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Editorial

Hepatocellular Carcinoma (HCC) is the second leading cause
of cancer death in the world among adult men. In recent years,
the incidence of HCC has been escalating, especially in men [1]
with a dismal 5-year survival rate at 17% [1]. The most commonly
implicated risk factors are hepatitis B, hepatitis C and cirrhosis from
alcohol abuse. A recently implicated but poorly understood risk
factor is Nonalcoholic Fatty Liver Disease (NAFLD) and patients
with NAFLD have hepatic steatosis with or without inflammation
and fibrosis. Intriguingly, HCC has been shown to be the most
common type of cancerin diabetics in one study [2]. The underlying
pathogenesis of NAFLD is not yet clearly understood but the most
commonly accepted hypothesis is insulin resistance leading to hepatic
steatosis and possibly steatohepatitis [3].

Recently, Mittal et al published a retrospective cohort study in
which they looked for the development of HCC without cirrhosis in
veterans with NAFLD [4]. They reviewed records of 1500 veterans
with verified HCC and then proceeded to classify them as those with
evidence for no cirrhosis (level 1 and 2) and those with confirmed
cirrhosis. Around the same time, Piscaglia et al in Italy published a
prospective observational study in which they intended to assess the
clinical patterns of HCC in NAFLD [5]. They followed 756 patients
with either NAFLD or HCV related chronic liver disease that had
HCC.

The VA study demonstrated that 194 of the 1500 patients had
evidence for no cirrhosis. Interestingly, among patients with NAFLD-
related HCC, 34.6% had no evidence for cirrhosis and in those patients
with HCC and metabolic syndrome as the only risk factor, 32.7%
patients had no evidence for cirrhosis. This is in stark contrast to viral
and alcohol as risk factors where majority of patients has underlying
cirrhosis at the time of diagnosis of HCC. HCC patients were likely
to be older compared to those with confirmed cirrhosis with a mean
age 65.5 for those with level 1 evidence of no cirrhosis and 69.7 for
those with level 2 evidence of no cirrhosis and 62.6 for those with
confirmed cirrhosis (p value < 0.01). At the time of diagnosis, patients
with no evidence of cirrhosis were likely to have Barcelona Clinic
Liver Cancer (BCLC) stage B as compared to HCC with cirrhosis
(stage C Vs D). The results of the Italian study were comparable
with 46.2% of patients with NAFLD-related HCC without cirrhosis
as compared to 97.2% in HCV-related HCC. However, patients in
this study with NAFLD-related HCC were significantly younger

than patients with HCV-related HCC. Their results also showed
that NAFLD patients were more likely to have advanced stage HCC
with BCLC stage C compared to HCV-related HCC. Consequently,
survival was significantly shorter in patients with NAFLD-HCC in
HCV-HCC but seemed comparable when confounding factors were
eliminated and patients were matched for tumor stage.

These studies spark interest in a recently recognized risk factor of
HCC. In 2012 Rahman et al identified NAFLD without cirrhosis as a
risk factor for HCC in a review of SEER (Surveillance, epidemiology
and end results) database [6]. Patients with NAFLD have a more than
5-fold risk (OR 5.4; 95% CI, 3.4-8.5) of having HCC in the absence
of cirrhosis than patients with HCV related HCC. HCC appeared
to be common in males in both the studies consistent with prior
studies defining a 2:1 risk. These studies combined both invasive
and validated non-invasive method to diagnose cirrhosis in patients.
More recently Ma et al identified loss of CD4+ T cell population as a
risk factor for NAFLD associated HCC. In vitro and animal studies
revealed increased linoleic acid exposure led to mitochondrial
generation of reactive oxygen species (ROS) and apoptosis of CD4T+
cell population [7].

Several questions are generated need further research. Do we
need to redefine HCC screening strategies with this new information?
What are the at-risk groups within the NAFLD population? Do statins
or metformin have a role in prevention of HCC in this population
would also remain to be seen. These studies trigger key questions into
oncogenesis with further studies warranted to identify intervention
points and prevention strategies.

References
1. American Cancer Society Statistics, 2016.

2. Davila JA, Morgan RO, Shaib Y, Mc Glynn KA, El-Serag HB. Diabetes
increases the risk of hepatocellular carcinoma in the United States: a
population based case control study. Gut. 2005; 54: 533-539.

3. Guzman G, Brunt EM, Petrovic LM, Chejfec G, Layden TJ, Cotler SJ.
Does nonalcoholic fatty liver disease predispose patients to hepatocellular
carcinoma in the absence of cirrhosis? Arch Pathol Lab Med. 2008; 132:
1761-1766.

4. Mittal S, El-Serag HB, Sada YH, Kanwal F, Duan Z, Temple S, et al.
Hepatocellular carcinoma in the absence of cirrhosis in United States veterans
is associated with nonalcoholic fatty liver disease. Clinical Gastroenterology
and Hepatology. 2016; 14: 124-131.

5. Piscaglia F, Svegliati-Baroni G, Barchetti A, Pecorelli A, Marinelli S, Tiribelli
C, et al. Clinical patterns of hepatocellular carcinoma in nonalcoholic fatty
liver disease: A multicenter prospective study. Hepatology. 2016; 63: 827-
838.

6. The Liver Meeting 2012: American Association for the Study of Liver Diseases
(AASLD) 63 Annual Meeting. Abstract 97. Presented November 11, 2012.

7. Ma C, Kesarwala AH, Eggert T, Medina-Echeverz J, Kleiner DE, Jin P,
et al. NAFLD causes selective CD4* T lymphocyte loss and promotes
hepatocarcinogenesis. Nature. 2016; 531: 253-257.

Gastrointest Cancer Res Ther - Volume 1 Issue 1 - 2016
Submit your Manuscript | www.austinpublishinggroup.com
Singh et al. © All rights are reserved

Citation: Kulkarni T, Singh A. Hepatocellular Carcinoma — Is NAFLD Getting Stifled?. Gastrointest Cancer Res
Ther. 2016; 1(1): 1003.


mailto:http://www.cancer.org/research/cancerfactsstatistics/cancerfactsfigures2016/
mailto:http://www.ncbi.nlm.nih.gov/pubmed/15753540
mailto:http://www.ncbi.nlm.nih.gov/pubmed/15753540
mailto:http://www.ncbi.nlm.nih.gov/pubmed/15753540
mailto:http://www.ncbi.nlm.nih.gov/pubmed/18976012
mailto:http://www.ncbi.nlm.nih.gov/pubmed/18976012
mailto:http://www.ncbi.nlm.nih.gov/pubmed/18976012
mailto:http://www.ncbi.nlm.nih.gov/pubmed/18976012
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26196445
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26196445
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26196445
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26196445
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26599351
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26599351
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26599351
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26599351
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26934227
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26934227
mailto:http://www.ncbi.nlm.nih.gov/pubmed/26934227

	Title
	Editorial
	References

