L))

Check for
updat

Case Report

Page 1 of 6

Colon metastasis from recurrent gallbladder cancer: a case report
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Abstract: Gallbladder cancer (GBC) is associated with a poor prognosis. Colonic metastases representing
approximately 1% of total colorectal cancers, are very rarely reported. According to more recent data
in the literature, cases of colon metastases from GBC have not been reported. We report the case of a
78-year-old woman who underwent a cholecystectomy in 2017, for a diffuse carcinoma iz situ and an
infiltrating adenocarcinoma pT2a G2; she completed six months of adjuvant gemcitabine chemotherapy
and started a regular follow up in our institution. Three years later she came to our observation after
having developed severe anemia and she was diagnosed synchronous liver and colonic metastases from
GBC immunohistologically confirmed. The case was collegially evaluated by a multidisciplinary team. In
consideration of the progressive deterioration of the clinical conditions, the extension of the primary GBC
and the patient’s age, it was decided to start in July 2020 a first-line mono-chemotherapy treatment with
gemcitabine. This is probably the first reported case of colonic metastasis in a patient with a recurrent GBC
with synchronous liver involvement. We conclude that though colon is a rare metastatic site of GBC, one
should keep vigilance for colon metastases to prevent and detect their occurrence in symptomatic cases in

order to improve the survival.
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Introduction of the biliary tree or from metastatic liver diseases. The
. . most frequent sites of metastases from this kind of neoplasm
Primary adenocarcinoma of the gallbladder accounts for 5% ) 4 ) . ) P

. . . . . are intraabdominal and among them, we list the liver most
of malignant tumors and is associated with a poor prognosis.

Tt is diagnosed as an incidental finding while doing frequently involved by direct extension, with an incidence

abdominal procedures for other diseases or cholecystectomy
(1-3). Gallstones are the most prevalent risk factors and
are present in 70-90% of patients with gallbladder cancer
(GBC) (4). Some correlations between tobacco use, female
sex, multiparity, substance abuse, high body mass index
(BMI) and incidence of gallbladder carcinoma were found.
In the most of cases, patients are asymptomatic (5-7). The
majority of symptoms include pain, anorexia, nausea or
vomiting, obstructive jaundice, either from direct invasion

ranging from 60% to 90% and intra-abdominal lymph
nodes involved in about 60% of cases (8). Extra-abdominal
metastatic sites like pleura and lung are rare. Very few cases
are reported affecting skin, bone, central nervous system,
heart, orbit, scalp, cervix, kidney, thyroid, breast and even
the hernia sac (9-18). Approximately 10-30% of patients
will be candidates for surgical resection, the only potentially
curable treatment of localized gallbladder carcinoma.
Adjuvant therapy options are about fluoropyrimidine-based
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Figure 1 CTCE axial plane. CT image shows a focal parietal
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thickening with contrast enhancement at the level of the left colon.

Arrow shows the thickening mentioned above.
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Figure 2 CTCE axial plane. CT image shows a focal parietal
thickening with contrast enhancement at the level of the sigmoid

tract. Arrow shows the aforementioned thickening.

chemoradiation or fluoropyrimidine- or gemcitabine-based
chemotherapy alone. Chemotherapy is the mainstay for
stage IV/unresectable GBC even if prognosis is poor despite
treatment. Targeted biologic therapy, such as inhibitors
of VEGEF, EGFR, and HER2, have been evaluated in the
setting of advanced disease but further studies are still
needed in this issue (19). Colonic metastases representing
approximately 1% of total colorectal cancers, are very rarely
reported; in most cases there are multiple lesions and one
third of them may still be asymptomatic or found only at
autopsy. Metastatic involvement of colorectum is often
diagnosed in patients with a primary cancer deriving from
the lung, ovary, breast, prostate, kidney, skin, stomach,
or hepatobiliary system (20). Herein, we present a case of
recurrent gallbladder cancer with synchronous liver and
colonic metastases. To date, based on patient data in the
literature, there have been no reports about development
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of metastases to the colon from primary gallbladder
adenocarcinoma.

