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ABSTRACT

Multiple primary cancer is an incidence when a patient has multiple malignancy in two or more organs 

without possibility of metastatic lesion. There have been many reports on mutiple primary cancer since Billroth 

reported it for the first time in 1879. Patients who have been diagnosed with a cancer have higher risk for 
developing another cancer, thereby physician and the patients should raise more awareness toward possibility of 

developing a new metachronous or synchronous cancer. We report a patient who has three histologically distinct 

cancers. Resected primary colon adenocarcinoma and 3 years after came with hematemesis and diagnosed to 

have a metachronous squamous cell carcinoma of the oesophagus synchronous with gastric adenocarcinoma. 

This case is interesting due to the clustering of three primary cancers (synchronous and metachronous) which 

is a rare occurrence in a single patient.
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ABSTRAK

Multiple primary cancer adalah suatu insidensi ketika pasien memiliki beberapa keganasan pada dua organ 

atau lebih tanpa kemungkinan lesi metastatik. Ada banyak laporan tentang multiple primary cancer sejak Billroth 

melaporkannya pertama kali pada tahun 1879. Pasien yang telah didiagnosis menderita kanker memiliki risiko 
lebih tinggi untuk berkembangnya kanker lain, oleh karena itu dokter dan pasien harus meningkatkan kesadaran 

lebih terhadap kemungkinan berkembangnya kanker metachronous atau kanker synchronous. Dilaporkan seorang 

pasien yang memiliki tiga kanker histologis yang berbeda. Adenokarsinoma primer kolon yang telah pulih dan 3 

tahun setelah kedatangan dengan hematemesis dan didiagnosis memiliki karsinoma sel skuamosa metachronous 

dari  synchronous kerongkongan dengan adenokarsinoma lambung. Kasus ini menarik karena pengelompokan 

tiga kanker primer (sinkron dan metachronous) yang jarang terjadi pada satu pasien.

Kata kunci: multiple primary cancer, karsinoma sel skuamosa kerongkongan, adenokarsinoma kolon, 

adenokarsinoma lambung, triple primary cancer

INTRODUCTION

Multiple primary cáncer is an incidence when 

a patient has multiple malignancy in two or more 

organs without possibility of metastatic lesion. Based 

on Billroth findings, multiple primary cancer could 
occur in highly cancer-susceptible patients. Multiple 
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primary cancer mainly classified based on whether it 
occur together in a 6-months period (synchronous) or 

in consecutive time period (metachronous).1 

Moertel et al otherwise classified multiple primary 
cancer into three type: (1) Two or more cancer from 

the same organs or similar histopathologic findings in 
a different organs; (2) Several malignancy in different 

tissues and organs; (3) A combination of both type 1 

and 2. Estimated in 20 year follow-up period, almost a 
quarter of patient with cancer would develop secondary 

cancer.1,2 The cumulative incidence was 5.0%, 8.4%, 
10.8%, and 13.7% in 5, 10, 15, and 25 years after the 
first malignancy incidence.3 Most of elderly patients 

aged 60 or more would developed secondary cancer.4

Prevalence of cancer in Indonesia until 2013 was 

1.4% and ranked as the 4th most cause of death in 2015 

until 2019, generally found more in female population 
(2.2‰) rather than male (0.6‰).5, 6 A study by Bagri 

et al in Iran from 2009 to 2012 showed that patients 

with primary multiple cancer was mostly found in 

female than male in 5th to 6th decades with 1.56:1 ratio. 

Metachronous incidence was higher than synchronous 

multiple primary cancer.7 Incidence of esophagus, 
gastric, and colon cancer as a single cancer was high, 
although multiple primary cancer involving esophagus 

and gastric was rare (0.08-0.87% in China), although 
it was increasing in recent years.8,9

CASE ILLUSTRATION

A male, 62 years old, with a history of adenocarcinoma 
colon three years ago, come to emergency unit with the 
chief complaint of hematemesis for three hours before 

admission. The vomit was found without any clot and 

food, but precede with nausea and heartburn from 
chest to neck. Patient also complained dark stool from 
seven days ago. During physical examination, patients 
was found to be pale with a positive epigastric pain. 

Laboratory examination showed a low hemoglobin (2,5 
g/dL), leukocytosis (18.600/uL), hypoalbuminemia 
(1.62 g/dL), hyponatremia (119 mmol/L), and 
hyperglycemia (217 mg/dL). Otherwise, potassium, 
calcium, chloride, AST, ALT, ureum, and creatinine 
level was in normal range. 

Patients was previously hospitalized because of 

vomiting after meal with watery stool 8-10 times 
daily with yellowish content. He also had a 9-kg 
body weight reduced during the last two years. 

Patients was smoking since 40 years ago, but alcohol 
consumption was denied. There was no malignancy 

history among family. During previous hospitalization, 

EGD result showed a frail circular mass that tend 

to bleed in distal esophagus and esophagogastric 

junction. Histopathologic examination revealed a 

poorly differentiated squamous cell carcinoma with 

invasion to muscularis layer (T2). There were also 

lymphovascular embolus. Abdominal X-ray and CT 
Scan did not show other significant information. 

Colonoscopy was also done, but no abnormality was 
found. 

In present admission, 2nd EGD was done showing a 

frail circular mass that tend to bleed in distal esophagus, 
fulfilling gastric lumen. Histopathologic examination 
showed adenocarcinoma with moderate-to-severe 

differentiation. Patients was refusing a referral for 

further treatment. 

DISCUSSION

Multiple primary cancer was a rare finding. In this 
case, patient was diagnosed esophageal squamous cell 
carcinoma two years after previous colon resection 

following its colonic adenocarcinoma diagnosis. Three 

months later, patient was diagnosed to have a gastric 
adenocarcinoma.  

