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ORIGINAL ARTICLE

Multiple primary carcinomas often occur in the rec-
tum and colon. The time lag between the first and sec-
ond malignant transformation is variable. Two or more 
primary carcinomas can coexist at the time of diagnosis 
(synchronous), or develop consequently (metachronous), 
sometimes years after resection of the first primary.

According to Cunliffe et al1, synchronous adenocarci-
nomas can be two or more in number, detected either pre 
/ intraoperatively, or in a 6 month period postoperatively. 
They should be distinctly separate by at least 4 cm dis-
tance and they should not consist of submucosal spread 
or a satellite lesion of each other. In any other case they 
are considered as regional spread or metastatic lesions. 
In contrast, metachronous carcinomas can be defined as 
those diagnosed 6 months after the operation for the pri-
mary lesion, and located in a different part of the large 
intestine, so as to not represent a recurrence.

It is well known that hereditary colorectal cancer syn-
dromes, such as familial adenomatous polyposis (FAP), and 
inflammatory bowel disease (ulcerative colitis - UC) predis-
pose to the development of multiple colorectal carcinomas. 
These patients, as well as patients with carcinoma in situ were 
excluded from this study. In all studied patients.  Factors con-
tributing to the development of synchronous and metachro-
nous lesions were investigated in all patients studied.

Patients and methods
Twenty hundred and eighty patients operated for 

colorectal cancer during the period 1987-2004 were ret-
rospectively studied. Two hunded and sixty eight patients 
(95.7%) had single and 12 (4.3%) multiple primary can-

cers (Table 1). Patients with synchronous or metachro-
nous lesions comprised of seven men (58.3%) and five 
women (41.7%). Their mean age was 67.5 years (range 
47-83). The tumours were synchronous in three patients 
(25%, two male and one female) and metachronous in 
nine (75%, five male and four female). Metachronous 
adenocarcinomas were identified 18 months to 14 years 
after excision of the primary lesion. The tumours were 
located more frequently in the rectum, followed by the 
sigmoid colon (Table 2).

In two patients with synchronous carcinomas the di-
agnosis was suspected on barium enema and confirmed 
with colonoscopy and biopsy. In the third patient the di-
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Table 1: Distribution of carcinomas according to patients’ 
sex



151HIPPOKRATIA 2008, 12, 3

agnosis was made intra-operatively, since he was oper-
ated urgently because of bowel obstruction and perfora-
tion. A barium enema was performed in all patients with 
metachronous lesions. The examination was diagnostic in 
all patients; but in 8 of them the diagnosis was confirmed 
with colonoscopy and biopsy. Colonoscopy was helpful 
in the discovery and removal of adenomatous polyps in 
three patients (a patient with synchronous and two with 
metachronous carcinomas). These polyps were benign 
on histological examination. An abdominal CT scan was 
performed in all patients for staging purposes.

All patients underwent surgery. Three patients with 
synchronous tumours had two primary lesions that were 
removed with extensive colectomy. Nine patients with 
metachronous lesions underwent consecutive operations 
for tumour removal. Operations were radical and consid-
ered curative in 10 patients. Two patients underwent a 
palliative resection because of liver metastases (a patient 
with metachronous carcinoma), and locally extensive 
disease (a patient with synchronous carcinomas, Table 
3). Two patients who underwent curatively intended sur-
gery had synchronous carcinomas. Histological examina-

tion lesions, according to the Astler-Coller classification 
showed stage B2 lessions while the remaining eight pa-
tients belonged to the metachronous carcinoma group. In 
two, it was impossible to locate the histological results 
of the primary cancers because they were operated in 
a different hospital, and more than 10 years passed be-
fore the metachronous lesion diagnosis. Tumour stage 
(of the metachronous lesions) was B2 according to the 
Astler-Coller classification. In the remaining patients the 
tumours were of stages A, B1, B2 and C2 (Astler-Coller 
classification, Table 4). 

Results 
As observed in this series, there is a higher incidence 

of multiple adenocarcinomas in male patients (41.7%). 
Only 10 patients had adequate postoperative follow up 
(from six months to 15 years). Two patients with cura-

tively intended resections were lost to follow up. Post-
operative mortality was zero. Survival rate after radical 
excisions was 80% in 1 year, 60% in 3 years and 50% in 5 
years. Fifty percent of patients who underwent palliative 
procedures survived for 1 year, and none for three.

