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Abstract

A 25-year-old male patient was admitted to our clinic for
abdominal pain, diarrhea, intermittent rectal bleeding and
weight loss. The family history revealed two deaths due to
colorectal cancer (maternal grandmother and patient’s
mother). The colonoscopy showed hundreds of polyps
throughout the colon, and an ulcerative rectosigmoidian
tumor. The diagnosis was Familial Adenomatous Polyposis
(FAP).

Colectomy with ileorectal anastomosis was performed.
Histopathological diagnosis revealed moderately
differentiated adenocarcinoma. Adjuvant chemotherapy was
carried out. The patient had three brothers, without clinical
symptoms. They had a colonoscopic examination for
screening. Two of them were diagnosed with adenomatous
polyposis - the first with classic FAP and the other one with
the attenuated type (AFAP).

The diagnosis of FAP can be made on the basis of either
clinical or genetic criteria. When the family history, clinical
features, and pathological findings are classic, the diagnosis
is straightforward. Screening and prophylactic surgery are
effective to prevent colorectal cancer in patients with FAP.
Lifelong regular surveillance is necessary to detect and
manage extracolonic lesions.
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Rezumat

Un pacient in virsta de 25 de ani, a fost internat in clinica
noastra pentru dureri abdominale, diaree, rectoragii
intermitente si scadere in greutate. Istoricul familial al
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pacientului atesta doua decese prin cancer colorectal (bunica
materna si mama pacientului).

S-a efectuat colonoscopia care a evidentiat sute de polipi
la nivelul colonului si o tumora rectosigmoidiana exulcerata.
S-a stabilit diagnosticul de polipoza adenomatoasa familiala.
S-a practicat colectomie cu anastomoza ileorectala.
Diagnosticul histologic a fost de adenocarcinom mediu
diferentiat. S-a efectuat chmioterapie adjuvanta. Pacientul
avea trei frati, asimptomatici. S-a recomandat efectuarea
screeningului endoscopic. Doi dintre ei au fost diagnosticati
cu polipoza adenomatoasa familiala-primul cu forma clasica,
iar al doilea cu forma atenuata.

Diagnosticul FAP se poate stabili clinic sau prin teste
genetice. Cind istoricul familial, caracteristicile clinice §i
histopatologice sunt prezente, diagnosticul este usor de
efectuat. Screeningul si chirurgia profilactica sunt
principalele metode de prevenire a cancerului colorectal la
acesti pacienti. Supravegherea pacientilor pe termen lung
este absolut necesara pentru detectarea si managementul
leziunilor extracolonice.

Introduction

The diagnosis of familial adenomatous polyposis (FAP)
usually relies upon clinical findings at endoscopy and is
characterized by the presence of 100s to 1000s of colorectal
adenomas and, in some instances, of extracolonic neoplasia.
Colorectal adenomatous polyps begin to appear at an
average age of 16 years (range 7-36 years) (1). The average
age at colon cancer diagnosis in untreated individuals is 39
years (range 34-43 years). Early recognition of FAP and
attenuated FAP (AFAP) may allow for timely intervention
and improved final outcome. Individuals in whom FAP has
been diagnosed as a result of having an affected relative,
have a significantly greater life expectancy than those
diagnosed as the result of symptoms from the disease (2).
Special consideration should be given to education of the
patients. A dedicated registry is essential to coordinate
clinical management and to compile data for furthering
knowledge of this rare but complex syndrome (3).
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Case report

A 25 year old male, living in an urban area, was admitted
for the first time to the 3™ Medical Clinic Cluj-Napoca in July
2003 for abdominal pain, intermittent rectal bleeding, diarrhea
and weight loss (3-4 kg in five months). He had a relevant
family history: the maternal grandmother had been
diagnosed with colorectal cancer at the age of 55 and died
at 57; the patient’s mother had been given a diagnosis of
colon cancer at the age of 34 (she died at 36).

