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Abstract

Working at an university-based teaching hospital that is actively involved with liver disease and its complication, hepatocellular
cancer, we often encounter clinical uncertainty about this disease entity amongst primary care physicians and general internists.
Discussed are five questions and answers in a “nutshell:”

TO THE EDITOR

Working at an university-based teaching hospital that is
actively involved with liver disease and its complication,
hepatocellular cancer, we often encounter clinical
uncertainty about this disease entity amongst primary care
physicians and general internists. Below are five questions
and answers in a “nutshell:”

1. How significant is hepatocellular carcinoma (HCC)? 

HCC is the second leading cause of cancer-related deaths
worldwide in men and the 6th leading cause in women (1).
The ten year increase in prevalence proportion of HCC is
more than double that of any other cancer in Canada (2).
Risk of HCC is highest in men, at advanced age, with
chronic hepatitis B (HBV) or cirrhosis (particularly from
hepatitis C in Canada). 

2. Who should be screened for HCC and how should they be
screened?

Among chronic HBV carriers, men ≥ 40 years of age,
women ≥ 50 years of age, patients of African descent, with
cirrhosis or a family history of HCC, are recommended for
abdominal ultrasound at 6 months intervals for HCC
screening. Patients with cirrhosis from hepatitis C, alcoholic
liver disease, genetic hemachromatosis, and likely non-
alcoholic fatty liver disease should similarly be screened (3).

The issue of screening with alpha fetoprotein is
controversial.  A randomized control trial of >18000 Chinese
chronic HBV carriers reported abdominal ultrasound and
serum alpha feta protein (AFP) at 6 months interval resulted
in a 37% relative reduction in HCC-specific mortality
compared to no screening (4). However, the limited
sensitivity and specificity of AFP has excluded it from

current screening recommendations (3). Figure 1 highlights
the HCC diagnostic algorithm. 

3. How is HCC staged and what are the surgical treatment
options?

Multidisciplinary management and prognosis of HCC is
based on the Barcelona Clinic Liver Cancer (BCLC) staging
system (3). Resection is optimal for single or multiple
lesions in close anatomical proximity in noncirrhotics or
Child Pugh A patients without portal hypertension, but
recurrence risk is high. HCC within the Milan criteria
(solitary tumor ≤5cm or three nodule ≤3cm) should be
assessed for liver transplantation (3). Some transplant
centres will allow transplantation of HCC beyond Milan
criteria.

4. Are there non-surgical treatment options?

Nonsurgical locoregional therapy includes radiofrequency
ablation (RFA) and transarterial chemoembolization
(TACE). RFA is a potentially curative treatment for solitary
HCC not candidate for resection or liver transplant. TACE
relies on injection of chemotherapeutic agents into the
hepatic artery, the main vascular supply to HCC, which is
then embolized to induce tumor necrosis, and is suitable for
multifocal disease without portal vein invasion (3).

5. Is there chemotherapy for HCC and is there any benefit?

Sorafenib, an oral multitargeted tyrosine kinase inhibitor, is
indicated for metastatic HCC
The SHARP trial reported Child Pugh A patients with
unresectable HCC randomized to sorafenib had two months
longer time to radiographic progression and median survival
than placebo (5).



Hepatocellular Carcinoma

2 of 3

Figure 1

 Adapted from Bruix J, Sherman M. American Association
for the Study of Liver Diseases. Management of
hepatocellular carcinoma. Hepatology. 2011.

Sincerely,
John C.T. Wong MD, FRCP(C)
Chief Gastroenterology Fellow

University of British Columbia

Eric M. Yoshida MD, MHSc, FRPC(C)
Professor of Medicine
Head, Division of Gastroenterology
University of British Columbia
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