Discussion
Multiple primary adenocarcinomas of the large intes-

tine were described for the first time by Czerny in 18801. 
The reported incidence rates vary from 2 to 8%2-5. The 
actual percentage is probably higher, considering the fact 
that not all tumours are discovered (diagnostic difficul-
ties) and because some patients only undergo palliative 
operations. The incidence of multiple primary adenocar-
cinomas in our study was 4.3%.

The preoperative diagnosis of multiple synchronous 
colorectal carcinomas remains difficult. The results are 
still not satisfactory and the second location is often 
missed, although there has been a major improvement in 
the available techniques. The identification of a tumour 
that justifies the clinical symptoms usually suspends 
further investigation. Thus, persistence in diagnostic ap-
proach is necessary4,6,7.

Kaibara et al4 reported a 60% frequency of preop-
erative diagnosis by double contrast barium examina-
tion (DCBE) and/or colonoscopy, whereas Takeuchi 
et al8 reported that using both methods resulted in an 
overall preoperative accuracy of 77.8%. In our series 
of three patients with synchronous colorectal carcino-
ma, two were diagnosed preoperatively. In the remain-
ing patient, the synchronous tumour was discovered 
intraoperatively (emergency operation for bowel ob-
struction).

A predisposition for multiple primary colorectal car-
cinomas in patients with longstanding ulcerative colitis 
(18%) and familial adenomatous polyposis (21%)9 is 
well known. A smaller risk is estimated for patients with 
family history of colorectal cancer10. Three patients with 
multiple colorectal cancer and FAP were excluded from 
our study. One of our patients had a family history of he-
reditary, non – polyposis colorectal cancer (HNPCC or 
Lynch syndrome), an autosomal dominant disease char-
acterised by development of synchronous or metachro-
nous colorectal cancers, usually at a young age. The as-
sociated genetic defect lies at the mismatch repair genes, 
responsible for the correction of DNA bases mismatch. 
The coexistence of adenomatous polyps is also consid-

Table 2: Distribution of tumours to the different parts of the 
large intestine

Table 4: Colorectal cancer staging (Astler Coller and TNM 
classifications)

Table 3: Types of surgical operations performed
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ered a risk factor for the development of metachronous 
lesions8,11-13. In our study three out of 12 patients with 
multiple primary colorectal cancers had coexisting ad-
enomatous polyps.

Several lines of evidence point out that multiple car-
cinomas of the large intestine are more frequent in octo-
genarians, whereas the first primaries occur in 60 to 70 
years old patients1,9. In our series, single carcinomas were 
diagnosed in older patients (average 60.3 years), whereas 
patients with multiple carcinomas were younger (aver-
age 55.6 years old). Thus, detailed and accurate preop-
erative staging and intraoperative examination to identify 
synchronous colorectal carcinomas are also necessary in 
younger patients14.

As seen in our series, multiple primary colorectal car-
cinomas, as well as single ones, are located with a higher 
incidence in the rectum and sigmoid colon1,4,15.

The type of the initial operative procedure for mul-
tiple colorectal carcinomas remains controversial. Some 
authors propose radical operations, such as total colec-
tomy with ileorectal anastomosis16,17, in order to remove 
coexisting synchronous tumours and polyps that were 
misdiagnosed, to prevent future development of meta-
chronous tumours. On the other hand, others1,18-20 recom-
mend a more conservative approach for older patients 
and radical procedures for younger than 60 year old pa-
tients with regionally confined non-metastatic disease, 
especially for those with concurrent adenomatous polyps. 
We agree with the second opinion because patients with 
colorectal carcinomas are usually old, and are character-
ised by increased comorbidity making them poor candi-
dates for major surgery. Regular postoperative follow up 
of patients with colorectal cancer will reduce the risk of 
metachronous carcinoma. In accordance with our series, 
several studies showed no significant difference in sur-
vival between multiple and single colorectal cancers4,6.

No operation for colorectal cancer should be done 
without thorough evaluation of the disease characteris-
tics in each particular patient, so as to lead to a benefi-
cial operative strategy. The specimen should include the 
regional lymph nodes, in order to treat the local spread, 
and enough intestine length to prevent recurrence or sub-
sequent malignant change.
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