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Abstract

Although rarely, due to the high variability of the possible tissues encountered in it’s wall,
the Meckel’s diverticula can represent a site for tumor development in 0,5-3,2% cases. Data
in the literature shows that the most common malignancy at this level is represented by
neuroendocrine tumors (NET) the observed incidence of neurendocrine tumors and other
primary neoplasia, varies between 12-55%. Moreover, the gastro-intestinal tract was the
second primary tumor bearer encountered.
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Incidental Meckel’s diverticula low grade neuroendocrine tumor coexisting with synchronous sigmoidian and perianal adenocarcinoma

Introduction
We present a patient admitted in the General Surgery
Clinic of Bucharest Emergency Hospital with unspcecific
abdominal symptomatology and that diagnosed with
synchronous sigmoidian and perianal adenocarcinoma and
a neuroendocrine tumor localised in the Meckel’s diverticula.

Background
The presence of a Meckel’s diverticula is the consequence
of a failure in the closing of the vitelline duct during the 8th
week of intrauterine development and it represents the most
common gastrointestinal malformation affecting aproximately
2% of the population[1]. Although rarely, due to the high
variability of the possible tissues encountered in it’s wall
(gastric mucosa, pancreatic tissue, Brunner glands, colonic
mucosa[2]), the Meckel’s diverticula can represent a site for
tumor development in 0,5-3,2% cases[2]. Data in the literature
shows that the most common malignancy at this level is
represented by neuroendocrine tumors (NET) (76.5% of
cases), followed by adenocarcinoma (11.4%), GIST/
leiomyosarcoma and sarcoma (10.8%), and lymphoma
(1.3%)[3]. NET’s originating in the Meckel’s diverticula are
most often accidental findings, more than half of the patients
being asymptomatic[4].When present, symptoms are
generally unspecific and include: abdominal pain, diarrhea,
weight loss, nausea, and vomiting or they are correlated to the
substances secreted by the tumoral tissue[4], [5]; however data
in the literature shows that 24% of the patients had evidence
of metastatic disease at the diagnostic moment[6], [7], a
similar rate of dissemination when compared with the general
metastasis incidence of the neuroendocrine tumors – 22%[8].
Early diagnosis is more likely in the presence of hipersecretion
expressed more often as a paraneoplasic or carcinoid syndrome.
According to the World Health Organisation gastrointestinal
neuroendocrine tumors are classified as grade 1, grade 2 and
grade 3 in terms of mitosis rate and Ki67 index, while
neuroendocrine carcinomas (actively proliferating G3 tumors)
are classified in small cell neuroendocrine carcinoma and large
cell neuroendocrine carcinoma[9]. Cancer-specific survival of
patients with grade 1, localized NETs is excellent, with
approximately 97% survival at 5 years follow-up. Surprisingly,
age appears to be associated with a worse prognosis
independent of NET stage even in patients with lower grade
disease, these having worse median overall survival compared
to younger subjects[10].

Figure 1. Sigmoidian stenosing tumor
CT aspect

The majority of neuroendocrine tumors are sporadic,
literature reviews suggest a possible association with Multiple
Endocrine Neoplasia Syndrome I (MEN I) and in some cases
familial clustering[11]. Once medical curiosities case reports of
these particular situation have increased lately as observed by
several authors in systematic literature reviews[8]. According to
this data, the observed incidence of neuroendocrine tumors and
synchronous (SPM) or metachronous primary neoplasia, varies
between 12-55%[10]–[12] even in patients without genetic
aggregation [8], [13]. Above all, the gastro-intestinal tract was
the secondary primary tumor bearer in most of the cases[8]. A
recent systematic literature review that analysed the presence of
gastro-intestinal localised neuroendocrine tumors and a
secondary primary malignancy found 76 cases [8]. The stomach
and the large intestine are the predilect viscera for the SPM
according to the literature. Adenocarcinoma accounted for
almost the half of overall SPM, and 97.6% gastrointestinal
neoplasia[8].
Although coexistence of colon adenocarcinoma and
neuroendocrine tumor arising in a Meckel’s diverticula have
been previously reported[14], this situations represent
undoubtedly a rarity; however coexistence of synchronous
colorectal adenoacarcinoma and NET in Meckel’s diverticula
has never been reported in the literature from our knowledge.

