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(median 7 months) from resection to detect endoscopic 
recurrence according to the Rutgeerts Score.

A total of 86 patients were included in this 
prospective, multicenter observational cohort. The 
fCal concentrations differed significantly in patients 
with endoscopic recurrence when compared with those 
in endoscopic remission. The area under the receiver 
operating characteristic (ROC) curve to discriminate 
between patients in endoscopic remission and recurrence 
was 0.86 for fCal and lower for hsCRP (0.70).The best 
cutoff point for fCal to distinguish between endoscopic 
remission and recurrence was 100 ug/G as determined 
by the ROC curve and the sensitivity/specificity, 
positive and negative predictive values (NPVs), as well 
as overall accuracy were 95%, 54%, 69%, 93%, and 
77%, respectively.

It was concluded that measurement of fCal 
concentrations is a promising and useful tool for 
monitoring asymptomatic CD patients after ileocolonic 
resection, taking into account the high NPV of fCal, a 
threshold below 100 ug/G could avoid systemic ileal 
colonoscopies in 30% of patients from this population.

Boschetti, G., Laidet, M., Moussata, V., et al.  “Levels 
of Fecal Calprotectin are Associated with the 
Severity of Postoperative Endoscopic Recurrence 
in Asymptomatic Patients with Crohn’s Disease.”  
American Journal of Gastroenterology, 2015; Vol. 110, 
pp. 865-872.

Fecal Calprotectin and Lactoferrin for Early Diagnosis 
of Pouchitis After Restorative Proctocolectomy for UC
A prospective study was conducted to evaluate the 
significance of consecutive monitoring of fecal 
calprotectin and lactoferrin for the early diagnosis and 
prediction of pouchitis after restorative proctocolectomy 
for UC. A total of 60 patients who had ileostomy closure 
following total proctocolectomy and ileal pouch/
anal anastomosis for UC were included in the study.  
Stool samples were collected for the measurement of 
calprotectin and lactoferrin every 2 months, up to 12 
months after the ileostomy closure.

When patients had symptoms suggestive of 
pouchitis, endoscopic evaluation was immediately 
undertaken. All asymptomatic patients underwent 
endoscopy at 12 months.  Pouchitis was defined as a 
pouchitis disease activity index score of 7 or greater.

During the 12 months, 10 patients (17%), developed 

In Vitro Fertilization in UC with 
Ileal Pouch Anal Anastomosis
Women with UC who require ileal pouch anal 
anastomosis (IPAA) have up to a 3-fold incidence 
of infertility. To examine the success rate of in vitro 
fertilization (IVF), in women who have undergone 
IPAA, a retrospective cohort study was conducted at the 
Brigham Women’s Hospital and Beth Israel Deaconess 
Medical Center. Female patients with UC identified with 
ICD-9 codes and cross referenced with those presenting 
for IVF from 1998 through 2011 were included.

UC patients with IPAA were compared with the 
following two unexposed groups who underwent IVF:  
1) Patients with UC who had not undergone IPAA; (2) 
Patients without IBD. The primary outcome was the 
cumulative live birth rate. Secondary outcomes include 
number of oocytes retrieved, proportion of patients who 
underwent embryo transfer, pregnancy rate, and live 
birth rate of first cycle.

There were 22 patients with UC and IPAA, 49 
patients with UC without IPAA, and 470 patients 
without IBD. The cumulative live birth rate after 6 
cycles in the UC and IPAA groups was 64%. This rate 
did not differ from the cumulative live birth rate of the 
UC without IPAA group (71%), or the group without 
IBD (53%).

This study demonstrated that in this cohort, women 
who undergo IPAA achieve live births following IVF 
at comparable rates to women with UC without IPAA 
and women without IBD.

Paddy, V., Oza, S., Dodge, L., et al.  “In vitro 
Fertilization is Successful in Women with Ulcerative 
Colitis and Ileal Pouch Anal Anastomosis.”  American 
Journal of Gastroenterology, 2015; Vol. 110, pp. 792-
797.

