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Abstract  Review Article 
 

Achalasia or megaesophagus is a pathology predisposing to the occurrence of squamous cell carcinoma and 

adenocarcinoma of the esophagus. The diagnosis is often made late. The first-line paraclinical workup should include 

esogastroduodenal fibroscopy with biopsies to confirm the diagnosis. Materials and methods: Retrospective study 

over a period of 18 years collecting all the patients followed in our departement. The diagnosis of megaesophagus was 

made by esophageal manometry. Results: Among 104 patients followed for megaesophagus, only one patient 

developed an squamous cell carcinoma on achalasia, that is a prevalence of 0.96%. This is a 44-year-old patient who 

is non smoker, or who consumes alcohol and who has had functional dysphagia since the age of 5 and in whom 

esophageal manometry had demonstrated an aperistalsis of the esophageal body with hypertonia and lack of relaxation 

of the LES. This dysphagia became 39 years later marked with solids and semi-liquids, a constant progressive 

associated with odynophagia and weight loss of 07 kg in 2 months.The clinical examination was without 

particularities. Esogastroduodenal fibroscopy objectified ulcerative stenosing cauliflower mass of the lower esophagus. 

The anatomopathological study of the biopsies revealed a well differentiated, mature and infiltrating squamous cell 

carcinoma of the lower esophagus. A thoraco-abdomino-pelvic CT scan revealed a tumor of the lower stenosing 

esophagus classified T3N0M0. The patient received exclusive radiochemotherapy. Conclusion: The megaesophagus is 

a risk factor for the development of squamous cell carcinoma of the esophagus. The prevalence in our series is 0.6% of 

cases. The clinician must be aware of this association so that prevention programs and treatment are not delayed. 
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INTRODUCTION  
The achalasia or megaoesophage is considered 

by many authors as a condition predisposing to the 

occurrence of esophageal squamous carcinoma. The 

prevalence and prognosis of this cancer vary according 

to studies. The diagnosis is made often late before a 

progressive worsening with weight loss dysphagia. 

Paraclinical record must include first-line a fibroscopy 

with biopsies to confirm the diagnosis [4]. 

 

Objectives: study incidence and prognosis of 

esophageal cancer and the etiological factors.  

 

OBSERVATION  
Mr. O, A, 44 unknown years smoking, or 

consumer of alcohol, which has a low dysphagia of 

functional allure (intermittent, unpredictable, 

paradoxical, without odynophagie), since the age of 5 

years it has become painful for 2 months, to the solid 

and semi liquid, progressive, constant, associated with a 

weight loss of 07 kg in 2 months. Clinical examination 

found a patient eupneique, apyretique, stable in 

hemodynamic terms with good condition 

général(oms=0,IMC à 21.7 kg/m2). The somatic exam 

was without characteristics. The oesogastroduodenale 

(FOGD) fibroscopy objectified a tumor process of the 

lower esophagus CD-budding extended between 30 to 

39 cm of dental arches (AD), range (Figure 1). 

 

 
Fig-1: Process esophageal endoscopic 

Gastro-Enterology 
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The manometric study confirms achalasia.  

The pressure of the lower sphincter esophagus (S.I.O.) 

not explored given the tumor of the lower esophagus. 

No rolling of Peristaltic waves 

spontaneousactivity(Figure2). 

 

 

 
Fig-2: Esophageal manometry 

 

The pathological study of carried out biopsies 

of the tumoral process during the FOGD objectified a 

mature, well-differentiated epidermoid carcinoma and 

cancer of the lower esophagus. An assessment of the 

expansion was achieved with a best-abdominal-pelvien 

scanner which is in favour of a tumor process of the 

lower esophagus stenosant class T3NOM0 (Figure 3 

and 4). 

 

 
Fig-3, 4: Image scannographique showing the esophageal process 

 

It should be noted that the patient had been 

given a transit oeso-gastro-duodenal (TOGD) which 

showed stenosis of the lower esophagus of irregular 

appearance "Apple core" in favour of a suspicious 

lesion (Figure 5).  
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Fig-5: Transit oesogastrodeodenal showing a stenosis in 

Apple core 

 

DISCUSSION 
Esophageal cancer affects more than 4,50,000 

persons worldwide, and its incidence has increased in 

recent years.It is the eighth most common cancer across 

the globe.Nearly four out of five cases occur in 

nonindustrialized nations, with the highest rates in Asia 

and Africa. The National Cancer Institute has estimated 

16,910 new cases of esophageal cancer and 15,910 

deaths from the disease in 2016. In the majority of 

countries, the estimated range of 5-year survival in 

patients with esophageal cancer is from 15% to 25%.In 

most cases, the outcome is poor and the mortality rate is 

high. 

 

There are two main histologic types of 

esophageal cancer: esophageal squamous cell 

carcinoma (ESCC) and esophageal adenocarcinoma 

(EA). The incidence, ethnic  pattern, and geographic 

distribution of the two pathologies are significantly 

heterogeneous.ESCC is the most frequent histologic 

subtype worldwide and more frequently presents in 

underdeveloped countries, whereas EA is the histologic 

subtype in up to 50% of the cases of esophageal cancer 

in Western countries, and its incidence has increased 

rapidly. 

