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the 35-mm cecum lesion, a 15-mm sessile polyp in the 
sigmoid colon and a 20-mm pedunculated polyp in the 
rectum. Some lymph nodes less than 7-mm were found 
next to the inferior mesenteric artery and on branches of 
the superior mesenteric artery. No findings of metastatic 
or peritoneal disease were reported.

Finally, the patient had molecular genetic testing 
from a blood sample as FAP was a probable diagnosis. 
As the patient had more than 10 polyps on colonoscopy, 
a multigene panel including genes causing Polyposis or 
associated with a high risk for CRC was considered nec-
essary [14]. A test including 52 of them was performed, 
including those suggested by the Collaborative Group of 
the Americas on Inherited Gastrointestinal Cancer [10]. 
Twenty-eight of them are mentioned in Table 2. APC, 
MUTYH, BRCA1, BRCA2, EPCAM, MLH1, MSH2, MSH6, 
PMS2, NTHL1 and several other genes were included in 
the panel. In the NTHL1 gene the individual was found 
homozygous for a NM_002528:c.268>T,p.(Gln90*) mu-
tation. This is a mutation in the 268th nucleotide base 
of the NTHL1 gene that causes an alteration in which 
glutamine is substituted by a termination codon. The 
protein produced is an inactive protein [7]. This muta-
tion has been described in individuals with attenuated 
polyposis and colorectal cancer [8]. He was also found 
heterozygous for a mutation in the NF1 gene. The muta-
tions in this gene cause Neurofibromatosis type 1 (NF1), 
an autosomal dominant disorder with several clinical 
features that include benign and malignant tumours 
[9]. As mentioned above there was no clinical feature 
indicative of neurofibromatosis type 1. Furthermore, 
NF1 is generally not associated with colonic adeno-
carcinomas.

Multidisciplinary discussion suggested proceeding to 
surgical intervention taking into consideration the clinical 
presentation and imaging.The objective was the manage-
ment of the polyposis syndrome and the excision of the 
suspicious cecum lesion. Surgical options discussed with 
the patient were as follows: 

1.	Right hemicolectomy 
2.	Subtotal colectomy with IRA (ileorectal anastomosis)
3.	Total proctocolectomy with IPAA (ileal-pouch anal 

anastomosis) with J-Pouch 
4.	Total proctocolectomy with end ileostomy 

Therapeutic Intervention

After a detailed discussion with the patient all the 
therapeutic choices were reviewed. The patient and his 
family were also informed about the inheritance pattern of 
the gene, and they were advised to speak with an expert 
geneticist. A laparoscopic subtotal colectomy with an ile-

before the age of 40, one or more colorectal adenomas 
in an individual aged ≤40 years, a personal cumulative 
lifetime history of ten or more colorectal adenomas in 
an individual aged ≤60 years, a personal cumulative life-
time history of any combination of 20 or more colorectal 
adenomas, hyperplastic polyps, and/or sessile serrated 
polyps in an individual of any age or a family history of 
NTHL1 syndrome [5]. Molecular genetic testing should 
be performed in these individuals [6].

Narrative

Patient Information

A 54-year-old male individual presented with a re-
ported recent incidence of blood in the stools and a 
change in his bowel habits. Medical history included 
hypertension under medication, and he did not report 
any family history of bowel cancer. He had undergone an 
appendicectomy at a young age. Endoscopic assessment 
revealed more than 60 polyps in total from 2mm to 40mm, 
one of which was located at the cecum and raised a high 
suspicion of malignant transformation. Biopsies were 
taken from several polyps.

The biopsies summarised in Table 1 resulted as follows: 
(A) Cecum lesion biopsies: Parts of a villotubular adenoma 
with high-grade dysplasia. B-catenin with a pathological 
expression pattern. (B) Transverse colon polyp: Peduncu-
lated polyp with low grade dysplasia and at some spots 
high grade dysplasia, excluded within healthy limits. B-
catenin with a pathological expression pattern. (C) Rectal 
polyps: 8 small parts of rectal polyps that originated from 
a hyperplastic polyp and a sessile serrated lesion with no 
dysplasia but with a change in the crypt architecture. The 
above lesions were checked for microsatellite instability 
and were found to be MSI stable.

The patient had a staging CT of the thorax and the ab-
domen with IV contrast. The thoracic CT was normal with 
no findings compatible with metastatic lesions. The CT of 
the abdomen showed the polyps in the colon, specifically 

Table 1. Endoscopic biopsy results.

Type of biopsy Location Result

Parts of villotubular 
adenoma

Cecum High grade dysplasia

Pedunculated polyp Transverse 
colon

Low grade and at some 
spots high grade dysplasia

8 small parts of rectal 
polyps

Rectum Parts of hyperplastic 
polyps – no dysplasia

Sessile serrated lesion Rectum No dysplasia – change  
in crypt architecture 




