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Over-the-Scope Clips for 
Recurrent Bleeding Peptic Ulcer
A prospective, randomized trial to determine 
whether over-the-scope clips (OTSCs) were 
more effective than the standard treatment of 
severe recurrent upper gastrointestinal bleeding, 
the study was carried out at 9 academic referral 
centers (Germany, Switzerland, and Hong Kong), 
from March 2013 through September 2016.

Adult patients with recurrent peptic ulcer 
bleeding following initially successful hemostasis 
(66 patients), were randomly assigned to groups 
that underwent hemostasis with either OTSC or 
standard therapy. Standard therapy was defined as 
hemostasis with through-the-scope clips (TTSC, 
N=31), or thermal therapy plus injection with 
diluted adrenaline (N=2). The primary endpoint 
was further bleeding. Patients with further bleeding 
were allowed to cross over to OTSC therapy.  Main 
secondary endpoints were mortality, necessity of 
surgery or angiographic salvage therapy, duration 
of stay in the hospital or intensive care, number of 
blood units transfused and complications associated 
with endoscopic therapy.

Persistent bleeding after per-protocol 
hemostasis was observed in 14 patients (42.4%) 
in the standard therapy group and 2 patients (6%) 
in the OTSC group. Recurrent bleeding within 7 
days occurred in 5 patients (16.1%) in the standard 
therapy group vs 3 patients (9%) in the OTSC 
group. Further bleeding occurred in 19 patients 
(57.6%) in the standard therapy group and in 5 
patients (15.2%) in the OTSC group. Within 30 
days of followup, 1 patient in the standard therapy 
group and 1 patient in the OTSC group required 
surgical therapy. Within 30 days of the procedure, 2 
patients died in the standard therapy group (6.3%), 
and 4 patients died in the OTSC group (12.1%). 
There were no significant differences in the other 
secondary endpoints. 

It was concluded that in this prospective, 
randomized trial, that endoscopic treatment with 
OTSCs is superior to standard therapy with TTSCs 
for patients with recurrent peptic ulcer bleeding.  

Schmidt, A., Golder, S., Goetz, M., et al.  “Over-
the-Scope Clips Are More Effective Than 
Standard Endoscopic Therapy for Patients 
With Recurrent Bleeding of Peptic Ulcers.”  
Gastroenterology 2018; Vol. 155, pp. 674-686.

Effect of Treatment of HCV 
without Advanced Liver Disease
The impact of SVR on mortality after DAA treatment 
was studied to evaluate the impact with Interferon-
free DAA treatment in all-cause mortality with 
HCV-infected patients without advanced liver 
disease. The study was an observational cohort 
analysis comprising 103,346 genotype 1, 2 and 
3 HCV mono-infected patients without advanced 
liver disease, defined by FIB-4 less than 3.25 and 
no diagnosis of cirrhosis, hepatic decompensation 
or hepatocellular carcinoma and no history of liver 
transplantation, identified from the VA Hepatitis C 
Clinical Case Registry. 

Among 40,664 patients treated with Interferon-
free DAA regimens, a total of 39,374 (96.8%) 
achieved SVR and 1290 (3.2%) were no SVR; 
62,682 patients constituted the untreated cohort.

The mortality rate for SVR patients of 1.18 
deaths/100 patient/years was significantly lower 
than the rates for both no-SVR patients (2.84 
deaths/100 patient/years), and untreated patients 
(3.84 deaths/100 patient/years). SVR patients with 
FIB-4 less than 1.45 and 1.45-3.25 had a 46% and 
63.2% reduction in mortality rates, respectively, 
compared to no SVR patients at 66.7% and 70.6% 
reduction in mortality rates, respectively, compared 
to untreated patients.

In multivariate Cox proportional hazard 
models, controlling for baseline demographics,  
clinical characteristics, and comorbidities, SVR 
was independently associated with reduced risk 
of death, compared to no SVR (HR 0.44), and 
compared to untreated patients (HR 0.32). 

It was concluded that successfully treating 
hepatitis C patients with direct-acting antiviral 
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therapy, who had no clinically apparent advanced 
liver disease, translates into a significant mortality 
benefit.

Bachus, L., Belperio, P., Shahoumian, T., 
Mole, L.  “Direct-Acting Antiviral, Sustained 
Virologic Response:  Impact on Mortality in 
Patients Without Advanced Liver Disease.”  
Hepatology 2018; Vol. 68, No. 3., pp. 827-838.

Prediction of Bleeding in Cirrhosis 
with Low Platelet Counts
Thrombocytopenia is perceived as a risk factor 
for bleeding events in patients with cirrhosis. To 
determine a relationship between the platelet count 
and bleeding, investigation of relationship between 
platelet count and major or clinical relevant non-
major bleedings during a follow-up of 4 years was 
carried out.

