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Gastrointestinal manifestations in Cowden 
syndrome. Screening recommendations
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Dear Editor,

Cowden syndrome (CS) or multiple hamartoma syndrome 
is a rare entity related to the PTEN gene. Its classic phenotype 
includes hamartomatous lesions in any localization – these 
patients have mainly cutaneous lesions but also gastrointestinal 
lesions are frequent. Other tumors related to CS are breast, thy-
roid and endometrial malignant neoplasms for which specific 
screening recommendations have been established (1,2). Recent-
ly, series of CS patients with gastrointestinal polyps of other 
nature as well as colonic adenocarcinomas have been published 
(3,4). Thus, colorectal cancer (CRC) is currently considered one 
of the diagnostic criteria of the PTEN hamartoma tumor syn-
drome spectrum (2) of which CS is a part (5). This has implied 
the novel inclusion of colorectal cancer (CRC) screening as part 
of the recommendations of some of the clinical guidelines. 

Case report

66-year-old woman. Personal history of right breast carcinoma 
(52 years), endometrial carcinoma (53 years), follicular thyroid 
carcinoma (56 years), sphenoidal meningioma (63 years), renal 
angiomyolipoma (65 years) and left breast carcinoma (66 years). 
Father diagnosed with a gastric cancer (72 years). With the pre-

vious findings in addition to a characteristic phenotype (macro-
cephaly, benign cutaneous lesions and oral mucosa papillomas) 
a high clinical suspicion of CS was established, later confirmed 
by genetic testing. The patient was referred to our department 
for endoscopic assessment. 

Esophageal acanthosis and three hamartomatous gastric pol-
yps were found in the upper endoscopy. Fifteen polyps were 
resected in the colonoscopy (7 adenomas, 2 serrated adenomas, 
4 hyperplastic polyps, 1 perineuroma and 1 submucosal leiomy-
oma). The study was completed by small intestine (SI) video 
capsule endoscopy, where multiple polyps from 5 to 10 mm in 
diameter were found (Fig. 1). 

Discusion

CS has been associated to gastrointestinal polyps, mainly of 
the colon, and of different nature (hamartomatous, inflammato-
ry, hyperplastic and adenomatous, among others), although the 
International Cowden Syndrome only considers hamartomatous 
lesions in its diagnostic criteria (2,3,6). CRC risk for CS patients 
was not defined until 2010, albeit several studies had described 
gastrointestinal neoplasms in cases with CS (7). 

CRC screening for CS cases was included initially as a sug-
gestion in the NCCN guideline in 2013. The 1.2014 NCCN 
guideline version established the recommendation of performing 
an initial endoscopy at age 35 with a 5-yearly endoscopic sur-
veillance in CS patients (6). In our case, an upper endoscopy was 
performed in analogy to the recommendations for other hamar-
tomatous polyposis. Furthermore, a SI video capsule endoscopy 
was carried out because of the high number of colonic and gastric 
hamartomas found in our patient. Nevertheless, an increased risk 
for gastrointestinal extracolonic neoplasms has not been estab-
lished to date in CS (2,8), and additional examinations should 
only be performed in symptomatic cases (8). With respect to the 
SI study there are only two papers that describe the findings of 
capsule endoscopy in patients with CS (9,10). Thus, the recom-
mendation for the screening of extracolonic gastrointestinal neo-
plasms is, at this moment, excluded from the clinical guidelines 
due to the lacking available evidence. 



522 LETTERS TO THE EDITOR Rev esp enfeRm Dig (maDRiD)

Rev esp enfeRm Dig 2015; 107 (8): 521-523

Helena León-Brito, Susana Oquiñena-Legaz,  
Rosa Iglesias-Picazo, María Fraile-González,  

Irene Aresté-Anduaga, M. Rosario Aznárez-Barrio,  
Antonio M. Pueyo-Royo and Ana C. Guerra-Lacunza

Department of Gastroenterology and Hepatology.  
Complejo Hospitalario de Navarra. Pamplona, Navarra. Spain

References

1. Eng C. Will the real Cowden syndrome please stand up: revised diag-
nostic criteria. J Med Genet 2000;37:828-30. 

2. Pilarski R, Burt R, Kohlman W, et al. Cowden syndrome and the PTEN 
hamartoma tumor syndrome: Systematic review and revised diagnostic 
criteria. J Natl Cancer Inst 2013;105:1607-16. 

3. Heald B, Mester J, Rybicki L, et al. Frequent gastrointestinal polyps 
and colorectal adenocarcinomas in a prospective series of PTEN muta-
tion carriers. Gastroenterology 2010;139:1927-33. 

4. Tan MH, Mester JL, Ngeow J, et al. Lifetime cancer risks in individu-
als with germline PTEN mutations. Clin Cancer Res 2012;18:400-7. 

5. Hobert JA, Eng C. PTEN hamartoma tumor syndrome: An overview. 
Genet Med 2009;11:687-94. 

6. Stanich PP, Pilarski R, Rock J, et al. Colonic manifestations of PTEN 
hamartoma tumor syndrome: Case series and systematic review. World 
J Gastroenterol 2014;20:1833-8. 

7. Riegert-Johnson DL, Gleeson FC, et al. Cancer and Lhermitte-Duclos 
disease are common in Cowden syndrome patients. Hered Cancer Clin 
Pract 2010;8:6.

8. Nieuwenhuis MH, Kets CM, Murphy-Ryan M, et al. Is colorectal can-
cer surveillance indicated in patients with PTEN mutations? Colorectal 
Dis 2012;14:e562-6. 

9. Riegler G, Esposito I, Esposito P, et al. Wireless capsule enteroscopy 
(Given) in a case of Cowden syndrome. Dig Liver Dis 2006;38:151-2. 

10. Hatogai K, Hosoe N, Imaeda H, et al. Role of enhanced visibility 
in evaluating polyposis syndromes using a newly developed contrast 
image capsule endoscope. Gut Liver 2012;6:218-22.

Fig. 1. Gastrointestinal endoscopy. A. Colonoscopy: 20 mm subpedunculated polyp in distal transverse colon (asterisk), diverticuli (arrow). B. Gastroco-
py: 20 mm congestive pedunculated polyp in prepyloric region (asterix). C. Video capsule endosocpy: Variable sized polyps in small intestine (asterix). 
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