Fecal Calprotectin as Measure of 
Postoperative Recurrence of Crohn’s Disease
To analyze the relationships between levels of fecal 
calprotectin (fCal) and high sensitivity CRP (hsCRP), 
and the presence and severity of postoperative 
endoscopic recurrence in asymptomatic CD patients 
(Harvey-Bradshaw Index 3 or less), blood and fecal 
samples were collected in consecutive asymptomatic 
CD patients who had undergone an ileocolonic 
resection, with hsCRP and fCal measured and routine 
ileal colonoscopy was performed within 18 months 
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pouchitis. In patients with pouchitis, fecal calprotectin 
and lactoferrin levels were elevated already 2 months 
before the diagnosis of pouchitis.

In contrast, these fecal biomarkers remained at 
low levels and they did not change significantly in 
patients without pouchitis. A cutoff value of 56 ug/G for 
calprotectin had a sensitivity of 100% and a specificity 
of 84% to predict pouchitis, whereas a cutoff value of 
50 ug/G for lactoferrin had a sensitivity of 90% and a 
specificity of 86%.  

At the time of endoscopy, the median calprotectin 
and lactoferrin levels were significantly higher in 
patients with pouchitis than those without pouchitis.

It was concluded that elevated fecal calprotectin 
and lactoferrin levels appear to be significant predictors 
of pouchitis after restorative proctocolectomy for UC. 
Consecutive monitoring of these fecal biomarkers is 
useful for the early diagnosis of pouchitis. 

Yamamoto, T., Shimoyama, T., Bamba, T., Matsumoto, 
K.  “Consecutive Monitoring of Fecal Calprotectin and 
Lactoferrin for the Early Diagnosis and Prediction 
of Pouchitis After Restorative Proctocolectomy 
for Ulcerative Colitis.”  American Journal of 
Gastroenterology, 2015; Vol. 110, pp. 881-887.

Coffee and Chronic Liver Disease
To evaluate the association of coffee intake with HCC 
and chronic liver disease (CLD) in 162,022 African 
Americans, Native Hawaiians, Japanese Americans, 
Latinos and Whites in the US Multiethnic Cohort (MEC), 
data was collected from the MEC. A population-based, 
prospective cohort study of greater than 215,000 men 
and women from Hawaii and California assembled in 
1993 to 1996. Participants reported coffee consumption 
and other dietary and lifestyle factors when they joined 
the study.

During an 18 year followup period, there were 
451 incident cases of HCC and 654 deaths from CLD. 
Hazard ratios and 95% confidence intervals were 
calculated using Cox regression, adjusting for known 
HCC risk factors. 

High levels of coffee consumption were associated 
wit reduced risk of incident HCC and CLD mortality.  
Compared with non-coffee drinkers, those who drank 
2 to 3 cups per day had a 38% reduction in risk for 
HCC (RR = 0.62). Those who drank 4 or greater cups 
per day had a 41% reduction in HCC risk (RR = 0.59).  

Compared with non-coffee drinkers, participants 
who consumed 2 to 3 cups of coffee per day had a 46% 
reduction in risk of death from CLD (RR = 0.54), and 
those who drank 4 or more cups per day had a 71% 
reduction (RR = 0.29). The inverse associations were 
similar, regardless of the participants’ ethnicity, sex, 
BMI, smoking status, alcohol intake, or diabetes status.

It was concluded that increased coffee consumption 
reduces the risk of HCC and CLD in multiethnic US 
populations. 

Setiawan, Z., Wilkens, L., Lu, S., et al.  “Association 
of Coffee Intake With Reduced Incidence of Liver 
Cancer and Death From Chronic Liver Disease in the 
US Multiethnic Cohort.”  Gastroenterology 2015; Vol. 
148, pp. 118-125.

