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Subjective  

Esophageal squamous-cell neoplasm (ESCN) was the most common second primary 

cancer in patients with head and neck squamous cell carcinoma (HNSCC), and few 

studies focused on metachronous ESCN. We aimed to evaluate the incidence and risk 

factors of metachronous ESCN as well as to provide a reasonable endoscopic follow-

up plan for HNSCC patients. 

 

Material and methods  

We extended our prospective cohort since October 2008, recruiting incident HNSCC 

patients. All enrolled patients received an interview to collect the information of 

substances use (smoking, alcohol, and betel nut) and an esophagogastroduodenoscopy 

(EGD) with Lugol chromoendoscopy for synchronous ESCN soon after HNSCC 

diagnosis. Endoscopic screen for metachronous ESCN was performed during 6 to 12 

months after previous examination. They were followed-up till death or the end of the 

study in July 2019. 

 

Results  

1042 incident HNSCC patients were enrolled, and only 175 patients met all the 

criteria and were analyzed. 20 patients had metachronous ESCN (20/175, 11.4%), 

including 17 low-grade dysplasia and 3 SCC. Only initial Lugol-voiding lesion (LVL) 

classification significantly predicted the development of metachronous ESCN. 

Patients with LVL classification C/D had higher risk to develop metachronous ESCN 

compared to those with LVL classification A/B (adjusted Odds ratio: 5.03, 95% 

confidence interval: 1.52~16.67). The mean intervals of metachronous ESCN and 

ESCC was 33 and 30.6 months respectively, but the shortest interval to develop 

metachronous esophageal SCC was 12 months. HNSCC patients with second primary 



ESCN had significantly worse 5-years- survival rate compare those without ESCN. 

 

Conclusion  

Lugol chromoendoscopy screening among incident HNSCC patients predicts the risk 

of developing metachronous ESCN. Closer follow-up endoscopy every 6 months is 

recommended for those with LVL classification C and D. 

 

 
 
 