A total of 280 cirrhotic patients with different 
degrees of liver disease (67% males, age median 64; 
47% Child-Pugh B and C), were followed up for a 
median of 1129 days, yielding 953.12 patient years 
of observation. The annual rate of any significant 
bleeding was 5.4% per year for major and minor 
bleeding (3.57% and 1.9%, respectively). A total of 
52 (18.6%) patients experienced a major (N = 34) 
or minor (N = 18) bleeding event, predominantly 
from the gastrointestinal origin. Platelet counts 
progressively decreased with a worsening of 
liver disease and were similar in patients with 
and without major or minor bleeding. A platelet 
count less than 50 x 103/µl was detected in 3 (6%) 
patients, with and in 20 (9%) patients without any 
bleeding event. Conversely, prothrombin time/INR 
was slightly higher in patients with overall or major 
bleeding.

On Cox proportional hazard analysis, 
only a previous GI bleeding (HR: 1.96), and 
encephalopathy (HR: 2.05), independently 
predicted overall bleeding events. 

It was concluded that platelet count does not 
predict unprovoked major or minor bleeding in 
cirrhotic patients.  

Basili, S., Raparelli, V., Napoleone, L., et al. 
“Platelet Count Does Not Predict Bleeding 
in Cirrhotic Patients:Results from the 
PRO-LIVER Study.” American Journal of 
Gastroenterology, 2018; Vol. 113, pp. 368-375.
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Corticosteroid Therapy vs. TN Therapy 
in Inflammatory Bowel Disease
To compare the mortality risk with prolonged 
corticosteroid use versus antitumor necrosis 
factor-a (anti-TNF) drugs in IBD, a retrospective 
cohort study was conducted among Medicaid and 
Medicare beneficiaries from 2001 to 2013 with 
IBD prescribed either greater than 3000 mg of 
prednisone or equivalent within a 12 month period, 
or new initiation of anti-TNF therapy, each treated 
as time-updating exposures.

The primary outcome was all-cause mortality.  
Secondary outcomes included common causes of 
death. Marginal structural models were used to 
determine odds ratios (ORs) and 95% confidence 
intervals (CIs) for anti-TNF use relative to 
corticosteroids.

Among patients with CD, 7694 entered the 
cohort as prolonged corticosteroid users and 1879 
as new anti-TNF users. Among patients with UC, 
3224 and 459 entered the cohort as prolonged CS 
users and new anti-TNF users, respectively. The 
risk of death was statistically significantly lower 
in patients treated with anti-TNF therapy for CD 
(21.4 vs 30.1 per 1000 person/years – OR 0.78), 
but not for UC (23.0 vs. 30.9 per 1000 person/
years – OR 0.87).  

Among the CD cohort, anti-TNF therapy was 
also associated with lower rates of major adverse 
cardiovascular events (OR 0.68) and hip fracture 
(OR 0.54).  

It was concluded that compared with prolonged 
corticosteroid exposure, anti-TNF drug use was 
associated with reduced mortality in patients with 
CD that may be explained by lower rates of major 
adverse cardiovascular events and hip fracture.  

Lewis, J., Scott, F., Bresinger, C., et al.  
“Increased Mortality Rates with Prolonged 
Corticosteroid Therapy When Compared 
with Antitumor Necrosis Factor-a 
Directed Therapy for Inflammatory 
Bowel Disease.”  American Journal of 
Gastroenterology, 2018; Vol. 113, pp. 405-417.

Diabetes, Metabolic Comorbidities 
and the Risk of Hepatocellular Carcinoma
Type 2 diabetes (T2D), is a risk factor for 
hepatocellular carcinoma (HCC). To determine 
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whether T2D duration or additional metabolic 
comorbidities further contribute to HCC risk, 
data from the Nurses’ Health Study (NHS) with 
120,826 women enrolled in 1980 and the Health 
Professionals Follow-Up Study (HPS), with 
250,284 men enrolled in 1986 and followed through 
2012. Physician-diagnosed T2D was ascertained 
at baseline and updated by biennially.  

Cox proportional hazards regression models 
were used to calculate age- and multivariable-
adjusted hazard ratios (HRs) and 95% confidence 
intervals (CIs) for incident HCC.

Over 32 years of follow-up (4,488,410 person/
years) and 112 cases of HCC (69 women, 43 men), 
were documented and was associated with an 
increased HCC risk (multivariable HR 4.59), as 
was an increasing T2D duration.

Compared to nondiabetics, the multivariable 
HRs for HCC were 2.96 for 0-2 years, 6.08 for 2-10 
years, and 7.52 for greater than 10 years.

Increasing number of metabolic comorbidities 
(T2D, obesity, hypertension, and dyslipidemia), 
was associated with increased HCC risk compared 
to individuals without metabolic comorbidity. 
Those with four metabolic comorbidities had an 
8.1-fold increased HCC risk. In T2D, neither insulin 
use nor oral hypoglycemic use was significantly 
associated with HCC risk (HR 2.04 and HR 1.45, 
respectively).  