Prevention of Recurrence of HCV 
Post Liver Transplantation
Patients with detectable HCV RNA at the time of liver 
transplantation universally experience recurrent HCV 
infection. Antiviral treatment before transplantation can 
prevent HCV recurrence, but existing interferon-based 
regimens are poorly tolerated and are either ineffective 
or contraindicated in most patients.

A trial to determine whether sofosbuvir and 
ribavirin treatment before liver transplantation could 
prevent HCV recurrence afterward was carried out in 
a phase 2, open-label study.

A total of 61 patients with HCV of any genotype 
and cirrhosis (Child-Turcotte-Pugh score at 7 or less), 
who were on wait list for liver transplantation for 
hepatocellular carcinoma received up to 48 weeks 
of sofosbuvir (400 mg) and ribavirin before liver 
transplantation. The primary endpoint was the proportion 
of patients with HCV-RNA levels less than 25 iu/mL 
at 12 weeks after transplantation among patients with 
this HCV-RNA level at their last measurement before 
transplantation. 

A total of 61 patients received sofosbuvir and 
ribavirin and 46 received transplanted livers. The per-
protocol efficacy population consisted of 43 patients 
who had HCV-RNA levels less than 25 iu/mL. 

At the time of transplantation of these 43 patients, 
30 had a post-transplantation virologic response. 
At 12 weeks, 10 had recurrent infection, and 3 died 
from nonfunction of the primary graft and 1 from 
complications of hepatic artery thrombosis.
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Of all 61 patients given sofosbuvir and ribavirin, 
49% had a post-transplantation virologic response.  
Recurrence was related inversely to the number of 
consecutive days of undetectable HCV RNA before 
transplantation. The most frequently reported adverse 
effects were fatigue, headache and anemia.

It was concluded that administration of sofosbuvir 
and ribavirin before liver transplantation can prevent 
post transplant HCV recurrence.

Curry, M., Forns, X., Chung, R., et al.  “Sofosbuvir 
and Ribavirin Prevent Recurrence of HCV Infection 
After Liver Transplantation:  An Open-Labeled Study.”  
Gastroenterology 2015; Vol. 148, pp. 100-107.

Post-ERCP Pancreatitis and 
Failed Pancreatic Stent Placement
Unsuccessful attempts to place a prophylactic pancreatic 
stent substantially increase the risk of post-ERCP 
pancreatitis (PEP). To better understand the risk of 
PEP in patients with failed pancreatic stent placement 
(FPS), and the impact of rectal Indomethacin on this 
risk, a secondary analysis of randomized, controlled 
trial data was carried out.  

A total of 577 clinical trial participants were 
evaluated, at elevated risk for PEP, who had pancreatic 
stent placement as part of their evaluation.

Patients within the placebo group underwent 
successful stent placements and were compared, as were 
those without a stent attempt. A regression analysis was 
performed, evaluating the association between FPS and 
PEP.  These analyses were repeated in the Indomethacin 
group and in the full study cohort.

The incidence of PEP among patients in the placebo 
group who experienced FPS was 34.7%, significantly 
exceeding rates in patients who underwent successful 
stent placement (16.4%), and in those without a stent 
attempt (12.1%).  

After adjusting for known PEP risk factors, FPS 
was found to be independently associated with PEP. 

Among the Indomethacin group and in the cohort, 
FPS was not associated with a higher risk of PEP.

It was concluded that FPS appeared to confer an 
increased risk of PEP. This was attenuated by rectal 
Indomethacin administration.  The findings highlighted 
the importance of adequate training and proficiency 
before endoscopists attempt pancreatic stent placement 

and emphasized routine use of rectal Indomethacin in 
high-risk ERCP cases.

Choksi, N., Fogel, E., Cote, G., et al on behalf of the 
United States Cooperative for Outcomes Research 
in Endoscopy. “The Risk of Post-ERCP Pancreatitis 
and the Protective Effect of Rectal Indomethacin in 
Cases of Attempted, But Unsuccessful Prophylactic 
Pancreatic Stent Placement.”  Gastrointestinal 
Endoscopy, 2015; Vol. 81, pp. 150-155.