 

The most widely accepted explanation for that 

phenomenon is the elevated prevalence of obesity, 

illustrated by the fact that the risk of EA is three times 

higher in obese subjects [4]. 

 

The incidence and prevalence of carcinoma 

squamous at the achalasia patient vary widely in the 

literature. The prognosis of the association "achalasia-

cancer" is generally bad. However, there are few studies 

assessing incidence, prevalence and prognosis of the 

patients with the association 'achalasia-cancer'. A study 

done by Björn Lucas showed that patients with 

achalasia especially if the latter is known for a long 

time, the risk of developing cancer of the esophagus is 

increased to about 140 times compared to the general 

population.  With good surveillance, we could detect 

cancer at a stage of the early patients whose prognosis 

is not worse than that of patients with cancer without 

achalasia esophageal squamous [3]. 

 

The diagnosis of achalasia is late in 

carcinomatous patients due to many years of dysphagia. 

The study by F. Tustumi, aims to assess the incidence 

and prevalence of the ADK and CE achalasiques 

patients is based databases until January 2017 in order 

to perform a systematic review and meta-analysis. 

 

This study aims to estimate the risk of 

esophageal adenocarcinoma and squamous cell 

carcinoma in achalasia patients. We searched for 

association between carcinoma and esophageal 

achalasia in databases up to January 2017 to perform a 

systematic review and meta-analysis. 

 

A total of 1,046 studies were identified from 

search strategy, of which 40 were selected for meta-

analysis. A cumulative number of 11,978 esophageal 

achalasia patients were evaluated. The incidence of 

squamous cell carcinoma was 312.4 (StDev 429.16) 

cases per 100,000 patient-years at risk. The incidence of 

adenocarcinoma was 21.23 (StDev 31.6) cases per 

100,000 patient-years at risk. The prevalence for 

esophageal carcinoma was 28 carcinoma cases in 1,000 

esophageal achalasia patients (CI 95% 2, 39). The 

prevalence for squamous cell carcinoma was 26 cases in 

1,000 achalasia patients (CI 95% 18, 39) and for 

adenocarcinoma was 4 cases in 1,000 achalasia patients 

(CI 95% 3, 6).The absolute risk increase for squamous 

cell carcinoma was 308.1 and for adenocarcinoma was 

18.03 cases per 100,000 patients per year. To the best of 

our knowledge, this is the first meta-analysis estimating 

the burden of achalasia as an esophageal cancer risk 

factor. The high increased risk rate for cancer in 

achalasia patients points to a strict endoscopic 

surveillance for these patients. Also, the increased risk 

for developing adenocarcinoma in achalasia patients 

suggests fundoplication after myotomy, to avoid 

esophageal reflux and Barret esophagus, a known risk 

factor for adenocarcinoma [7]. 
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Table-I: Reported incidence of “achalasia-carcinoma” in the recent literature [3] 
Study Year Length of 

investigation 

(years 

No. of 

patients 

with 

achalasia 

No. of patients 

who developed 

esophageal 

cancer at 

follow-up 

Cancer 

incidence/ 

patient-

years of 

follow-up 

Estimated 

increase in 

esophageal 

cancer risk 

Average duration 

between first achalasia 

symptoms and 

esophageal 

cancer (years) 

Wychulis [2]   1971 32 1318 7 1/2443 X7 28.4 
Chuong [5]  1984 17 91 0 0/935 X0 -- 
Peracchia [9]  1991 21 244 1 1/1200 X16.6 9 
Aggestrup [10]  1992 35 66 10 1.375 X26.9 -- 
Meijssen [8]  1992 15 195 3 1/293 X32.9 17 
Sandler [11]  1995 -- 1062 24 1/9864 X16 -- 
Streitz [12]  1995 25 241 9 1/1138 X14.5 -- 
Badaloni [13]  1996 5 281 8 -- -- 17.7 
Brucher [3] 1998 16 124 4 1/173 X140 32 
our study 2019 18 104 1               -- 39 

 

Pathophysiology of ESCC in achalasia 

Multiple pathophysiologic mechanisms have 

been related to the development of ESCC in patients 

with achalasia (Figure 6). One hypothesis is that food 

stasis promotes lactic acid production and fermentation 

due to bacterial overgrowth, which stays in the distal 

portion of the esophagus, causing slow and continuous 

chronic inflammation, damaging the esophageal 

mucosa, and predisposing to dysplastic changes. 

 

In addition, a damaged esophageal mucosa is 

prone to be exposed to food carcinogens, such as 

nitrosamines, alcohol, and tobacco. In untreated patients 

with achalasia, 24-hour pH-study tracing shows 

episodes of slow elimination reflux or prolonged 

episodes of acid exposure with no acid elimination. The 

possible causes of the slow esophageal elimination of 

acid reflux could be secondary to an aperistaltic 

esophageal body or to the fermentation of retained 

food.Episodes of poor acid reflux clearance could also 

cause lesions.With respect to histologic alterations and 

dysplasia markers, Chino et al45 conducted a study on 

six patients with achalasia and ESCC, carrying out 

histologic mapping of. 

