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received SOF plus PEG-IFN/RBV; 20 had received 
SOF-RBV; 5 had received SOF placebo plus PEG-INF/
RBV, and one (2%) received GS-0938 monotherapy. 
Fourteen had compensated cirrhosis at baseline and 47 
(92%) had non-CC, IL-28B genotypes.  

SVR-12 was achieved by 50 of the 51 patients 
treated.  Among the 45 patients who received SOF in 
earlier treatments, 44 (98%) achieved SVR-12. The 
only patient who did not achieve SVR-12 had genotype 
3A HCV who had been incorrectly genotyped as 1A in 
the previous study.

With the high rate of SVR, no differences among 
patient subgroups were discernible. Of 51 patients, 41 
(80%), experienced at least one adverse event, but most 
events were mild to moderate in severity.

The most common AEs were fatigue, headache, and 
diarrhea. One patient discontinued treatment because 
of an unrelated bipolar disorder.

It was concluded that 12 weeks of LDV-SOF plus 
RBV was an effective and safe treatment for patients 
who had not achieved SVR with earlier regimens that 
included SOF.  

Wiles, D., Pokros, B., Morelli, G., et al.  “Ledipasvir/
Sofosbuvir Plus Ribavirin for Patients With Genotype 
1 Hepatitis C Virus Previously Treated in Clinical Trials 
of Sofosbuvir Regimens.”  Hepatology 2015; Vol. 61, 
pp. 1793-1797.

Value of Transient Elastography in HBV
To define subclinical cirrhosis and increased risk of HCC 
and investigate whether transient elastography (TE) can 
identify patients with subclinical cirrhosis (SEC), who 
are at increased risk of developing HCC among chronic 
hepatitis B (CHB) patients without clinical evidence of 
cirrhosis, 2876 CHB patients without clinical cirrhosis 
who received TE examinations between April 2006 and 
December 2012 were enrolled in a prospective study. 
SEC was defined as nonclinical cirrhosis, but with liver 
stiffness (LS) value 13 kilopascals (kPa), or greater.  

Mean age of the study population was 46.1 years 
and male gender was predominant. Mean LS value 
was 7.9 kPa and SEC was identified in 285 (9.9%) of 
patients. 

During the median followup period of 48.9 months, 
HCC developed in 16 patients (13.3 per 1000 person/
years) in the SEC group and 36 (3.4 per 1000 person/
years) in the non-SEC group. Cumulative incidence 
rate of HCC in the SEC group was significantly higher 

Surveillance of Small Upper 
Gastrointestinal Subepithelial Tumors
To determine the natural history of small subepithelial 
tumors (SELs), less than 30 mm in size after evaluation 
by EUS, surveillance was carried out to determine 
degree of patient compliance with surveillance 
recommendations in a prospective registry at two 
tertiary centers, including 187 consecutive adult patients 
referred for EUS evaluation of foregut cells. 

Surveillance was recommended in 65 patients with 
hypoechoic SELs, 44.6% women with an average age 
of 59.5. Of these, 29 (44.6%), underwent surveillance 
EUS as recommended and were followed for a median 
of 30 months (12 to 105). During follow-up, 16 SELs 
(25%), increased in size with a mean increase of 3.4 
and a range of 1 to 15. No change in echotexture of 
the SELs was observed.  One patient was referred to 
surgery because of growth reater than 30 mm.  

It was concluded that during a median followup of 
30 months, growth in size was observed in 25% of small 
foregut SELs. However, change in size was minimal 
and only one patient was referred for surgery, based on 
surveillance EUS findings.

Compliance with surveillance recommendations 
was poor with fewer than 50% of patients undergoing 
that surveillance as EUS recommended. 

Kushnir, V., Kaswany, R., Hollander, T., et al.  
“Compliance with Surveillance Recommendations 
for Foregut Subepithelial Tumors is Poor:  Results of 
a Prospective, Multicenter Study.”  Gastrointestinal 
Endoscopy; Vol. 81, No. 6, pp. 1378-1384.

Treatment of Patients With Failed Prior Treatment 
in Clinical Trials of Sofosbuvir Regimen for 
Genotype 1 HCV
An open-label trial was conducted to assess the efficacy 
and safety of ledipasvir (LDV-SOF), plus RBV in 
patients with genotype 1 HCV who did not achieve 
SVR after treatment in phase II and III trials of SOF 
regimens.  A total of 51 patients were enrolled in 24 
sites in the United States.  All patients received a fixed-
dose combination tablet of LDV-SOF once daily, plus 
weight-based RBV (1000 or 1200 mg per day) for 12 
weeks.

