a reduction in risk for cancer. Control of acid or
astroesophageal refluxate should decrease inflammation
nd therefore decrease cancer formation; however, epide-
iologic studies do not support the use of fundoplication

or prevention of cancer. Similarly, there is no clear
ationale for the use of high-dose proton pump inhibitors
olely as a chemoprevention agent. Lifestyle modifica-
ions such as weight loss, stopping tobacco use, and
ating fresh fruits and vegetables can be recommended
ased on epidemiologic evidence to decrease cancer risk.

Diagnosis and Staging of
Esophageal Cancer

The diagnosis of esophageal cancer is established
y flexible endoscopy with biopsy to confirm histologic
vidence of disease. Computed tomography is recom-
ended as the first staging study because detection of
etastasis would clearly alter therapy. Endoscopic ultra-

onography can also be recommended if available to
valuate esophageal cancer if computed tomography does
ot find any evidence of distant metastasis or unresect-
ble cancer. Fine needle aspirates should be performed on

egional lymph nodes if present and suspicious on endo- t
copic ultrasonography. If the cancer was diagnosed as
ucosal based on ultrasonography, endoscopic mucosal

esection could then be performed to stage and poten-
ially treat early-stage cancer if it is available. In locali-
ies where endoscopic ultrasonography and endoscopic
ucosal resection are unavailable, surgical resection

hould be performed for early-stage cancers. Positron
mission tomography scans can be performed if all of the
revious studies do not show evidence of metastatic
isease because it may be more sensitive for distant
etastasis, which would alter the therapeutic approach.

Treatment of Esophageal Cancer

Treatment of cancer is dependent on the stage of
he cancer. Early cancers T1, N0, M0 by the American
oint Commission on Cancer are the most likely to be
otentially curable. If the cancer is confined to the mu-
osa, these cancers are usually treated with esophagec-
omy, although endoscopic therapy has been shown to be
ffective in early squamous cell cancers of the esophagus
reated in Japan using endoscopic mucosal resection.
here is also some evidence that this approach may be

uccessful in early adenocarcinoma. The risk of metastasis
s very low if the cancer is confined to the mucosal layers.
f there is penetration into the submucosa, the risk of
etastasis becomes significant and esophagectomy would

e recommended if there were no signs of distant me-
astasis or invasion of adjacent structures. If there is
efinite evidence of metastasis to regional lymph nodes,
eoadjuvant chemotherapy in combination with radia-
ion therapy administered before surgical resection may
mprove survival. Esophagectomy can be practiced by
ranshiatal or transthoracic routes. Minimally invasive
sophagectomy has been advocated but is still associated
ith substantial morbidity and mortality. More ad-
anced disease with metastasis to other organs or distant
ymph node groups should be considered for palliative
herapy with chemotherapy. Most commonly, combined
herapy consists of chemotherapy with multiple courses
f cis-platinum and 5-fluorouracil concomitantly given
ith ionizing radiation.
Palliation of advanced cancer can be achieved endo-

copically with dilation, although relief is short-lived.
sophageal stenting is recommended for long-term pal-

iation of cancers that are long and located at least 2 cm
rom the cricopharyngeal muscle. Expandable metal
tents are preferred to plastic semirigid stents and are
vailable in a coated form to decrease tumor ingrowth.
xpandable plastic stents are reasonable for intermediate-
erm use when removal of stents is planned. Endoscopic

umor ablation for palliation of dysphagia can be per-
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ormed with photodynamic therapy, alcohol injection, or
aser therapy with similar efficacy in appropriate pa-
ients, although stents are clearly the preferred method of
alliation. Nutritional support should be considered be-
ore chemotherapy or radiation therapy with enteral nu-
rition being the preferred method. Physicians must also
eep in mind the emotional support required of these
atients because esophageal cancer tends to be socially
solating as well as physically disabling.

Future Directions

Earlier detection of cancer and risk stratification is
equired to decrease mortality from this condition.
ewer technologies need to be developed to screen pa-

ients at risk and to more precisely determine the degree
f cancer risk they may have. This most likely will
nvolve the development of biomarkers other than his-
ology, which appears to be very difficult to standardize.
hemoprevention can then be developed for at-risk
roups. Advances in imaging will hopefully allow the
ndoscopist to detect early cancers and areas of dysplasia
ithin Barrett’s mucosa to improve surveillance. Im-
roved endoscopic treatments are needed to treat Bar-
ett’s esophagus at risk of cancer development. Staging of
ancers has been improved, but methods are still impre-
ise. Treatment of most of the advanced cancers is dis-
ppointing, although some progress has been made with
ombination therapy. Biological agents that modify can-
er growth or invasion are likely to be the newest agents

pplied to advanced disease. Palliation of these patients is
nfortunately likely to be needed in the future, and new
ethods of alleviating dysphagia while maintaining

uality of life are needed.
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The Medical Position Statements (MPS), developed under the aegis

f the American Gastroenterological Association (AGA) and its Clinical
ractice and Economics Committee (CPEC), were approved by the AGA
overning Board. The data used to formulate these recommendations
re derived from the data available at the time of their creation and
ay be supplemented and updated as new information is assimilated.

hese recommendations are intended for adult patients, with the
ntent of suggesting preferred approaches to specific medical issues or
roblems. They are based upon the interpretation and assimilation of
cientifically valid research, derived from a comprehensive review of
ublished literature. Ideally, the intent is to provide evidence based on
rospective, randomized placebo-controlled trials; however, when this

s not possible the use of experts’ consensus may occur. The recom-
endations are intended to apply to healthcare providers of all spe-

ialties. It is important to stress that these recommendations should
ot be construed as a standard of care. The AGA stresses that the final
ecision regarding the care of the patient should be made by the
hysician with a focus on all aspects of the patient’s current medical
ituation.
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