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thrombosis (PVT) in patients with cirrhosis.  
A total of 1243 adults with cirrhosis without 

PVT were enrolled from 43 liver units in France and 
Belgium between June 2000 and March 2006, with a 
mean follow-up of 47 months. Doppler ultrasonography 
was used to check the portal vein. Progression of liver 
disease was defined by the development of ascites, 
hepatic encephalopathy, variceal bleeding, prothrombin 
time, serum bilirubin, albumin and/or creatinine. 

G20210A prothrombin and Factor V gene mutations 
were assessed in sera stored at 3 large centers.

The five-year cumulative incidence of PVT was 
10.7%. PVT was mostly partial and varied over time, 
and development of same was independently associated 
with baseline esophageal varices and prothrombin 
time, but not with disease progression before PVT or 
prothrombotic mutations.

Disease progression was independently associated 
with baseline age (HR 1.55), BMI (HR 1.4), prothrombin 
time (HR 0.79), serum albumin (HR 0.97), and 
esophageal varices (HR 1.7), but not with the prior 
development of PVT (HR 1.32). 

It was concluded that in patients with cirrhosis, the 
development of PVT is associated with a severity of 
liver disease at baseline, but does not follow a recent 
progression of liver disease. There is no evidence 
that development of PVT is responsible for further 
progression of liver disease.

Nery, F., Chevret, S., Condat, B., et al on behalf of 
the Groupe D’Etude De Traitement Du Carcinome 
Hepatocellulare:  Causes and Consequences of Portal 
Vein Thrombosis in 1243 Patients With Cirrhosis:  
Results of a Longitudinal Study.”  Hepatology 2015; 
Vol. 61, pp. 660-667.

Transoral Fundoplication for Treatment of Regurgitation
Transoral esophagogastric fundoplication (TF) can 
decrease or eliminate features of GERD in some 
patients whose symptoms persist despite PPI therapy. 
A prospective, sham-controlled trial was carried out 
to determine if TF reduced troublesome regurgitation 
to a greater extent than PPIs in patients with GERD.

A total of 696 patients were screened with 
troublesome regurgitation despite daily PPI use with 
3 validated, GERD-specific symptom scales, on and 
off PPIs. Those with at least troublesome regurgitation 
on PPIs underwent barium swallow, EGD, 48-hour 

Comparison of Immunosuppressants 
and Biologics in Crohn’s Disease
To compare therapies for induction and maintenance 
of remission in patients with Crohn’s disease based on 
direct and indirect evidence, systematic reviews were 
performed of MEDLINE, EMBASE, and Cochrane 
Central databases through June 2014. A total of 39 
randomized control trials were identified, comparing 
methotrexate, azathioprine/6-mercaptopurine, 
Infliximab, adalimumab, certolizumab, vedolizumab, 
or combined therapies with placebo or an active agent 
for induction and maintenance of remission in adult 
patients with Crohn’s disease.

Pair-wise treatment effects were estimated through 
a Bayesian random effects network meta-analysis and 
reported as odds ratios (OR), with a 95% credible interval 
(CRL). Infliximab, the combination of infliximab and 
azathioprine, adalimumab, and vedolizumab, were 
superior to placebo for induction of remission.

In pair-wise comparisons of antitumor necrosis 
factor agents, infliximab plus azathioprine (OR 3.1), and 
adalimumab (OR 2.1), were superior to certolizumab 
for induction of remission.

All treatments were superior to placebo for 
maintaining remission except for the combination of 
Infliximab and methotrexate. Adalimumab, Infliximab, 
and Infliximab plus azathioprine were superior to 
azathioprine plus 6-mercaptopurine; adalimumab (OR 
2.9), Infliximab (OR 1.6), Infliximab plus azathioprine 
(OR 3.0), for maintenance of remission.

Adalimumab and Infliximab plus azathioprine were 
superior to certolizumab; Adalimumab (OR 2.5), and 
Infliximab plus azathioprine (OR 2.6). Adalimumab 
was superior to vedolizumab (OR 2.5).  

Based on a network meta-analysis, Adalimumab 
and Infliximab plus azathioprine are the most effective 
therapies for induction and maintenance of remission 
of Crohn’s disease.  

Hazelwood, G., Rezaie, A., Borman, M., et al. 
“Comparative Effectiveness of Immunosuppressants 
and Biologics for Inducing and Maintaining Remission 
in Crohn’s Disease:  A Network Meta-Analysis.”  
Gastroenterology 2015; Vol. 148, pp. 344-354.