We present the following case in accordance with the
CARE reporting checklist (available at http://dx.doi.
org/10.21037/acr-20-167).

Case presentation

A 78-year-old woman’s past medical history was marked,
3 years ago, by a cholecystectomy for a diffuse carcinoma
in situ and an infiltrating adenocarcinoma pT2a G2;
she completed six months of adjuvant gemcitabine
chemotherapy and started a regular follow up in our
institution. According to the guidelines, a clinical-
laboratory-instrumental re-evaluation was carried out
every 6 months. In May 2020, because a severe anemia
[hemoglobin (hb) 6 g/dL] our patient was hospitalized
in Medicine Institute of our Hospital. She underwent
blood transfusions and other tests. A CT scan showed
liver metastases, the two largest of which were in the
VIII segment, respectively in the subcapsular region
(maximum diameter 20 mm) and in the paracaval region
(maximum diameter 16 mm), and two focal parietal
doubtful circumscribed parietal thickening of the left colon
and sigmoid tract (Figures 1,2). A flexible colonoscopy
revealed a 3 cm extending stenosis with a fragile and eroded
surrounding mucosa difficult to overcome, 30 cm from
the anal verge, another similar lesion with a maximum
diameter 7 mm at 34 cm from the anal verge and a third
5 cm lesion with ulcerated mucosa and fragile on contact
with the instrument, 49 cm from the anal verge. All three
lesions were biopsied but histological examination was
not diagnostic. Biopsy of one of the liver lesions was then
performed: histological examination was compatible with
a metastatic localization of gallbladder adenocarcinoma
(CK7+, CK20-, CDX2-). Suddenly a second colonoscopy
was indicated by a multidisciplinary oncology group.
The examination was interrupted due to the difficulty of
progression of the instrument in relation to the visceral
rigidity at the sigmoid level where an eroded and easily
bleeding nodular mucosal area in sigmoid tract with
diverticular disease (DICA-3 according to the Diverticular
Inflammation and Complication Assessment, an endoscopic
classification for diverticulosis and diverticular disease of the
colon) was found (Figure 3). The histological examination of
the biopsies performed at this level revealed an infiltration
of adenocarcinoma, a finding compatible with a metastasis
of gallbladder adenocarcinoma (CK7+, CK20-, CDX2-)
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Figure 3 Endoscopic finding on colonoscopy: eroded and easily
bleeding nodular mucosal area in sigmoid tract with diverticular

disease (DICA-3). Arrow shows the nodular area mentioned above.

Figure 4 Hematoxylin eosin stain (20x): neoplastic gland with
moderate cytologic atypia and moderately to poor differentiated

glandular architecture.

i
Figure 5 Immunohistochemistry CK7 stain (20x): cK7 expression

in neoplastic glands on the left side, negative stain in normal

colonic glands on the right side.
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Figure 6 Immunohistochemistry CDX2 stain (20x): negative
neoplastic glands surrounded by normal colonic glands with CDX2

nuclear expression in the upper side.

Figure 7 Immunohistochemistry ¢K20 stain (20x): cK20 negative
neoplastic glands on the left side and normal colonic glands which

retain cK20 expression on the right side.

(Figures 4-7). The case was collegially re-evaluated by a
multidisciplinary team. In consideration of the progressive
deterioration of the clinical conditions, the extension of
the primary GBC and the patient’s age, it was decided not
to carry out with the typing of the 49 cm from the anal
verge located and not otherwise accessible colon lesion and
to start a first-line mono-chemotherapy treatment with
gemcitabine undertaken in July 2020. To date, the well-
tolerated chemotherapy is still ongoing at our institute and
is getting a good disease control (Figure 8).