The physical examination revealed a pale and
underweighted patient (BMI= 19.5 kg/m?). The laboratory
tests showed anemia (Hbg=10 g/dl, Ht=32.9%, Fe=17.9 pg/
dl) and an inflammatory syndrome — an increase of
erythrocyte sedimentation rate (70 mm/2h) and of al,02
globulins levels (0.3 g/dl, 1g/dl). The colonoscopy showed
hundreds of adenomatous polyps throughout the colon
(Fig.1) and a rectosigmoidian ulcerative tumor (4.5-5 cm
diameter) (Fig.2). A few small polyps were present in the
rectum. The diagnosis established was of FAP. The
endoscopic examination of the upper digestive tract and
abdominal ultrasound were normal.

Fig.1 Small polyps tthroughout the colon.

Fig.2 Rectosigmoidian ulcerative tumor of the patient.

Colectomy with ileorectal anastomosis was performed
at the 3" Surgical Clinic. The histopathological examination
of the rectosigmoidian tumor showed a moderately
differentiated adenocarcinoma, stage Dukes B2 (Fig.3).
During the postsurgery period, the patient had 4-5 diarrheic
stools. Adjuvant chemotherapy was initiated after the
operation with 5-FU 425 mg/m?/day plus Leucovorin 20 mg/
m?/day, 6 cycles.

The patient had three brothers. We recommended their
colon evaluation. In August 2003, they were admitted to
our clinic. The first one, 28 year old, was diagnosed with
AFAP (20-30 small polyps), the other, 27 year old, with the
classic type.The youngest brother, 24 year old had no colon

polyps.
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Fig.3 The histopatological examination of the surgical specimen
confirming a moderately differentiated adenocarcinoma (HE x 100).

Discussion

Syndromes of colonic polyposis are classified into two
types: nonadenomatous and adenomatous. Nonadeno-
matous polyposis syndromes include Peutz-Jegers,
Cowden, Juvenile Polyposis and Cronkhite-Canada
syndromes.

Adenomatous syndromes include FAP, characterized by
the presence of hundreds or thousands of polyps, AFAP,
characterized by the presence of fewer than 100 polyps,
Gardner syndrome and Turcot syndrome (4 -7).

Most cases of FAP are inherited in an autosomal dominant
manner as the result of a germline mutation in the APC gene
located on the long arm of chromosome 5 in band 21 (5q21).
Each offspring has a 50% chance of inheriting the disorder,
and among those who inherited it, the risk of getting colon
cancer is almost 100%.

FAP occurs rarely and FAP-related cancers represent
only about 0.5-1% of all colorectal cancers. There are some
extracolonic manifestations often present in families:
osteomas, benign cutaneous lesions, desmoid tumors
(Gardner syndrome), dental abnormalities, congenital
hypertrophy of the retinal pigment epithelium.
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Table I Lifetime risk of extra-colonic cancer in FAP

Site Type of cancer Risk of cancer
Small bowell: duodenum or periampulla Carcinoma 4-12%
Small bowell: distal to the duodenum Carcinoma rare
Stomach Adenocarcinoma 0,5%
Pancreas Adenocarcinoma ~ 2%
Thyroid Papillary thyroid carcinoma ~ 2%
Central nervous system Usually meduloblastoma < 1%
Liver Hepatoblastoma 1.6% (children aged < 5 years)
Bile ducts Adenocarcinoma Low, but increased

Adrenal gland

Adenocarcinoma

Low, but increased

Several extra-colonic cancers occur with a higher
incidence in individuals with FAP than in the general
population (Table I) (8).

Identification of mutations within the APC gene has
revealed the existence of genotype-phenotype correlation
between the site of mutation and disease expression. The
mutations involved in classic FAP are located in the central
region of the gene. The different mutations causing AFAP
are clustered either at the far 5' end or the 3' end of the
coding region of the APC gene (9 -11).

