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five-year cumulative HCC incidence rate was 13.3%, 
8.8%, and 1.4% for those who experienced HBV-
DNA elevation, those who maintained detectable but 
low HBV-DNA levels, and those who maintained 
undetectable HBV-DNA levels, respectively.

The five-year cumulative HCC incidence rate was 
5.9% for patients who started AVT; longer AVT duration 
and longer complete virologic response (less than 12 
IU/mL) duration was associated with lower HCC risk.

It was concluded that compensated cirrhosis patients 
with detectable, but low viral load were not at low risk 
for HCC and AVT was associated with lower HCC risk, 
suggested that prompt AVT should be considered for 
these patients.

Sinn, D., Lee, J., Goo, J., et al.  “Hepatocellular 
Carcinoma Risk in Chronic Hepatitis B Virus-Infected, 
Compensated Cirrhosis Patients With Low Viral Load.”  
Hepatology 2015; Vol. 62, pp. 694-701.

NAFLD and Myocardial Dysfunction
NAFLD and heart failure are obesity-related conditions 
with high cardiovascular mortality and to study whether 
NAFLD is independently associated with subclinical 
myocardial remodeling or dysfunction among the 
general population, a cross-sectional analysis of 
2713 participants from the multi-center, community-
based coronary artery risk development in young 
adults (CARDIA Study), who underwent concurrent 
CT quantification of liver fat and comprehensive 
echocardiography with myocardial strain measured 
by speckle tracking during the year 25 examination (age 
43 to 55 years, 58% female and 48% black). 

NAFLD was defined as liver attenuation less or 
equal to 40 Hounsfield units after excluding other causes 
of liver fat.  Subclinical left ventricular (LV) systolic 
function was defined using values of absolute peak 
global longitudinal strain (GLS). Diastolic dysfunction 
was defined using Doppler and tissue Doppler imaging 
markers.  Prevalence of NAFLD was 10%. 

Participants with NAFLD had lower early diastolic 
relaxation (E prime) velocity (10.8 vs. 11.9), higher LV 
filling pressure (E/e prime ratio 7.7 vs. 7), and worse 
absolute GLS (14.2 vs. 15.2), than non-NAFLD.

When adjusted for HF risk factors or body mass 
index, NAFLD remained associated with subclinical 
myocardial remodeling and dysfunction. The association 
of NAFLD with E prime velocity (E/e prime ratio and 

Radiofrequency Ablation in Confirmed 
Low-Grade Dysplasia in Barrett’s Esophagus
To determine the effectiveness of radiofrequency 
ablation (RFA) in clinical practice, this study compared 
the rate of progression of low-grade dysplasia (LGD) 
after RFA with endoscopic surveillance alone in routine 
clinical practice. A retrospective study of 45 patients 
who underwent RFA or surveillance endoscopy (N 
= 125) for LGD confirmed by at least one expert 
pathologist was carried out from October 1992 through 
December 2013 at three medical centers in the United 
States.

Cox Regression Analysis was used to assess the 
association between progression and RFA. Data were 
collected over median followup periods of 889 days 
after RFA and 848 days after surveillance endoscopy. 
The annual rates of progression to esophageal 
adenocarcinoma were 6.6% in the surveillance group 
and 0.77% in the RFA group. The risk of progression to 
HGD or EAC was significantly lower among patients 
who underwent RFA than surveillance.

Small, A., Araujo, J., Leggett, C., et al.  “Radiofrequency 
Ablation is Associated with Decreased Neoplastic 
Progression in Patients with Barrett’s Esophagus and 
Confirmed Low-Grade Dysplasia.”  Gastroenterology 
2015; Vol. 149, pp. 567-576.

HBV Cirrhosis With Low Viral Load and HCC
To determine whether antiviral therapy (AVT) should 
be recommended for compensated cirrhosis patients 
with HBV infection and detectable, but low serum 
HBV-DNA levels, a retrospective cohort of 385 
treatment-naïve, HBV-related compensated cirrhotic 
patients with a mean age of 51 years and with low 
HBV-DNA levels (less than 2000 IU/mL) was carried 
out for the development of HCC during a median of 
5.6 years of follow-up. In that period of time, HCC 
had developed in 37 (9.6%) patients. The 5-year 
cumulative HCC incidence rate was 2.2%, 8.0% and 
14% for patients with undetectable HBV-DNA, low 
HBV-DNA levels plus normal ALT levels, and low 
HBV-DNA levels plus elevated ALT levels at base-
line.