 

 
Fig-6: Model representing the pathophysiologic mechanisms related to the development of ESCC in patients with achalasia [4] 

 

The esophageal samples. They reported 

marked hyperplastic changes in the stratified squamous 

epithelium and multiple foci of dysplastic changes. The 

ESCC was well differentiated, with low-grade atypia, 

closely associated with dysplastic foci. 

Immunohistochemical staining for p53, p21, p16, and 

the epidermal growth factor receptor suggested that the 

dysplastic epithelium was a borderline lesion between 

hyperplasia and carcinoma in situ. These findings imply 

that esophageal food stasis induces chronic hyperplasia 

that finally transforms into malignant epithelial cells of 

the esophagus, associated with the dysplasia-carcinoma 

sequence.Regarding p53, in addition to overexpression 

in ESCC with achalasia, there are also mutational 

changes of that tumor suppressor. On occasion, high-

grade squamous dysplasia or superficially invasive 

squamous cell carcinoma is an incidental finding in 

achalasia patients.Other genetic abnormalities described 

in ESCC associated with achalasia include mutations 

that could be associated with advanced megaesophagus 

due to Chagas disease. A silent mutation at codon 88 of 

exon 7 of the FHIT gene and a mutation involving exon 
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6 of the TP53 gene, as well as mutations in exons 5 and 

7 of that gene, have been reported.Aneuploidies for 

chromosomes 7, 11, and 17 may possibly be associated 

with an increased risk of ESCC.Interestingly, idiopathic 

achalasia, like non-achalasiarelated ESCC, is a disease 

that is associated with low socioeconomic levels and 

poverty. It is postulated that those situations predispose 

to malnutrition, vitamin deficiencies, and infections that 

could be related to achalasia (eg, HSV-1 and Epstein–

Barr), as well as to ESCC (HPV) [4]. 

 

 

Table-II: Risk factors associated with esophageal squamous cell carcinoma and esophageal adenocarcinoma [4] 

Squamous cell carcinoma Adenocarcinoma 

•Smoking 

• Chronic alcohol consumptiona 

• Caustic injury 

• Achalasia 

• Chagas disease 

• Older age 

• Male sex 

• Black race 

• Tylosis 

• Previous SCC of the head or neck 

• Papilloma virus infection 

• Frequent consumption of hot beverages 

• Micronutrient deficiencies (zinc, selenium, molybdenum, iron) 

• Barrett’s esophagus 

• Obesity 

• Smoking 

• Chronic alcohol consumptiona 

• Older age 

• Male sex 

• white race 

• Previously treated achalasia without anti-reflux 

therapy 

• Genetic predisposition 

Note: a More than three drinks per day. 

Abbreviation: SCC, squamous cell carcinoma 

 

The diagnosis of achalasia is based on clinical 

arguments, endoscopic and bar(g)  [3].  Endoscopy is 

not the best way to appreciate the dilation of the 

esophagus and cardia spasm intensity. It is necessary 

because it allows to eliminate an associated Pathology: 

esophagitis, cardiac incompetence by hiatal hernia or 

malposition cardiotuberositaire associated with and she 

must look for anomalies that can make suspect cancer 

[1]. 

 

The diagnosis is made often late before a 

progressive worsening with weight loss dysphagia. 

Paraclinical record must include first-line a fibroscopy 

with biopsies to confirm the diagnosis. An assessment 

of tumor extension to distance then local then asked, 

combining transit oesogastroduodenal sometimes, 

tracheal fibroscopy, scanner thoracoabdominal, neck 

ultrasound, positron emission tomography, 

ultrasonography stock looking for a second location 

(indirect laryngoscopy with bronchial panendoscopie 

and fibroscopy for epidermoid carcinomas), a balancé 

sheet of operability State of Comorbidities and a 

nutritional report. Even if the stage tumor-nodes-

metastases (pTNM) pathological remains the reference 

for the assessment of prognosis [6]. Treatment of 

carcinoma on achalasia is stackable to cancer of the 

esophagus [1]. 

 

CONCLUSION 
Achalasia is idiopathic motor disorder of the 

esophagus due to the absence of esophageal body 

peristalsis and failure of relaxation of the lower 

esophageal sphincter, is a risk factor for the 

development of the squamous cell carcinoma. 

Adenocarcinoma. Many mechanisms are related to the 

development of EC in achalasia: include the 

proliferation of bacteria, food stasis, the genetic 

alterations and chronic inflammatory diseases. 

Regarding the risk of AE in patients with achalasia, 

most of the cases are associated with esophagitis of 

Barrett, because of uncontrolled chronic acid reflux. 

The clinician must be aware of these associations to 

ensure early prevention programs and treatment. 
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