Portal Vein Thrombosis With Cirrhosis
Data was analyzed from a prospective trial of ultrasound 
screening for hepatocellular carcinoma in order to 
identify risk factors for, and the impact of portal vein (continued on page 88)

From the Lit June 15.indd   86 6/10/15   2:56 AM



88� Practical�GastroenteroloGy� •� June�2015

from the literature

esophageal pH monitoring, and high-resolution 
esophageal manometry analyses.  

Patients with GERD and hiatus hernias less or 
equal to 2 cm were randomly assigned to groups that 
underwent TF and then received 6 months of placebo 
(N = 87), or sham surgery and 6 months of once or 
twice daily omeprazole (controls N = 42).  

Patients were blinded to therapy during followup 
and reassessed at 2, 12, and 26 weeks. At 6 months, 
patients underwent 48 hour esophageal pH monitoring 
and EGD.

By intention-to-treat analysis, TF eliminated 
troublesome regurgitation in a larger proportion of 
patients (67%), than PPIs (45%). A larger portion of 
controls had no response at 3 months (36%), than 
subjects who received TF (11%). Control of esophageal 
pH improved after TF (9.3% before and 6.3% after), 
but not after sham surgery.

Subjects from both groups who completed the 
protocol had similar reductions in GERD symptom 
scores. Severe complications were rare (3 receiving 
TF and 1 receiving the sham surgery). 

It was concluded that TF was an effective treatment 
for patients with GERD symptoms, particularly in those 
with persistent regurgitation despite PPI therapy, based 
on evaluation 6 months after the procedure.

Hunter, J., Kahrilas, P., Bell, R., et al.  “Efficacy of 
Transoral Fundoplication Vs. Omeprazole for Treatment 
of Regurgitation in a Randomized, Controlled Trial.”  
Gastroenterology 2015; Vol. 148, pp. 324-333.

Treatment of Chronic Radiation Proctopathy”
Chronic radiation proctopathy (CRP) is a common 
sequelae occurring even many years after pelvic 
radiation. Current ablative therapies for bleeding ectatic 
vessels have the potential for deep tissue injury leading 
to ulcerations, perforation, and fistulas. 

Radiofrequency ablation (RFA) therapy avoids 
deep tissue injury and is a promising treatment for 
CRP. To assess the long-term safety and efficacy of RFA 
for the treatment of CRP, a multicenter, retrospective 
analysis of a prospectively collected database was 
carried out at the Veterans Affairs Boston Healthcare 
System, Massachusetts, Sarasota Memorial Hospital, 
and Suncoast Endoscopy of Sarasota, Florida.

A total of 39 consecutive patients with CRP were 
treated endoscopically with RFA for CRP. The primary 

endpoint of the study was complete resolution of rectal 
bleeding. Secondary endpoints included visually scored 
improvement of CRP on endoscopic followup by using 
a rectal telangiectasia density (RTD) grading score, 
improvement in hemoglobin level, and adverse events 
related to the procedure.

Of the 39 male patients, ages were 72.9 +/- 6.6 
years. The mean number of RFA sessions was 1.49 with 
a mean interval of 18 weeks between sessions. Rectal 
bleeding stopped completely in all patients during the 
mean followup of 28 months. A significant improvement 
occurred in the mean hemoglobin level from 11.8 to 
13.5. Endoscopic severity also improved significantly 
with an improvement in the median RTD score from 
3 to 0. Treatment with RFA led to discontinuation of 
blood transfusions and iron therapy in 92% and 82% 
of patients, respectively.

In this retrospective analysis without a control 
group, RFA therapy led to complete resolution of rectal 
bleeding in all treated CRP patients, with improvement 
in clinical and endoscopic indices without any major 
adverse events. 

Further controlled studies are needed to establish 
RFA as the endoscopic therapy of choice for the 
treatment of CRP.  

Grustagi, T., Corbett, F., Mashimo, H.  “Treatment of 
Chronic Radiation Proctopathy With Radiofrequency 
Ablation.”  Gastrointestinal Endoscopy 2015; Vol. 81, 
pp. 428-436.

Endoscopic Versus Surgical Approach 
to Early Gastric Cancer
To compare long-term outcomes of endoscopic resection 
(ER) with those of surgery in patients with early gastric 
cancer (EGC), who met the absolute indication for 
endoscopic resection, a retrospective cohort study was 
carried out at a specialized center for the treatment of 
cancer. Data were respectively reviewed from patients 
who underwent gastrectomy or ER for EGC between 
2002 and 2007. Gastric cancers were differentiated/
type adenocarcinoma without ulceration confined to 
the mucosal layer and 2 cm or smaller in size.

