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Figure 2 APC coding region and genotype–phenotype correlation (A) Distribution of truncating mutations throughout APC coding region and genotype–
phenotype correlation. Conserved regions and domains that interact with other proteins are shown. (B) Distribution of mutations in the extreme 3�-end 
of APC coding region in patients with clinical information identified in our literature meta-analysis and in the present study. Light blue and yellow boxes 
with arrows indicate the location of premature stop codons of already described truncating mutations in ApC regions A and B, respectively. the nonsense 
mutation identified in our patients, which causes a stop at codon 2570, is indicated with a yellow arrow and circle.

Table 1 Relevant clinical features of patients harbouring truncating 
variants in APC region A and APC region B

Phenotype
APC region A
n (%)

APC region b
n (%)

Fisher exact test 
p-value

CP >50 47/66 (71.2) 3/22 (13.6) 0.0151

CP <50 19/66 (28.8) 19/22 (86.4)

GPP/Ad+ 15/62 (24.2) 7/13 (53.84) 0.0461

GPP/Ad� 47/62 (75.8) 6/13 (46.15)

DT+ 19/76 (25) 14/18 (77.8) <0.0001

DT� 57/76 (75) 4/18 (22.2)

CP, colon polyp; DT, desmoid tumour; GPP/Ad, gastric profuse polyposis/adenoma.

with FGPs.16 In our study, among 13 clinically characterised 
patients with truncating mutations in APC region B, five out 
of seven have developed adenomas in association with FGPs. 
These findings may have important consequences on surveil-
lance, tailored management and overall quality of life of FAP 
patients. We are aware that our study has some limitations, the 
major one being the number of patients without available clinical 

information. Also, it must be noted that DTs can remain unde-
tected on conventional radiograph,17 thus we cannot exclude the 
presence of these tumours in patients for which no data were 
reported about specific investigations. In conclusion, we report 
novel insights on FAP presentation when it is associated with 
mutations lying in APC extreme C-terminal region, supporting 
an emerging FAP clinical phenotype, which we termed Gastric 
Polyposis and Desmoid FAP (GD-FAP). Based on the National 
Comprehensive Cancer Network guidelines18 for AFAP patients 
and on the higher risk of developing adenomas that has been 
observed in FAP patients with FGPs,19 20 in our view, GD-FAP 
patients should start follow-up at the age of 20 by performing 
colonoscopy every 2–3 years, esophagogastroduodenoscopy and 
abdominal ultrasound annually.
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