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Abstract
Ataxia telangiectasia (A-T) is a rare autosomal recessive disease characterized by ataxia, cutaneous and
ocular telangiectasia, impaired immunity with susceptibility to sino-pulmonary infections, radiation
sensitivity and cancers particularly of haemato-lymphoid origin. Liver function tests abnormalities and
elevated alfa feto-protein have been reported in A-T however there is no reported case of combined
hepatocellular-cholangiocarcinoma (cHCC-CC) in literature. These tumours should be treated in similar
fashion as in general population however reduction of chemotherapy dose might be helpful in decreasing
chemo-toxicity.

Introduction
Ataxia telangiectasia (A-T) is a rare autosomal recessive disease [1]. Waldman et al have shown
deranged liver function with elevated alfa feto-protein (AFP) due to abnormal development of
hepatocytes in A-T [2]. However, liver malignancies are very uncommon. Herein, we present a case of
combined hepatocellular-cholangiocarcinoma (cHCC-CC) in a 24 year-old man.

Case Report
A 24 year-old gentleman who was diagnosed with ataxia telangiectasia at age of 14 years presented to
our hospital with upper abdominal pain for 2 months. Abdominal computed tomography (CT) scan
revealed non-cirrhotic liver having heterogeneously enhancing lesion with central necrosis in segment IVb
and V with thrombosis in anterior branch of right portal vein without regional and distant metastasis. His
liver function tests were normal. Serum AFP and cancer antigen 19.9 were 3642.08 ng/mL and
76.43U/mL respectively. On examination he was wheel chair bound due to ataxia and his performance
status was deemed to be Eastern Cooperative Oncology Group (ECOG) scale 3 [3]. Liver biopsy revealed
cHCC-CC. The tumor was composed of two morphologically distinct components: first, hepatocellular
composed of Hepatoid cells arranged in trabeculae and sheets and the second, cholangiocarcinoma
component comprising malignant glands accompanied by desmoplastic stroma. The hepatocellular
component was positive for malignant hepatocytic lineage marker, Glypican-3 while the glandular
component was focally CK19 and CK7 positive (Fig. 1). He was planned for chemotherapy (gemcitabincisplatin) with palliative intent.

Discussion
A-T is a rare autosomal recessive neurodegenerative disorder mainly characterized by ataxia, cutaneous
and ocular telangiectasia, impaired immunity with susceptibility to sino-pulmonary infections, radiation
sensitivity and cancers particularly of haemato-lymphoid origin [1]. Probable incidence of A-T is 1 in
100,000 live births while heterozygous A-T mutant allele has been reported in 1.2-2% population [4, 5].
Ataxia telangiectasia term was proposed by Boder and Sedgwick in 1957 however first case was reported
in 1926 by Syllaba and Henner in French literature [6, 7]. A-T is caused by mutation in ATM gene
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(11q22.3) which is responsible for DNA double strand break repair hence increased sensitivity to cancer
[8]. ATM protein phosphorylates p53 and other tumour suppressor proteins in response to DNA damage
and inhibits cell cycle by activating cell cycle checkpoints [9]. Lifetime risk of malignancy in A-T has been
reported in range of 10-38% which is about 100 times higher than general population [10, 11, 12].
Lymphoma and leukemia are common upto 20 years of age however adults have risk of both haematolymphoid and solid tumors [1]. Solid tumours reported in AT include breast cancer, stomach cancer,
esophageal cancer, skin cancer, medulloblastoma, ovarian dysgerminma and hepatoma [13]. After
extensive search in literature we found only 3 cases of hepatocellular carcinoma [14, 15, 16] but no
reported case of cHCC-CC. Surgery is only curative treatment in resectable cHCC-CC while platinum based
chemotherapy regimens are first line treatment in unresectable cHCC-CC [17]. Role of radiotherapy in
unresectable cHCC-CC as well as in adjuvant setting with chemotherapy is debatable. Patients with A-T
have increased toxicity to both radiotherapy and chemotherapy particularly alkylating agents hence their
role and doses are controversial [18]
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Figure 1
Combined hepatocellular-cholangiocarcinoma. A) Cholangiocarcinoma component seen as malignant
glands in a desmoplastic stroma. B) Hepatocellular carcinoma component showing trabeculae and
sheets of malignant hepatocytic cells. C) Cytokeratin 19 expression is seen in the cholangiocarcinoma
cells; D) Glypican 3 positivity is seen in the malignant hepatocellular cells.
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