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Abstract

The incidence of multiple primary tumours increases with age and due to
multiple other factors as environmental and genetic predisposition. The au-
thors describe a case of a 77-year-old female patient with diagnosis in Sep-
tember 2009 of colon mucinous adenocarcinoma. She was submitted to sur-
gery, considered R1 and adjuvant chemotherapy. Six months after treatment
she had abdominal recurrence on a nodular lesion in peritoneal fat. The pa-
tient was submitted to surgery and did multiple courses of systemic treat-
ment. She underwent cytoreductive surgery with hyperthermic chemother-
apy, too. In December 2014 she presented a nodular lesion on the bladder and
after excision, the histology confirmed a high-grade transitional cell carci-
noma and she maintains treatment with endovesical BCG instillations. After
that, she had no evidence of peritoneal disease progression. Besides the bad
prognosis associated to peritoneal disease, our case report describes a long
survival (5 years with no disease progression) in a patient with high risk at
diagnosis to peritoneal recurrence. This case shows the importance of multi-
modal approach and the impact of locoregional treatment in localized metas-
tatic disease.
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1. Introduction

The incidence of multiple primary tumours increases with age and there are
currently more cases reported, not only because of advances in treatment that
lead to an increased in overall survival, but also because of better accuracy of di-
agnostic modalities that increases the rate of diagnosis. In addition, the rise of

life expectancy, immunosuppression, viral infections, environmental factors and
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genetic predisposition are potential additional factors for multiple carcinogene-
sis. Still, the risk factors like tobacco cannot be forgotten.

The authors describe a case of a patient with recurrent peritoneal metastasis of
mucinous adenocarcinoma of ascending colon, submitted to multimodal treat-
ment with stable disease after 5 years and a transitional cell bladder carcinoma

that is currently with no evidence of disease.

2. Case

A 77-year-old female patient, with a medical history of hypertension, obesity
and active smoking, was submitted in September 2009 to a right hemicolectomy
due to mucinous adenocarcinoma of ascending colon. The tumour was staged as
pT3 NO MO, with the surgery considered R1, due to a positive radial surgical
margin.

In multidisciplinary team, she was proposed to perform complementary che-
motherapy (ChT). The patient initiated mFOLFOX6 (5-fluorouracil, folinic acid
and oxaliplatin) scheme in November 2009. Due to oxaliplatin neurotoxicity, the
dose of that drug was reduced by 25% after the third cycle. In February 2010,
because of a grade 3 hypersensitivity reaction, oxaliplatin was discontinued and
she maintained treatment with DeGramont (5-fluorouracil plus folinic acid)
scheme to a total of 12 cycles (the last one in May 2010).

In December 2010, as a result of persistent abdominal pain, an abdominopel-
vic computed tomography scan (CT) and a magnetic resonance imaging (MRI)
were done; both showed a single nodular lesion with 2.5 cm in peritoneal fat,
near the ileocolic anastomosis, very suspicious of metastatic disease.

In a multidisciplinary team, the patient was proposed to a segmental enterec-
tomy, which was performed in March 2011. The histological examination re-
vealed the presence of a mucinous adenocarcinoma implant in the adipose tis-
sue, with no lymph node involvement and a proximal circumferential resection
margin smaller than 1 cm. The tumour presented a RAS mutation. Then, she
was proposed to palliative ChT and started treatment on May 2011 with
FOLFIRI (5-Fluorouracil, Folinic Acid and Irinotecan) scheme. After 12 cycles
(October 2011), she presented stable disease. Due to gastrointestinal toxicity, ir-
inotecan was reduced by 25% after the 1st cycle. After the 12th cycle, ChT was
stopped by the patient’ will. Peritoneal disease progression was documented on
March 2012 on CT scan and the patient’ resume FOLFIRI plus bevacizumab. She
did treatment (12 cycles) until September 2012 with partial response as the bet-
ter response. Again, ChT was stopped by the patient’ will.

After 3 months on surveillance, in December 2012, a new disease progression
was documented as peritoneal carcinomatosis. Positron-emission tomography—
computed tomography (PET-CT) revealed 18F-FDG hypermetabolism in two
indistinguishable colon masses in the hepatic angle, one of which in contact with
the abdominal wall as well as another with abdominal wall invasion. Because of

progressive disease only in peritoneum, the clinical case was discussed in mul-

DOI: 10.4236/jct.2019.108055

672 Journal of Cancer Therapy


https://doi.org/10.4236/jct.2019.108055

F. Pereira et al.

tidisciplinary team and the patient was proposed to a cytoreductive surgery with
hyperthermic chemotherapy (HIPEC) with mitomycin C, which was done in
February 2013. The anatomopathological examination revealed implants in-
volving the transverse colon, sigmoid colon and left para-rectal area as well as
the left ovary; Twenty-eight lymph nodes were isolated, 4 of which metastasized.
The patient continued treatment with DeGramont scheme, and 5 months later,
in July 2013, as a result of abdominal pain, a new thoraco-abdominopelvic CT
was carried out and it was suspicious of new peritoneal recurrence, given the
appearance of a 10 mm nodular densification anterior to the inferior vena cava,
and an area of irregular densification in the anterior abdominal wall. To better
clarify these findings, it was performed a PET-CT, which revealed hypercapta-
tion in the suspected CT lesions. She started FOLFIRI again, and after 12 cycles
she had partial response on CT scan.