It was concluded that T2D is independently 
associated with increased risk for HCC in two 
prospective cohorts of U.S. men and women. The 
risk is enhanced with prolonged diabetes duration 
and with comorbid metabolic conditions suggesting 
importance of insulin resistance in the pathogenesis 
of HCC.  

Simon, T., King, L., Chong, Q., et al.  
“Diabetes, Metabolic Comorbidities, and 
Risk of Hepatocellular Carcinoma:  Results 
From Two Prospective Cohort Studies.”  
Hepatology 2018; Vol. 67, pp. 1797-1806.

Stents vs. Balloon Dilation for PSC
Dominant strictures occur in approximately 50% of 
patients with primary sclerosing cholangitis (PSC). 
A prospective study to compare the efficacy and 
safety of balloon dilatation vs. short-term stents in 
patients with non-end-stage PSC was carried out as 

an open-label trial in patients with PSC undergoing 
therapeutic ERCP. This was done in 9 tertiary care 
centers in Europe from July 2011 through April 
2016.   Patients found to have a dominant stricture 
during ERCP were randomly assigned to groups 
that underwent balloon dilatation (N = 31), or stent 
placement for a maximum of 2 weeks (N = 34). 
Patients were followed for 24 months.  The primary 
outcome was a cumulative recurrence-free patency 
of the primary dominant strictures.

Study recruitment was terminated after a 
planned interim analysis because of futility and 
differences in treatment-related serious adverse 
events between groups. The cumulative recurrence-
free rate did not differ significantly between groups 
(0.34 for the stent group and 0.30 for the balloon 
dilatation group at 24 months). Most patients in 
both groups had reduction in symptoms at 3 months 
after the procedure. 

There were 17 treatment-related serious adverse 
events (post-ERCP pancreatitis in 9 patients, 
bacterial cholangitis in 4 patients). SAEs occurred 
in 15 patients in the stent group (45%) and only 
2 patients in the balloon dilatation group (6.7%).  

It was concluded in a multicenter, randomized 
trial that patients with PSC and a dominant stricture, 
short-term stents were not superior to balloon 
dilatation and were associated with a significantly 
higher occurrence of treatment-related SAEs. 
Balloon dilatation should be the initial treatment 
of choice for dominant strictures in patients with 
PSC and particularly relevant to patients with an 
intact papilla. 

Ponsioen, C., Arnelo, U., Bergquist, A., et 
al. “No Superiority of Stents Vs. Balloon 
Dilatation for Dominant Strictures in Patients 
with Primary Sclerosing Cholangitis.”  
Gastroenterology 2018; Vol. 155, pp. 752-759.

Prediction of Fibrosis Regression 
After SVR in HCV Treatment
To investigate the degree of fibrosis regression 
(decrease greater than 1 METAVIR stage) after 
SVR and its associated factors in recurrent hepatitis 
C, as well as the diagnostic capacity of noninvasive 
methods in the assessment of liver fibrosis and 
portal hypertension (PH) after viral clearance, 112 
hepatitis C virus-infected liver transplant (LT) 
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It was concluded that SVR post LT induces 
fibrosis regression in most patients, leading to 
significant clinical benefit.  Pretreatment HVPG 
and LSM are significant determinants of the 
likelihood of fibrosis regression.  LSM accurately 
predicts the presence of AF and PH one year after 
SVR and thus can be used to determine monitoring 
strategies.

Mauro, E., Crespo, G., Montironi, C., et 
al.  “Portal Pressure and Liver Stiffness 
Measurements in the Prediction of Fibrosis 
Regression After Sustained Virological 
Response in Recurrent Hepatitis C.”  
Hepatology 2018;  Vol. 67, pp. 1683-1694.

Murray H. Cohen, DO, “From the Literature” Editor, is 
on the Editorial Board of Practical Gastroenterology.

recipients who achieved SVR between 2001 and 
2015 were evaluated.  A liver biopsy was performed 
before treatment and 12 months post-SVR.  

Hepatic venous pressure gradient (HVPG), 
liver stiffness measurement (LSM), and enhanced 
liver fibrosis score (ELF) were all determined at 
the same time points. 

A total of 67% of the cohort presented fibrosis 
regression, 43% of recipients with cirrhosis and 
72-85% in the remaining stages.  HVPG, LSM 
and ELF significantly decreased post-SVR.  Liver 
function significantly improved and survival was 
significantly better in patients achieving fibrosis 
regression.

Baseline HVPG and LSM, as well as 
decompensations before therapy were independent 
predictors of fibrosis regression. One year post 
SVR, LSM had high diagnostic accuracy to 
discard the presence of advanced fibrosis (AF) 
and clinically significant PH.  

PRACTICAL
GASTROENTEROLOGY

43
Years

Established

1977