During follow-up, 71 patients maintained 
undetectable HBV-DNA levels and 126 experienced 
HBV-DNA elevations over 2000 IU/mL.  AVT was 
initiated in 77 patients.  In patients without AVT, the 
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presence of the HOA DQ2/DQ8 haplotypes.
It was concluded that higher proportions of patients 

with NCWS or CD developed autoimmune disorders, 
are ANA positive and show DQ2/DQ8 haplotypes, 
compared with patients with IBS.

Caroccio, A., D’Alcamo, A., Cavatio, F., et al.  “High 
Proportions of People With Non-Celiac Wheat Sensitivity 
Had Auto-Immune Disease or Antinuclear Antibodies.” 
Gastroenterology 2015; Vol. 149, pp. 596-603. 

Dabigatran and Gastrointestinal Bleeding
Protection with PPI and H2 Blockers
To determine whether gastroprotective agents (GPA) 
prevent gastrointestinal bleeding (GIB) in dabigatran 
users, a retrospective cohort study using a population-
wide database managed by the Hong Kong Hospital 
Authority was carried out. Patients newly prescribed 
dabigatran from 2010 to 2013 were included in the 
analysis. Poisson  regression was used to assess the risk 
of GIB in those users by incidence ratio (IR), adjusted 
for patient characteristics, comorbidities and concurrent 
medications.

Among the 5041 patients newly prescribed 
Dabigatran, 124 (2.5%) developed GIB during followup 
evaluation (4.2/100 patient years). The risk of GIB in 
this population increased among patients 75 years and 
older (IR 2.47), patients with history of peptic ulcers 
or GIB (IR 2.31), and patients who used aspirin (IR 
1.52). Concomitant use of gastroprotective agents was 
associated with reduced risk of GIB (IR 0.52).

Subcategory analysis showed that the use of PPI 
(IR 0.53), or a histamine type 2 receptor antagonist 
(IR 0.61), were associated with a lower risk of GIB.  
Further analysis showed that the risk reduction by these 
agents was significant for only upper GIB (IR 0.29) and 
only for patients with a prior history of peptic ulcers 
or GIB (IR 1.4).

It was concluded that in the Hong Kong population, 
use of gastroprotective agents was associated with an 
increased risk of GIB in patients taking dabigatran. The 
association was stronger for upper GIB than lower GIB 
in patients with prior history of peptic ulcers or GIB. 

Chan, E., Lau, W., Long, W., et al. “Prevention of 
Dabigatran-Related Gastrointestinal Bleeding With 
Gastroprotective Agents:  A Population-Based Study.”  
Gastroenterology 2015; Vol. 149, pp. 586-595.

GLS), was attenuated after controlling for visceral 
adipose tissue. Effect modification by race and sex 
was not observed.

It was concluded that NAFLD is independently 
associated with subclinical myocardial remodeling and 
dysfunction and provides further insight into a possible 
link between NAFLD and HF.

Van Wagner, L., Wilcox, J., Colangelo, L., et al.  “Association 
of Nonalcoholic Fatty Liver Disease With Subclinical 
Myocardial Remodeling and Dysfunction:  A Population-
Based Study.”  Hepatology 2015; Vol. 62, pp. 773-783.

Non-Celiac Wheat Sensitivity and
Auto-Immune Markers or Disease
To evaluate the prevalence of auto-immune diseases 
(ADs), among patients with nonceliac wheat sensitivity 
(NCWS), investigation was carried out as to whether 
these patients carry antinuclear antibodies (ANA). A 
retrospective study of 131 patients with that diagnosis 
(121 female), was carried out at two hospitals in Italy 
from January 2011 through June 2011. Data were also 
collected from 151 patients with CD or irritable bowel 
syndrome (IBS) controls.  

Patient medical records were reviewed to identify 
those with ADs. A prospective study was also carried 
out of 42 patients diagnosed with NCWS from July 
2011 through March 2014 at three hospitals in Italy. A 
total of 100 age and sex-matched subjects with CD or 
IBS served as controls. Serum samples were collected 
from all subjects and ANA levels were measured by 
immunofluorescence analysis. Participants completed a 
questionnaire and their medical records were reviewed 
to identify those with ADs.  

In retrospective analysis, similar portions of 
subjects with NCWS and CD (29%) developed ADs, 
mainly Hashimoto’s thyroiditis (29 cases), compared 
with a smaller proportion of subjects with IBS (4%).  
In the prospective study, 24% of patients with NCWS, 
20% of subjects with CD, and 2% of subjects with IBS 
developed ADs.