There were several case reports of more than 

two multiple primary cancer cases. In those reports, 
esophageal carcinoma or premalignnt lesion was the 

precedingcanacer, but other studies also report an 
esophageal carcinoma incidence during or following 

a cancer diagnosis in other organs.10,11,12,13,14,15 Xubai 

Ahmad et al reported a male with metachronosgastric 

adenocarcinoma that occur 4.5 years after right colon 
adenocarcinoma diagnosis, while Effat et al reported 
an esophageal cancer in a patient with colorectal cancer 

history.16,17

This was an interesting case because of the 

presence of three histologically distinct cancer in 
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one patient. Several factors that trigger development 

of secondary cancer were genetics, lifestyle such as 
alcohol consumption and cigarette smoking, and also 
radiotherapy or chemotherapy exposure. This patient 

did not have any significant risk factor nor family 
history for multiple cancer. Hereditary malignancy 

syndrome in gastrointestinal cancer was very rare, but 
should be explored further especially for genetic aspect 

in this patient.3 In general, patient with cancer has 
multifactorial etiology for developing multiple cancer. 

For example, a patient with colorectal cancer has a 
susceptibility for developing primary extracolonic 

cancer as high as developing other primary cancer in 

colon.3,18

This patient has a bad prognosis since there 

were two synchronous cancer, with recently known 
successful therapy rate was still low.19 Long-term 

screening in patient with malignancy history should 

be done for early detection purpose, mainly focused 
on multiple primary cancer, so that prompt treatment 
could be planned earlier.

REFERENCES

1. Moertel CG, Dockerty M, Baggenstoss AH. Multiple primary 
neoplasms. Cancer1961;14:221-30. 

2. Moertel CG. Incidence and significance of multiple primary 
malignant neoplasms. ANNALS of the Newyork Academy of 
science 1964;114:886-95.

3. Friedman DL. Second malignant neoplasms. In: Niederhuber 

JE, Armitage JO, Doroshow JH, KastanMB,Tepper JE, eds. 
Abeloff’s Clinical Oncology. 5th ed. Saunders 2014.p.894-903.

4. Soerjomataram I, Coebergh JW. Epidemiology of multiple 
primary cancers. Methods Mol Biol 2009;471:85-105.

5. RISKESDAS 2013: RISKESDAS Dalam Angka Indonesia 
Tahun 2013. Penelitian dan Pengembangan Kesehatan 
Kementerian Kesehatan RI; 2014.

6. Indonesian Health Sector Review 2014. Bappenas; 2015.
7. Bagri PK, Singh D, Singhal MK, Singh G, Mathur G, 

Jakhar SL, et al. Double primary malignancies: a clinical & 
pathological analysis report from a Regional Cancer Institute 
in India. Iran J Cancer Prev 2014;7:66-72. 

8. Li JP, Ma Q, Chen CM, Li SF. Synchronous primary esophagus 
and stomach cancer: report of 18 patients in single institution 
from China. Int J Clin Exp Med 2016;9:379-84.

9. Ruose S, Qishan W. Clinical analysis of 32 cases of esophageal 
and gastric multiple primary carcinoma. China Journal of 
Endoscopy 2004;10:67-8.

10. Andrici J, Tio M, Cox MR, Eslick GD. Meta-analysis: 
Barrett’s oesophagus and the risk of colonic tumours. Aliment 
Pharmacol Ther 2013;37:401–10.

11. Jang BI, Hwang MJ. Do ESCC patients have an increased risk 
of coexisting CRN? Gut and Liver 2016;10:6-7.

12. Chen SC, Teng CJ, Hu YW, Yeh CM, Hung MH, Hu LY, et 
al. Secondary primary malignancy risk among patients with 
esophageal cancer in Taiwan: a nationwide population-based 

study. PLoS ONE2015;10:e0116384. 

13. Shibuya H, Takagi M, Horiuchi J, Suzuki S, Kamiyama 
R. Carcinomas of the esophagus with synchronous or 
metachronous primary carcinoma in other organs, Acta 
Radiologica: Oncology 1982;21:39-43.

14. Gupta N, Kapoor R, Sharma SC. Colon carcinoma presenting 
with a synchronous oesophageal carcinoma and basal cell 

carcinoma of the skin. ISRN Oncology [serial online] 
2011;Article ID 107970, 3 pages [cited 2016 Nov 29]. 
Available from: URL: https://www.hindawi.com/journals/

isrn/2011/107970/
15. Yun HW, Shim KN, Na SK, Song DK, Chung JW, Jung KY. A 

case of double primary cancers in the esophagus and stomach. 

Ewha Med J 2012;35:110-13.

16. Ahmad Z, Memon, Minhas K. Metachronous primary cancers 
of colon and stomach. Journal of the College of Physicians 
and Surgeons Pakistan 2008;18:118-20. 

17. Effat un nesa, Xiaochen H, Yao B, Cong W, Khanam T, Feng 
CY. US. Chinese Journal of Lymphology and Oncology 
2015;14:17-9.

18. Carlomagno N, Santangelo ML, Mastromarino R, Calogero 
A, Dodaro C, Renda A. Rare multiple primary malignancies 
among surgical patients-a single surgical unit experience. E 

Cancer Medical Science 2014;18:438.
19. Tomita M, Sawai T, Nakamura A, Jibiki M, Akama F, 

Uchikawa T, et al. Esophageal carcinomas with synchronous 
and metachronous primary malignant carcinomas in other 

organs. Acta medica Nagasakiensia 1994;39:149-50.