Difficulty in Endoscopic Resection 
of Large Colorectal Polyps
Endoscopic manipulations, including biopsy sampling, 
tattoo application on the lesion itself, and sampling 
of the lesion with a polypectomy snare are frequently 
performed on large, nonpedunculated colorectal 
lesions greater than 20 mm (LNCL), before referral 
for endoscopic resection.

To assess the effect of these prior manipulations 
on the technical difficulty and recurrence rates of 
subsequent endoscopic treatment, a retrospective study 
at 2 referral centers was carried out in patients with 
LNCL, referred for endoscopic resection.

En bloc resection rate, rate of successful complete 
endoscopic resection without the need for ablation 
of visible residual recurrence rate on follow-up, 
independent predictive factors for en bloc resection, 
complete resection without ablation of visible 
residual, and recurrence represented the main outcome 
measurements.

A total of 132 lesions were analyzed, 46 lesions 
without any prior manipulation, 44 with prior biopsy 
sampling only, and 42 with prior advanced manipulation, 
including tattoo and/or snare sampling. The en bloc 
resection rate was 34.8% for nonmanipulated lesions, 
15.9% for lesions with prior biopsy sampling, and 
4.8% for lesions with prior advance manipulation. 
Complete endoscopic resection without the need for 
ablation of visual residual was performed in 93.5% 
of nonmanipulative lesions, 68.2% of lesions with 
prior biopsy sampling and 50% of lesions with prior 
advanced manipulation.

Recurrence rates were 7.7%, 40.7%, and 53.8% in 
the three groups. In multivariate analysis, prior biopsy 
sampling was an independent predictor for inability 
to perform complete resection without ablation of 

(continued on page 82)
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visible residual, and for recurrence compared with 
nonmanipulated lesions.

Prior advance manipulation was an independent 
predictor for inability to perform en bloc resection, for 
inability to perform complete resection without ablation 
of visible residual, and for recurrence.

It was concluded that prior biopsy sampling and 
advance manipulation have significant deleterious 
effects on endoscopic treatment of LNCL.  

Kim, H., Thosani, N., Banerjee, S., Chen, A., 
Friedland, S.  “Effect of Prior Biopsy Sampling, Tattoo 
Placement, and Snare Sampling on Endoscopic 
Resection of Large, Nonpedunculated Colorectal 
Lesions.”  Gastrointestinal Endoscopy 2015; Vol. 81, 
pp. 204-213.

AFP Benefits in HCC Surveillance
in Patients With Cirrhosis
To assess the effectiveness of alpha-fetoprotein (AFP) 
measurement in hepatocellular carcinoma (HCC) 
surveillance, a retrospective analysis on all patients 
with cirrhosis who received that surveillance through 
ultrasound (US), and AFP measurement between 
January 2002 and July 2010 was carried out. Followup 
was carried out until June 2013. The performance 
measured effectiveness of surveillance using AFP, US, 
or both in HCC detection and was compared.

A total of 1597 patients were followed for a median 
duration of 4.75 years. Over the 8563.25 person/year 
followup, a total of 363 patients (22.7%), developed 
HCC. For HCC detection, the area under the receiver/
operator characteristic curve of surveillance, AFP was 
0.844. When a traditional cutoff value of 20 ng/mL was 
used, the sensitivity and specificity of AFP was 52.9% 
and 93.3%, respectively. US exhibited a sensitivity 
and specificity of 92.0% and 74.2%, respectively. The 
combination of US and AFP exhibited a sensitivity 
and specificity of 99.2% and 68.3%, respectively by 
using cutoff at 20 ng/mL and AFP level increase twice 
or greater from its nadir during the previous one year.  

The combination of US and AFP yielded a 
sensitivity of 99.2% and an improved specificity of 
71.5%.