The efficacy endpoint was the proportion of patients 
with SVR 12 weeks after discontinuation of therapy 
(SVR 12).

Of the 51 patients enrolled, 25 had previously 
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than the non-SEC group.
On multivariate analysis, SEC was independently 

associated with a risk of developing HCC, regardless 
of antiviral therapy (HR 4.680), with antiviral therapy 
(HR 3.344).  

It was concluded that TE can identify CHB patients 
with SEC who are at increased risk of developing HCC, 
even when cirrhosis is not clinically apparent.

Kim, S., Kim, B., et al.  “Increased Risk of Hepatocellular 
Carcinoma in Chronic Hepatitis B Patients With 
Transient Elastography - Defined Subclinical Cirrhosis.” 
Hepatology 2015; Vol. 61, pp. 1851-1859.

Bleeding Peptic Ulcer, NSAIDs and H. Pylori
The risk of peptic ulcer bleeding (PUB) associated 
with the interaction of NSAIDs and including low-dose 
aspirin (ASA) with H. pylori infection was evaluated in 
this study to determine the risk with their interactions. 
A case-controlled study, including 6656 cases of PUB 
and 66 controls was carried out with 74.3 cases and 
54.8% controls testing positive for H. pylori infection.  
The controls were matched by age, sex, and month of 
admission.  H. pylori status was determined in all cases 
and controls by serology. Drug use was determined 
by structured questionnaire. Adjusted relative risk 
associated with different factors and the interaction 
between NSAID/ASA and H. pylori infection were 
estimated by logistic regression analysis.

A total of 34.5% of cases had current NSAID 
use compared with 13.4% of controls.  Respective 
proportions for low-dose ASA use were 15.8% and 
12%, respectively.

The RR of PUB for concomitant NSAID use and H. 
pylori infection suggested an additive effect, whereas 
no interaction was observed with NSAID use alone. 

It was concluded that NSAIDs, low-dose ASA 
use and H. pylori infection are three independent risk 
factors for the development of PUB, but there were 
differences in the interaction effect between low dose 
ASA (no interaction), or NSAID (addition) use and H. 
pylori infection.

Sostres, C., Carrera-Las Fuentes, P., Benito, R., et al. 
“Peptic Ulcer Bleeding Risk:  The Role of Helicobacter 
Pylori Infection in NSAID/Low Dose Aspirin Users.”  
American Journal of Gastroenterology, 2015; Vol. 110, 
pp. 684-689.

Local Recurrence of Colorectal Neoplasia
A study was carried out aiming to evaluate local 
recurrence and its associated risk factors after 
endoscopic resection (ER) for colorectal neoplasia 2 
cm or greater in size.  

Conventional endoscopic resection (CER) is 
widely accepted for early colorectal neoplasia, but 
large neoplasias remain problematic as they necessitate 
piecemeal resection, increasing the risk of local 
recurrence.  In a multicenter prospective study conducted 
in Japan in 18 medium and high-volume specialized 
institutions, followup colonoscopy was performed after 
12 months in cases of complete resection and after 3 
to 6 months in cases of incomplete resection.  Local 
recurrence was confirmed by endoscopic findings and/
or pathologic analysis.

Follow-up colonoscopy was performed in 1524 of 
1845 enrolled colorectal neoplasias with a mean age of 
65 years.  The local recurrence rates were 4.3%, 6.8%, 
and 1.4% for the entire cohort for CER and for ESD, 
respectively.  The relative risks of local recurrence were 
0.21 with ESD, compared with 0.32 for CER with en 
bloc ESD compared with en bloc CER and 0.90 with 
piecemeal ESD compared with piecemeal CER.

Significant factors associated with local recurrence 
were piecemeal resection, laterally spreading tumors 
of granular type, tumor size 4 cm or greater, no 
pretreatment magnification, and 10 years or less of 
experience in CER and piecemeal resection only in 
ESD (endoscopic submucosal dissection).  

It was concluded that en bloc ESD reduces the 
local recurrence rate for large colorectal neoplasias.  
Piecemeal resection is the most important risk factor 
for local recurrence, regardless of the ER method used. 

Oka, S., Tanaka, T., Sito, Y., et al for the 
Colorectal Endoscopic Resection Standardization 
Implementation Working Group of the Japanese 
Society for Cancer of the Colon and Rectum, Tokyo, 
Japan.  “Local Recurrence After Endoscopic Resection 
for Large Colorectal Neoplasia:  A Multi-Center 
Prospective Study in Japan.”  American Journal of 
Gastroenterology, 2015; Vol. 110, pp. 697-707.