The primary outcome was overall survival (OS); 
metachronous cancer rates and adverse event rates were 
compared.  

Kaplan-Meier plots and Cox Proportional Hazard 
Regression analyses were applied for comparisons. 

(continued from page 86)
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From the Lit June 15.indd   88 6/10/15   2:56 AM



90� Practical�GastroenteroloGy� •� June�2015

from the literature

Differences in baseline characteristics were adjusted 
by propensity score.

Among 375 patients, 261 underwent ER and 114 
underwent surgery. The median followup duration 
was 76.4 months. The five-year OS rates did not 
significantly differ between the ER and surgery groups 
(95.7% vs. 93.6%), respectively; by log rank test. There 
were no gastric cancer-related deaths in either group.  
Metachronous gastric cancer developed more frequently 
in the ER group (6.1%), than in the surgical group 
(0.9%). However, most patients (93%) in the ER group 
were curatively treated with repeat ER. Adverse event 
rates were higher in the surgery group than those in the 
ER group (7.9% vs. 2.7%).

In this retrospective, single-center study, the OS 
rate after ER for mucosal gastric cancer that met the 
absolute indication was comparable to that achieved 
with surgery. Although metachronous cancers were 
more common after ER, they were usually treatable 
and did not affect survival.  

Choi, I., Lee, J., Kim, Y., et al.  “Long-Term Outcome 
Comparison of Endoscopic Resection and Surgery 
in Early Gastric Cancer, Meeting the Absolute 
Indication for Endoscopic Resection.”  Gastrointestinal 
Endoscopy 2015; Vol. 81, pp. 333-341.

Budesonide Foam in the Treatment of IBD
Two randomized, stage 3 trials were carried out 
to evaluate the ability of Budesonide rectal foam 
formulated to optimize retention and provide uniform 
delivery of that drug to the rectum and distal colon to 
induce remission in patients with ulcerative proctitis 
or ulcerative proctosigmoiditis.

The two placebo-controlled trials were randomized, 
double blind and evaluated the efficacy of Budesonide 
foam in 446 patients with mild to moderate ulcerative 
proctitis or ulcerative proctosigmoiditis and who 
received that foam (2 mg/25 mL) twice daily for two 
weeks then once daily for four weeks or a placebo.

Remission at week six occurred significantly 
more frequently among patients receiving foam 
than placebo (38.3% vs 25.8%), study two 42% vs. 
22.4%. A significantly greater percentage of patients 
receiving the foam vs placebo achieved rectal bleeding 
resolution (46.6% vs 28%); study two 50% vs 28.6%, 
and endoscopic improvement (55.6% vs 43.2% and 
56% vs. 36.7% at week six.  

(continued from page 88) Most adverse effects occurred in similar frequency 
between groups, but events related to changes in 
cortisol values were reported more frequently with 
foam. There were no cases of clinically symptomatic 
adrenal insufficiency.

It was concluded that Budesonide rectal foam was 
well tolerated and more efficacious than placebo in 
inducing remission in patients with mild to moderate 
ulcerative proctitis and proctosigmoiditis.

Sandborn, W., Bosworth, B., Zakka, S., Gordon, 
G., et al.  “Budesonide Foam Induces Remission in 
Patients With Mild to Moderate Ulcerative Proctitis 
and Ulcerative Proctosigmoiditis.”  Gastroenterology 
2015; Vol. 148; pp. 740-750.

Functional Abdominal Distention Associated with 
Abdominophrenic Dyscoordination
A prospective study of 45 patients of which 42 were 
women and ranging from 24 to 71 years of age was 
carried out with functional intestinal disorders (27 with 
IBS with constipation, 15 with functional bloating, and 
3 with IBS with alternating bowel habits and discrete 
episodes of visible abdominal distention). 

Subjects were assessed by abdominothoracic 
computed tomography (N = 39), and EMG of the 
abdominothoracic wall (N = 32), during basal conditions 
without abdominal distention and during episodes of 
severe abdominal distention.  

A total of 15 patients received a median of 
two sessions of EMG-guided, respiratory-targeted 
biofeedback treatment; 11 received one control session 
before treatment. 