(continued from page 80) It was concluded that the complementary use 
of AFP and US improved the effectiveness of HCC 
surveillance in patients with cirrhosis.

Chang, T., Wu, Y., Tung, S., et al.  “Alpha-Fetoprotein 
Measurement Benefits Hepatocellular Carcinoma 
Surveillance in Patients With Cirrhosis.”  American 
Journal of Gastroenterology, 2015; Vol. 110, pp. 836-
844.

Post-ERCP Pancreatitis
To determine the incidence, severity, and mortality 
of post-ERCP pancreatitis (PEP), from a systematic 
review of the placebo or no-stent arms of randomized, 
controlled trials (RCTs), MEDLINE, EMBASE and 
COCHRANE databases were searched to identify 
RCTs, evaluating the efficacy of drugs and/or pancreatic 
stents to prevent PEP.

There were 108 RCTs with 13,296 patients in the 
placebo or no-stent arms. Overall, the PEP incidence 
was 9.7% and the mortality rate was 0.7%. Severity 
of PEP was reported for 8857 patients; 5.7%, 2.6% 
and 0.5% of cases were mild, moderate, and severe, 
respectively.

The incidence of PEP in 2345 high-risk patients 
was 14.7% and the severity of PEP was mild, moderate, 
and severe in 8.6%, 3.9%, and 0.8%, respectively, with 
a 0.2% mortality rate. The incidence of PEP was 13% 
in North American RCTs, compared with 8.4% in 
European and 9.9% in Asian RCTs.  ERCPs conducted 
before and after 2000 had a PEP incidence of 7.7% and 
10%, respectively.

It was concluded that incidence of PEP and severe 
PEP are similar in high-risk patients and the overall 
cohort. Discrepancies in the incidence of PEP across 
geographic regions require further study.

Kochar, B., Akshintala, V., Afghani, E., et al.  “Incidence, 
Severity and Mortality of Post-ERCP Pancreatitis:  A 
Systematic Review by Using Randomized, Controlled 
Trials.”  Gastrointestinal Endoscopy, 2015; Vol. 81, pp. 
143-149.

Medication-Related Lower Gastrointestinal Bleeding
To investigate the risk of lower gastrointestinal bleeding 
(LGIB) associated with NSAIDs, low-dose aspirin, 
thienopyridine (ticlodipine or clopidogrel), or other practicalgastro.com
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antiplatelet medications used, a prospective study in an 
emergency hospital and gastroenterology department 
was carried out.  

A total of 319 patients emergently hospitalized for 
acute, continuous or frequent LGIB and 3358 patients 
with no bleeding on colonoscopy were evaluated. The 
odds ratios (OR) for the risk of LGIB associated with 
drug exposure, adjusted for age, sex, smoking, alcohol, 
medications, comorbidities and GI symptoms scores 
represented the main outcome measurements.

Antithrombotic drugs were considered, dividing 
them into single- and combined-use, with single use 
of nonselective NSAID or cyclooxygenase-II inhibitor 
independently associated with LGIB. The combined 
use of NSAIDs with low-dose aspirin (OR 4.3), or with 
other antiplatelets (OR 4.9), was more associated with 
LGIB than the use of NSAIDs alone (OR 2.3).  

Use of low-dose aspirin, thienopyridine, or other 
anti-platelets alone was not significantly associated 
with LGIB, but combined use of a low-dose aspirin 
with thienopyridine (OR 2.2), with other antiplatelet 
drugs (OR 3.6), was associated with LGIB.

Combined use of different NSAIDs carried a higher 
risk than single use (OR 4.9).

It was concluded that the use of nonselective or 
selective NSAIDs alone was associated with LGIB. 
Although antiplatelet use alone was not significantly 
associated with LGIB in this study, combined use of 
NSAIDs with antiplatelets or low-dose aspirin with 
thienopyridine or non-thienopyridine antiplatelet 
medications was independently associated with LGIB.