Once diagnosis of FAP is established, the proband’s
high-risk relatives should be notified and surveillance
measures may be instituted. The family history questionnaire
requests information from the proband on all first, second
and third-degree relatives. This is the order for the family
tree to be constructed (Fig.4).
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Fig.4 The family tree showing three generations affected. Black
circles - affected female family members, black squares - affected
males family members and age of diagnosis. CRC-colorectal cancer,
FAP-familial adenomatous polyposis, AFAP-attenuated familial
adernomatous polyposis.

Management and surveillance of high-risk
relatives

Management of the inherited colorectal cancer syndrome
has progressed substantially. In the few European countries

and regions where FAP-registration, surgical intervention
and management are fully developed, few FAP patients die
from cancer.

The colorectal cancer prevention program provides
cancer genetics education, genetic counselling, cancer risk
assessment, genetic testing and screening recom-
mendations.

All patients with clinical evidence of multiple
colorectal adenomas need genetic counselling. Several
tests of the APC gene are available to identify the
underlying mutation in a family: full gene sequencing
(mutation detection rate is~ 95%), combination of mutation
scanning and protein truncation test (~80-90% rate) and
protein truncation test alone (~80% rate). Linkage analysis
can be considered in families with more than one affected
family member who belong to different generations
(1,12,13).

Our patients had no financial support for performing
genetic tests.

For individuals with classic FAP, two types of colectomy
are recommended: total restorative proctocolectomy with
ileoanal J-pouch and subtotal colectomy with ileorectal
anastomosis. Colectomy may be delayed depending on the
size and number of polyps. In cases of few rectal polyps,
ileorectal anastomosis with surveillance of the rectum at 6
month intervals can be a suitable alternative. In our case,
the patient’s brother diagnosed with classic FAP underwent
colectomy with ileorectal anastomosis. In the other one,
diagnosed with attenuated form, the polyps were
endoscopically removed.

After colectomy, periampullary carcinoma is the most
common malignancy. For this reason, upper endoscopy
should be performed every 6 months to 3-4 years to detect
gastric, duodenal and mainly periampullary adenomas
(14,15). Additionally, abdominal ultrasound and thyroid
examination may be necessary.

We recommended to our patients a very careful follow-
up, every 6 months. The last admission in our clinic was in
June 2004. The relatively high incidence of colorectal cancer
even among these frequently screened subjects is an
argument for shorter screening intervals (16) . Screening of
family members of a patient with FAP using flexible
sigmoidoscopy should be done annually beginning at the
age of 10 until the age of 35; then, every 3 years until the age
of 50, when screening is recommended as for general
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population. When the polyps are identified, annual
colonoscopy should be performed until the prophylactic
surgery is advocated (13). The youngest member of the
family is the proband’s niece (the daughter of his 28 year
old brother), who is 5 years old. It is very important for her
to enter in a screening program in the future.

Interest in chemoprevention for colorectal cancer using
nonsteroidal antiinflammatory drug (sulindac) and COX-2
inhibitors (celecoxib), has increased over the last decade.
Randomized trials have shown that sulindac and celecoxib
cause regression of colonic adenomas (17,18). Currently,
none of these chemoprevention strategies will replace
endoscopic surveillance and carefully timed surgery.

A dedicated FAP registry in gastroenterology
departments is essential. It represents the only way to assess
real changes in the management of colon cancer. The registry
should offer education, counselling, genetic testing and
surveillance recommendation.

Registration of patients and families with FAP may lead
to a very significant decrease in mortality.

Conclusion

Many members of families with known FAP are not aware
of the risk of developing the condition, or of its serious
consequences. Practically, all FAP patients die from cancer
if untreated. Unfortunately, the proband of this family has a
shorter life expectancy than those early diagnosed.

Although FAP is a serious condition that may become
life-threatening, if early diagnosed, it can be treated
successfully. Clinicians should investigate the family history
and be prepared to consider much earlier intervention if
symptoms occur in a patient with a family history of FAP.
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