Lubiprostone for Opioid-Induced
Constipation in Chronic Non-Cancer Pain
A multi-center, phase III trial evaluated oral lubiprostone 
for constipation associated with non-methadone 
opioids in patients with chronic noncancer-related 
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pain. Standard criteria were utilized to characterize 
constipation and the primary endpoint was the overall 
SBM response rate (spontaneous bowel movements). 
Responders had at least moderate response (i.e., 1 or 
greater SBM improvement over baseline frequency) in 
all treatment weeks with observable data, as well as a 
full response (greater than 3 SBM per week for at least 
9 of the 12 treatment weeks).

A total of 431 patients were randomized; 212 each 
received lubiprostone and placebo and 7 were not 
treated. Overall, the SBM response was significantly 
higher for patients treated with lubiprostone versus 
placebo (27.1 vs. 18.9, respectively).  

Overall mean change from baseline in SBM 
frequency was significantly greater with lubiprostone 
versus placebo (3.2 vs. 2.4, respectively).  

The mean time to first SBM was significantly 
shorter with lubiprostone versus placebo (23.5 vs. 
37.7 hours, respectively). Compared with placebo, the 
patients treated with lubiprostone exhibited significant 
improvement in straining, stool consistency and 
constipation severity.  

No significant differences were observed in quality 
of life measures or the use of rescue medication, but the 
percentage of patients who used rescue medication was 
consistently lower in the lubiprostone group than in the 
placebo group; months 1 (34.9% vs. 37.7%), months 
2 (23.4% vs. 26.6%), and months 3 (25% vs. 22%).

Adverse events that occurred greater than 5% 
were diarrhea, nausea, vomiting, and abdominal pain, 
with lubiprostone 11.3%, 9.9%, 4.2%, and 7.1%, 
respectively. Placebo was 11.8%, 4.7%, 5.2%, and 0%, 
respectively. None of the serious adverse events were 
related to lubiprostone.

It was concluded that lubiprostone significantly 
improved symptoms of OIC and were well tolerated 
in patients with chronic noncancer pain.

Jamai, M., Adams, A., Jansen, J., Webster, L.  
“Lubiprostone:  A Randomized Pseudo-Controlled 
Trial of Lubiprostone for Opioid-Induced Constipation 
in Chronic, Noncancer Pain.”  American Journal of 
Gastroenterology, 2015; Vol. 110, pp. 725-732.

Drug-Induced Microscopic Colitis
Recently, several drugs were reported to increase 
the risk of microscopic colitis (MC) and this study 
characterized that presentation as chronic, watery 
diarrhea. A population-based, nested case-controlled 
study using a Dutch primary care database (1999 to 
2013), was carried out. Incident MC cases age greater 
than 18 years were matched to community-based and 
colonoscopy-negative controls on age, sex, and primary 
care practice. Drug use was assessed between 1 and 2 
years before the index date. Adjusted odds ratios (OR) 
were calculated by conditional logistic regression.

A source population of 1,458,410 subjects of which 
218 cases were matched to 15,000 and 45 community 
controls and 475 colonoscopy-negative controls was 
carried out. Current use emphasis (less than 3 months) 
of proton pump inhibitors (PPIs), NSAIDs, SSRIs, 
low-dose aspirin, ACE inhibitors and beta-blockers 
significantly increased the risk of MC compared with 
never using community controls.

Adjusted ORs ranged from 2.5 for ACE inhibitors 
to 7.3 for PPIs in the year prior to the index date, after 
accounting for diagnostic only use of NSAIDs, PPIs, 
low-dose aspirin, and ACE inhibitors increased the 
risk of MC.

Compared with colonoscopy controls, only use 
of PPI (OR 10.6) and NSAIDs (OR 5.6) increased the 
risk of MC.  

It was concluded that NSAIDs and PPIs are 
associated with increased risk of MC. The association 
of MC with the use of other drugs is “probably” 
explained by worsening of diarrhea symptoms, rather 
than increasing the risk of MC itself.  

Masclee, G., Columa, P., Kuypers, E., Sturkenboom, 
M., “Increased Risk of Microscopic Colitis with the 
Use of Proton Pump Inhibitors and Nonsteroidal 
Anti-inflammatory Drugs.”  American Journal of 
Gastroenterology, 2015; Vol. 110, pp. 749-759.
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