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Abstract:

Cholangiocarcinoma is the second most common hepatic cancer, with a poor prognosis and a high mortality
rate.

We report the case of a 73-year-old woman, followed for intrahepatic cholangiocarcinoma in 2010, she had a
left hepatectomy with lymph node dissection followed by surveillance for one year. The evolution has been
marked by a metastatic relapse, and was put under chemotherapy-based gemcitabine with a good response.
Currently the patient is under good control.

I.  Introduction:
Cholangiocarcinoma is the second most common primary malignant liver tumor, accounting for 10-20% of
primary liver cancers.
The average age of onset is 50 years and the majority of cases in the western world are diagnosed at age 65 or
later.
The prognosis of cholangiocarcinoma is very poor with the mortality rate is higher for men than for women. The
one-year relative survival rate increased from 16.4% in the 1970s to 27.6% in the 1990s, but the 5-year survival
rate has not changed since then (<5%).

Il.  Case Presentation:

We report the case of a 73-year-old patient, followed in the department of medical oncology at Hassan
I1 University hospital for intrahepatic cholangiocarcinoma.

The patient presented to the ER with pain in the right hypochondrium, with an abdominal CT scan of
tumor proliferation in the gall bladder, she underwent left hepatectomy with lymph node dissection. The
pathological examination showed a moderately differentiated and infiltrating cholangiocarcinoma measuring
7*6.5*6¢cm, classified pT2NOMX.

She had not receive chemotherapy in adjuvant because the patient refused other treatment.

After a delay of 12 months, the patient had an abdominal pain, the clinical exam found the patient with
Karnofsky index < 60 and abdominal distension. The thoraco-abdominal CT shows a recurrent liver with
peritoneal carcinomatosis with increased ACE marker at 122. We had put our patient under monochemotherapy
with gemcitabine, having received 14 cures for 2 years, with a good tolerance and good clinical, biological and
radiological response, the decision was to make a therapeutic break. After two years of follow-up, the patient
presented a radiological progression, the decision was to restart gemcitabine. The patient has received 16 cures
during 2 years with good response, then an another therapeutic break was conducted. Three months later, the
patient presented a new radiological progression from which the resumption of gemcitabine 7 cures, with a good
biological and radiological response, hence a therapeutic break, once again.

Seven months later, she presented a new radiological progression, hence the initiation of gemcitabine,
this time the patient received 14 cycles.

Currently the patient is in clinical, biological and radiological stability under chemotherapy.

I1l.  Discussion:
Cholangiocarcinoma (CCA) is the most common malignant tumor of the bile ducts (1). Histologically,
90% of SCCs are adenocarcinomas associated with other variants, including ring-type rings, clear cells,
papillary adenocarcinomas, intestinal adenocarcinomas, oat cell carcinomas, adenosquamous carcinomas and
squamous cell carcinomas (2).
The exact cause of cholangiocarcinoma is unknown and most cases occur sporadically, but there are
several well-defined risk factors. The most common of these is primary sclerosing cholangitis (PSC).
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Generally, cholangiocarcinoma develops in the context of chronic inflammation and cholestasis (3).
Pre-inflammatory cytokines such as interleukin-6 (IL-6) have been associated with cholangiocarcinogenesis
(4,5).

Surgical treatments are the only potentially curative therapeutic options for intrahepatic CCAs.
Unfortunately, only a minority of patients are eligible for surgical resection. The surgical results depend largely
on the success of the RO resection (negative surgical margins). The rates of resecability vary between 19 and
74%. Recidivism rates are generally high around 60-65% (6). The survival rates depend on the RO resection and
the state of the lymph nodes. After RO resection, the 5-year survival rates are 23-42% versus 0% after R +
resection (7.8,9).

The five-year survival rate in patients with N1 status after surgical resection is 0-9% and up to 43% in
the case of NO disease (8, 10).

For patients unable to undergo curative surgical treatment; the current standard treatment is bi-
chemotherapy with gemcitabine and cisplatin, which has shown a significant increase in progression-free
survival compared to the regimen containing gemcitabine alone, based on the ABC-02 trial (11).

For intrahepatic cholangiocarcinomas with residual local disease after resection, the National
Comprehensive Cancer Network (NCCN) category 1 recommendation is combination therapy with gemcitabine-
cisplatin. Locoregional care is a category 2B recommendation, with fluoropyrimidine or other chemotherapy
based on gemcitabine or the best supportive care as an alternative.

For unresecable extrahepatic cholangiocarcinoma, NCCN recommends combination therapy with
gemcitabine and cisplatin (category 1). Alternatives are a chemotherapy regimen based on fluoropyrimidine or
other gemcitabine or fluoropyrimidine chemoradiotherapy. NCCN also recommends gemcitabine cisplatin
combination therapy as a Tier 1 option for metastatic extrahepatic cholangiocarcinoma, with fluoropyrimidine
or other gemcitabine-based chemotherapy regimens.

In a Korean study, adjuvant therapy improved the prognosis in patients with positive metastatic lymph
nodes (median OS 21.9 vs. 11.5 months, p = 0.003). The overall recurrence rate was 55.0% and distant
metastases (39.7%) were more frequent than locoregional recurrences (20.8%). The true rate of 5-year OS after
RO resection of hilar cholangiocarcinoma is 30.1%. Adjuvant therapy may be beneficial in patients with lymph
node metastases (12).

The cohort study based on the Netherland population showed that in patients with hilar
cholangiocarcinoma, 26% were found to be resecable. The long-term survival rate of 7% of unresectable
patients is remarkable. Patients with metastases had a much worse prognosis with a median of 4 months (13).

The median survival for unresectable tumor is 9 to 15 months (14).

The results of the available randomized trials demonstrate the superiority of a bi-chemotherapy
comprising a platinum, mainly with gemcitabine, over a monotherapy with fluoropyrimidine or gemcitabine or
over the best exclusive supportive care.

the most widely used protocol in cholangiocarcinoma is the cisplatin gemcitabine combination, with a
response rate around 8 months (15).

In a Scandinavian phase Il trial in 90 patients with advanced biliary or pancreatic cancer,
chemotherapy with 5FU and folinic acid (plus etoposide in patients in good general condition) was not
significantly superior to exclusive supportive care in the sub. -group of patients with biliary cancer, and the
toxicity was significant (grade 3-4: 41%) (16).

An Indian single-center phase Il trial in 81 patients with advanced gallbladder carcinoma showed an
overall survival benefit of a gemcitabine-oxaliplatin combination compared to exclusive supportive care, but
also compared to a 5FU-folinic acid combination. (9.5, 4.5 and 4.6 months respectively, p = 0.039) (17).

IV.  Conclusion:
Cholangiocarcinoma is an uncommon malignancy tumor. Its prognosis is dark with a survival of less
than 5% at five years. Radical surgery is the only modality of potentially curative treatment, while the impact of
chemotherapy on survival remains controversial.
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