All procedures performed in studies involving human
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Figure 8 Patient history. GBC, gallbladder cancer; GEM, gemcitabine; CHT, chemotherapy; CT, computed tomography; mets, metastases;

fnab, fine needle ago-biopsy; SD, stable disease; US, ultrasound.

participants were in accordance with the ethical standards of
the institutional research committee and with the Helsinki
Declaration (as revised in 2013). Written informed consent
was obtained from the patient for publication of this
manuscript and any accompanying images.

Discussion

The occurrence of GBC is rare, since the symptoms are
similar to those of benign disease. It is estimated that 86—
100% of these cancers are associated with cholelithiasis. It
is histologically mainly reported after surgical gallbladder
resection for benign diseases such as chronic cholecystitis
and gallstones. Some researchers suggest that gallbladder
stones may form as a result of carcinoma or may indicate
a predisposition for malignancies. It appears to have a
triple higher prevalence in women than in men with a
peak in the seventh decade of life. In our case herein
reported, the gallbladder carcinoma was diagnosed
following cholecystectomy that was performed for chronic
cholecystitis due to gallbladder stones. The most common
histological type of GBC is adenocarcinoma. Unfortunately,
GBC is still diagnosed at an advanced stage with an
unfavorable prognosis and a one-year survival rate of only
10% and so far no treatment is truly effective. Patients
with localized disease are estimated to have a five-year
survival rate of approximately 32%. According to more
recent data in the literature, cases of colon metastasis from
gallbladder carcinoma have not been reported (20). Our
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case is probably the first report of colon metastasis in a
patient with recurrent GBC. Therefore, any endoscopically
observed suspected colonic lesion in a patient with a
known GBC should always be carefully examined using the
clinical, radiological and pathological examination in order
to catch early metastasis. The case reported here is very
unusual in that the patient during the follow-up developed
blood loss anemia which made one suspect the presence
of a primary colon cancer and not a colon with secondary
involvement from another origin. Our case may help us
in daily clinical practice, to promote endoscopic screening
for intestinal metastases during follow-up for any primary
tumor, in patients who present vague and non-specific
abdominal signs and symptoms. Our patient developed
severe microcytic anemia with heme positive stools for
which she was promptly subjected to blood transfusions and
instrumental investigations, including colonoscopy, despite
not having obstructive disorders. The best knowledge
of intestinal metastases from gallbladder carcinoma and
their correct management could lead to a longer survival.
Metastatic colon lesions are a rare clinical entity that can
present management difficulties. The incidence of this type
of metastasis seems to increase, following the increased
awareness of doctors during the clinical-instrumental
follow-up checks of a primary neoplasm. Furthermore,
the presence of an increasing percentage of metastatic
lesions in an unusual site at the autopsy table, should be
a trigger for further investigations for doctors who deal
with colorectal oncology. Their clinical presentation
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can vary from asymptomatic to signs similar to those of
colorectal carcinoma as in our patient who at the same time
also developed histologically compatible liver metastases
as secondary from gallbladder carcinoma. However,
immunohistological analysis is indeed the cornerstone
to distinguish colon metastases from other tumors from
primary colorectal neoplasms. All of this is extremely
important to guide the oncologist and identify the best
therapeutic strategy with the best treatment options on
which survival ratios depend. So our case for the first time
helps us to keep in mind that colon metastases can occur in
patients with gallbladder adenocarcinomas and may also be
the presenting sign. It could be argued that patients with
a history of GBC and showing gastrointestinal symptoms,
although not specific, should undergo appropriate
diagnostic procedures, such as colonoscopy, computed
tomography and or magnetic resonance imaging, to exclude
any intestinal metastases.

Conclusions

"This is probably the first reported case of colonic metastasis
in a patient with a recurrent gallbladder carcinoma
with synchronous liver involvement. In our opinion,
it is important to have great awareness during follow-
up examinations for primary neoplasms, so as to prevent
secondary involvement to the colon and rectum too.
Keeping this in mind we conclude that though colon is a
rare metastatic site of GBC and it may be a difficult issue
for oncologists to resolve because of its rarity, one should
keep vigilance for colon metastases to prevent and detect
their occurrence in symptomatic cases in order to improve
the survival period.
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