Case presentation
A 65-year-old patient, known with hypertension, ischemic
heart disease, acute myocardial infarction 16 years prior
admittance, presented to our department for diffuse abdominal
pain, intestinal transit disorders with alternating constipation
with diarrhea and fatigue. The clinical examination revealed
moderate distended abdomen with discrete pain at profound
palpation in the left iliac fossa; at perineal level, in right
posterior quadrant, lateral to the anal orifice, an 8/6 cm
relatively well delimited, solid tumor, whitish, with central
necrosis, and fistula with puss discharge. The tumor was
adjacent to the right lateral wall of the anal canal; another
tumor with same characteristics, but with smaller dimensions
(about 1 cm diameter) in the left anterior quadrant
Blood tests showed mild leukocytosis (12300/mmc), mild
thrombocytosis (358000/mmc), and hyperglycemia (259
mg/dl); increased CEA (5.8 ng/ml). No particularities at the
abdominal ultrasound and chest and abdominal X-Rays.
Colonoscopy reveals an ulcerated, stenotic tumor, (75% of the
colonic lumen), with diffuse bleeding at 25 cm from the anal
verge; multiple in the descending and ascending colon.

Figure 2. Hepatic lesion
CT aspect
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Contrast thoraco-abdomino-pelvic CT scan, showed
stenotic sigmoidian tumor with peritumoral and mesenteric
vessels microadenopathies; hepatic tumor in the fifth with
non-specific appearance with no signs of pulonary metastasis.
The patient underwent surgery through median incision,
and a 10/8 cm, stenotic, sigmoidian tumor, with invasion of
the colon serosa and enlarged pericolonic lymph nodes
were found; also an 1 cm hepatic tumor situated in the VII
segment and a Meckel’s diverticulum without inflamation
were found. Wedge hepatic resection; sigmoidectomy with
manual T-T colo-colo-anastomosis; diverticulectomy and
ileostomy were performed; After patient repositioning
ablation of perianal tumors that are firmly adherent to the
right wall of the anal canal was performed.

Figure 3. HE 100x Neuroendocrine tumor

Figure 5. AE1/AE3

Figure 7. Synapthophisin
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The patient’s hospitalisation was uneventfull, with
favorable evolution of the perineal remnant cavity and was
discharged 18 days after the surgery.The histopathological
result showed conventional colonic adenocarcinoma pT3N0,
G2, both in the sigmoid colon and in the perianal region;
Meckel diverticulum with grade I, localised neuroendocrine
tumor (1,5 cm), developed in the mucosa, penetrating the
scubmucosa and muscularis propria, without serosa
involvment and no mucosal ulceration. Imunohistochimy
tests shows: synapthophisin and chromogranin positive in
tumor cells. Ki67 positive in less than 1% of tumor cells.
DOG, CK7, CK20 negative in tumor cells. Postoperative
tests showed 5-Hydroxyindolylacetic acid (5-HIA) =
2,76mg/24h, serotonine serum levels = 132,75 µg/L, and
plsmatic Chromogranin-A = 34,48ng.mL

Figure 4. Chromogranin 100x

Figure 6. CK20

Figure 8. Ki67
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Liver tissue with preserved structure, showing small
tumoral area, with uniform, medium-sized cells, with
nucleolate nuclei, with IHC showing: Ki67 positive in 5%
of tumor cells that showed inflammatory aspects, CK7,
CK20, synapthophisin, chromogranin, DOG, AE1/AE3
were found positive in rare hepatocytes and bile ducts;
OCH1E5 positive in hepatocytes– appearrence of
regeneratie liver nodule.
The patient is monitorized oncologically, but without
adjuvant treatment. The patient is admitted to our service at
3 months postoperatively for stoma reintegration, without
clinical and paraclinical signs of colonic or perineal
recurrence.
Contrast abdominal MRI, at 3 months postoperatively,
showed in the fifth liver segment a hyperplastic
regenerative node, that requires imaging monitoring.
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Figure 9. 3 months postoperative control MRI T1
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Conclusion
The presence of multiple synchronous neoplasms in a
patient with a neuroendocrine tumor back up the theory
sustaining the carcinogenic properties of certain type of
NET’s or the personal predisposition in developing
malignancies. The presence of multiple malignancies should
not be looked upon as a rarity but arouse further research in
order to identify a possible NET as an underlining cause.
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