Episodes of abdominal distention were associated 
with diaphragm contraction with 19% increase in EMG 
score and 12 mm descent; an intercostal contraction 
with 14% increase in EMG scores and 6 mm increase 
in thoracic antero-posterior diameter. They were also 
associated with increases in lung volume (501 mL) and 
anterior abdominal wall protrusion (32 mm increase 
in girth).  

Biofeedback treatment, but not control sessions, 
reduced the activity of the intercostal muscles by 19% 
and the diaphragm by 18% and activated the internal 
oblique muscles by 52% and reduced girth by 25 mm.

It was concluded that in patients with functional 
gut disorders, abdominal distention is a behavioral 
response that involves activity of the abdominothoracic 

(continued on page 92)
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wall. This distention can be reduced with EMG-guided, 
respiratory-targeted biofeedback therapy.  

Barba, E., Burri, E., Eccarino, A., et al.  
“Abdominothoracic Mechanisms of Functional 
Abdominal Distention and Correction by Biofeedback.”  
Gastroenterology 2015; Vol. 148,  pp. 732-739.

FIB-4 as a Marker for HCC in HBV Carrier
To investigate the possible role of FIB-4, a noninvasive 
marker for liver fibrosis, based on routine laboratory 
tests as a clinical indicator for predicting future HCC 
among HBV carriers, a retrospective cohort study was 
carried out involving 986 Korean HBsAg carriers 40 
years of age or older who visit Seoul National University 
Hospital for a health checkup.  National Medical Service 
clinical data was used to determine HCC incidence.  
Median follow-up time was 4 years. Adjusted for age, 
sex, body mass index, smoking, alcohol and antiviral 
medication for hepatitis B, compared to subjects with 
FIB-4, less than 1.25 subjects with 1.7 to 2.4 showed 
an adjusted hazard ratio of 4.57 and subjects with FIB-
4 greater than 2.4 showed a hazard ratio of 21.34 for 
HCC incidence.

FIB-4 was shown to have incremental predictive 
value to ultrasonographic liver cirrhosis for HCC 
incidence and was better predictive of HCC incidence 
compared to that of ultrasonographic liver cirrhosis.  

It was concluded that a high FIB-4 is a highly 
predictive risk factor for HCC incidence among Korean 
HBsAg carriers.  FIB-4 is a promising, easily applicable 
and cost-effective clinical tool in identifying a 
subpopulation of HBsAg carriers who are at heightened 
risk.

Suh, B., Park, S., Shin, D., et al.  “High Liver Fibrosis 
Index FIB-4 is Highly Predictive of Hepatocellular 
Carcinoma in Chronic Hepatitis B Carriers.” Hepatology 
2015; Vol. 61, pp. 1261-1268.

Mixed Cryoglobulinemia and Response to SVR for HCV
To evaluate the influence of mixed cryoglobulinemia 
(MC) on the virological response and the long-term 
effects of viral eradication on MC, a total of 424 HCV 
patients were prospectively enrolled, belonging to the 
following groups: MC syndrome (MCA/MCS/HCV), 
121 patients with symptomatic MC; MC/HCV (132 
patients with asymptomatic MC); and HCV (158 

(continued from page 90) patients without MC). 
Pegylated Interferon plus ribavirin treatment was 

administered according to standard protocols and post-
treatment followup ranged from 35 to 124 months. A 
significant difference was observed in the rate of SVR 
between the HCV group and both the MC/HCV and 
MC/MCS/HCV groups.  

Multivariate logistic regression analysis identified 
cryoglobulinemia as an independent prognostic factor 
of nonresponse. The clinical/immunological response 
in MCS/HCV correlated with the virologic one. 

All patients with SVR also experienced a 
sustained clinical response, either complete or partial. 
In the majority of SVR patients, all MCS symptoms 
persistently disappeared (36 patients, 57%); in only 2 
(3%), did definite MCS persist.

All virologic nonresponders were also clinical 
nonresponders, in spite of a transient improvement in 
some cases. No evolution to lymphoma was observed. 

It was concluded that MC is a negative prognostic 
factor of virologic response. Clearance of HCV led to 
persistent resolution or improvement of MCS.  

Gragnani, L., Fognani, E., Piluso, A., et al for the 
MaSvE Study Group. “Long-Term Effect of HCV 
Eradication in Patients with Mixed Cryoglobulinemia:  
A Prospective, Controlled, Open-Label Cohort Study.”  
Hepatology 2015; Vol. 61, pp. 1145-1153. 
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