In February 2014, a PET-CT response evaluation was performed and revealed
hypercaptation in a single abdominal tumour implant. The patient underwent
exploratory laparotomy in March 2014, with resection of two abdominal nod-
ules, one located in the mesentery anterior to the inferior vena cava and another
in the sigmoid mesocolon. Histology of the mesentery implant confirmed a
mucinous adenocarcinoma metastasis, whereas the other nodule revealed cy-
tosteatonecrosis. Given the poor tolerance to ChT, it was decided to maintain
clinical surveillance.

Nine months later, in December 2014, on a CT scan, the patient presented a
nodular image with 12.5 mm on the left posterior wall of bladder and another
nodular lesion suspicious in the right lobe of the liver with 11 mm. On the
PET-CT, a 18FDG hypercaptation focus located on the posterior wall of the
bladder in probable relation with malignant tumour was observed, with no other
abnormal uptake suggesting metabolic activity.

The patient underwent transurethral resection of bladder tumour (TUR-BT)
in March 2015, being resected two neoformations of 2 - 3 cm each. Mitomycin C
instillation was performed in the immediate postoperative period. The histo-
logical examination revealed a high-grade transitional cell carcinoma without
chorion invasion (pTa).

In May 2017, the patient did a cystoscopy that showed a local recurrence of-
bladder tumour. Patient underwent a new transurethral resection and histologi-
cal exam confirmed a low-grade papillary urothelial carcinoma, with invasion of
the chorion (p T1 NO MO). Then, it was continued treatment with endovesical
BCG instillations, which are currently being performed, with no evidence of re-
lapse.

The patient has been presented since 2014 with no evidence of new peritoneal
disease progression, with stability of findings in multiple revaluation imagiologic
techniques, that have been showing persistence of right mesenteric nodular le-
sion with 2 cm of maximum diameter, unspecific and stable, described during

the last 5 years; the last thoraco abdominopelvic CT was performed in May 2019
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and and a MRI in June 2019.

3. Discussion

After a curative treatment of the primary colon cancer, 20% - 30% will develop
locoregional or systemic recurrence during the follow-up. The liver is the most
common metastatic site, followed by peritoneal cavity, which has a big impact
on prognosis. About half of patients with CRC will have disease recurrence as
peritoneal metastasis and 25% of these will have peritoneal disease as the only
site of metastatic disease. Median OS in metastatic CRC is 30 months, with im-
provement of therapeutic options, and up to 20% of patients treated with ChT
are alive at 5-years. The colon cancer with peritoneal carcinomatosis prognosis is
extremely poor [1] [2].

The present case represents an example of metachronous peritoneal metastatis
from primary colon cancer, with a long survival after multimodal approach,
namely with HIPEC.

The introduction of aggressive cytoredutive procedures combined with intra-
peritoneal ChT promised to alter the prognosis of these patients. Some studies
showed a benefit in OS with 5-year survival rates 20% - 30% [3]. In a study, pa-
tients with metachronous peritoneal disease showed a median OS of 28 months
with this approach [4]. Aggressive surgical cytoreduction with intraperitoneal
chemotherapy has been applied to patients with isolated peritoneal carcinoma-
tosis, but the benefits of this approach remain controversial. The date remains
insufficient to conclude about if the survival advantage is due to treatment or
tumor biologic features. Another question about HIPEC is the importance of
skills and experience of surgeon, so this procedure needs to be done in a
high-experience center [5] [6] [7]. Results of PRODIGE 7 show a similar overall
post-operative mortality and morbidity rates between 2 groups (with or without
HIPEC). Median recurrence free survival was 11.1 months in non-HIPEC group
and 13.21 months in HIPEC group (p 0.486). The median OS was not different
too. At median follow up of 64 months, OS was 41.2 months in non-HIPEC
group and 41.7 months in HIPEC group (p 0.995), showing that the addition of
HIPEC did not given a benefit in metastatic CRC outcomes [8].

Peritoneal disease is diagnosed in advanced stage in most of patients. La-
parotomy or laparoscopy is the gold standard to diagnosis metachronous pe-
ritoneal metastasis but is difficult to perform given this is an invasive option.
CT has a low sensitivity for little lesions (<5 mm). MRI and PET-CT show a
better sensitivity and a better correlation with intraoperatively disease [9] [10].
However, given the difficult to diagnosis there are trials that try to support
second-look surgery in high risk patients. Segelman et al considered as risk
factors to peritoneal disease: tumors in right colon, emergency surgery, sur-
gery non-RO, incomplete lymphadenectomy (<12 nodes examined) [11]. Other
risk factors described are: T4 disease, perforated cancer, ovarian metastases, and

positive peritoneal fluid cytology [10]. Some authors concluded that prophylac-

DOI: 10.4236/jct.2019.108055

674 Journal of Cancer Therapy


https://doi.org/10.4236/jct.2019.108055

F. Pereira et al.

tic HIPEC or second-look surgery after systemic treatment in high risk patients
would anticipate clinical or radiological relapse, treating carcinomatoses in early
stages, when cure is possible [10] [11] [12].

Besides the bad prognosis associated do peritoneal disease, our case report
describes a long survival (5 years with no disease evidence) in a patient with high
risk at diagnosis to peritoneal recurrence (right colon, R1 surgery, mucinous
carcinoma). This case shows the importance of multimodal approach and the
impact of locoregional treatment in localized metastatic disease. Another im-
portant question in this case is the importance of biopsy of recurrent disease. In
an era of target therapy, the biopsy of metastasis had another importance to de-
cide relatively to treatment. In addition, this case illustrates that another primary
tumor could be differential diagnosis and we must think about this possibility,

essentially in case of presence of risk factors.
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