In the retrospective study, serum samples tested 
positive for ANA in 46% of subjects with NCWS, 24% 
of subjects with CD, and 2% of subjects with IBS. In 
the prospective study, serum samples were positive for 
ANA in 28% of subjects with NCWS, 7.5% in subjects 
with CD and 6% of subjects with IBS versus patients 
with NCWS. ANA positivity was associated with the 
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NAFLD In Adolescents Undergoing Bariatric Surgery
To investigate the prevalence of NAFLD in a multicenter 
cohort of adolescents undergoing bariatric surgery and 
the factors associated with it, a total of 242 adolescents 
undergoing bariatric surgery between March 2007 and 
February 2012 was carried out in five tertiary care centers 
in a multicenter prospective observational cohort study. 
Intra-operative core liver biopsies were collected from 
165 subjects; 17 were excluded because of insufficient 
liver tissue or use of hepatotoxic medications. A total 
of 148 remained in the study with a mean age of 16.8 
and a median BMI of 52 kg².

Liver tissues were analyzed by histology using 
validated criteria. Hepatic gene expression was analyzed 
in 67 samples.

NAFLD was present in 59% of this predominantly 
female (72%), white (68%), non-Hispanic (91%) cohort. 
In subjects with NAFLD, 24% had borderline and 10% 
had definite NASH.

Mild fibrosis (stage 2 or lower) was observed in 
18% of liver biopsies and stage 3 and 0.7%, but cirrhosis 
was not detected.

Dyslipidemia was present in 78% of subjects, 
hypertension in 44%, and diabetes in 14%.  More 
severe NAFLD was associated with increasing levels 
of ALT, FBS, hypertension, and WBC. Only diabetes 
was associated with detection of fibrosis (OR = 3.56).  
Microarray analysis associated presence of NASH with 
altered expression of genes that regulate macrophage 
chemotaxis, cholesterol absorption and fatty acid 
binding.  

It was concluded that more than half of the 
adolescents undergoing bariatric surgery in this cohort 
had NAFLD, but the prevalence of severe or fibrotic 
NASH was low. Increasing severity of NAFLD was 
associated with level of ALT and cardiometabolic 
risk factors, but not BMI. Based on gene expression 
analysis and definite NASH, these were associated 
with abnormal immune function, intestinal cholesterol 
absorption and lipid metabolism.

Xinthakos, S., Jenkins, T., Kleiner, D., et al for 
the TEEN LABS Consortium.  "High Prevalence of 
Nonalcoholic Fatty Liver Disease in Adolescents 
Undergoing Bariatric Surgery."  Gastroenterology 
2015; Vol. 149, pp. 623-634.

Ledipasvir and Sofosbuvir Plus Ribavirin 
for HCV with Advanced Liver Disease
A phase 2, open-label study was carried out, assessing 
treatment of the NS5A inhibitor ledipasvir, the 
nucleotide polymerase inhibitor sofosbuvir, and 
ribavirin in patients infected with HBV genotype 1 
or 4. Cohort "A" enrolled patients with cirrhosis and 
moderate or severe hepatic impairment who had not 
undergone liver transplantation. Cohort "B" enrolled 
patients who had undergone liver transplantation, 
those without cirrhosis, those with cirrhosis and mild, 
moderate or severe hepatic impairment; and those with 
fibrosing cholestatic hepatitis.  

Patients were assigned randomly to receive 12 
or 24 weeks of a fixed-dose combination tablet with 
ledipasvir and sofosbuvir once daily plus ribavirin. 
The primary endpoint was SVR at 12 weeks after the 
end of treatment.  

A total of 337 patients were enrolled, 332 with HCV 
genotype 1 infection and 5 (1%) with HCV genotype 
4 infection. In Cohort "A" (nontransplant) SVR 12 
was achieved by 86 to 89% of patients. In Cohort "B", 
SVR 12 was achieved by 96 to 98% of patients without 
cirrhosis or with compensated cirrhosis by 85 to 88% 
with moderate impairment, 60 to 75% of patients with 
severe hepatic impairment, and by all patients with 
fibrosing cholestatic hepatitis.  

Response rates in the 12 and 24 week groups were 
similar. A total of 13 patients (4%) discontinued the 
combination prematurely because of adverse events; 
10 patients died from complications related to hepatic 
decompensation. 

It was concluded that the combination of ledipasvir, 
sofosbuvir and ribavirin for 12 weeks produced high 
rates of SVR, 12 in patients with advanced liver disease 
including those with decompensated cirrhosis before 
and after liver transplantation.

Charlton, M., Everson, G., Flamm, S., et al for the 
SOLAR-1 Investigators.  "Ledipasvir and Sofosbuvir 
Plus Ribavirin for Treatment of HCV Infection in Patients 
With Advanced Liver Disease."  Gastroenterology 
2015; Vol. 149, pp. 649-659.
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