Nagata, N., Niikura, R., Aoki, T., et al.  “Lower 
GI Bleeding Risk of Nonsteroidal Anti-Inflammatory 
Drugs and Antiplatelet Drug Use Alone and the Effect 
of Combined Therapy.”  Gastrointestinal Endoscopy, 
2014; Vol. 80, pp. 11241131.

SVR in HCV Treated With Sofosbuvir Regimens
To assess the concordance between sustained virological 
response (SVR) at various post-treatment time points 
in phase III clinical trials of Sofosbuvir-containing 
regimens, a retrospective analysis of 5 trials, enrolling 
863 patients infected with HCV genotypes 1 to 6 was 
completed. Concordance between SVR at 4 weeks 
post treatment (SVR-4), and SVR-12 and SVR-24 
were determined, as well as positive predictive values 
(PPVs), and negative predictive values (NPVs).  

Overall, 779 of 796 patients (98%), with an SVR-
4 also achieved an SVR-12, making the PPV of SVR-
4 for SVR-12 98% and the NPV 100%. Of the 779 
patients with SVR-12, 777 (99.7%) also achieved an 
SVR of 24, making the PPV of SVR-12 for SVR-24 
greater than 99% and the NPV 100%. Of patients who 
relapsed post therapy, 77.6% did so within 4 weeks of 
completing therapy.

It was concluded that data from phase III studies 
demonstrate that with Sofosbuvir-based regimens, with 
or without interferon, SVR-12 and SVR-24 correlate 
closely and SVR-12 can be used effectively to determine 
“cure” rates in trials and in clinical practice.

Yoshida, E., Sulkowski, M., Gane, E., et al.  
“Concordance of Sustained Virological Response 4, 
12, and 24 Weeks Post-Treatment With Sofosbuvir-
Containing Regimens for Hepatitis C Virus.”  
Hepatology 2015; Vol. 61, pp. 41-45.

Correlation of ALT With Liver Fat 
and Insulin Resistance in Fatty Liver Disease
AST and ALT are usually increased in patients with 
NAFLD. The factors behind their elevation remain 
unclear. In order to study and assess the role of insulin 
resistance (IR), and liver triglyceride content in 
relation to histology in patients with NAFLD/NASH 
with normal or elevated ALT levels, 440 patients were 
enrolled. They were divided into three groups:  No 
NAFLD (N = 60), NAFLD with normal ALT (N = 165), 
and NAFLD with elevated ALT (N = 215).

Measurements included:  (1) liver fat by protein, 
magnetic resonance spectroscopy (H-MRS), (2) 
severity of liver disease by biopsy (N = 293); (3) insulin 
sensitivity in liver, muscle and adipose tissue by a 
euglycemic hyperinsulinemic cramp, with 3-H glucose.  

Patients with NAFLD and elevated ALT, even when 
well matched for BMI to those with normal ALT, had 
worse adipose tissue insulin resistance, higher liver 
triglyceride content, and lower plasma adiponectin, but 
no difference in hepatic insulin resistance.

Similar results were found when only patients with 
NASH were compared. Both adipose tissue resistance 
and liver triglyceride content were worse in NASH 
with elevated ALT, consistent with the H-MRS data. 
Steatosis on liver biopsy was also significantly increased 
in patients with NASH and elevated ALT levels.

However, and most important, there were no 
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differences in inflammation, ballooning, or fibrosis.
It was concluded that in patients with NAFLD or 

NASH, ATIR, (but not HIR), and liver triglyceride 
content are major factors in the elevation of plasma 
aminotransferase levels.  Patients with normal versus 
elevated ALT had similar severity of NASH. This 
suggested that plasma aminotransferase levels are 
misleading parameters for guiding clinical management.

Maximos, M., Bril, F., Sanchez, P., et al.  “The Role of 
Liver Fat and Insulin Resistance as Determinants of 
Plasma Aminotransferase Elevation in Non-Alcoholic 
Fatty Liver Disease.”  Hepatology 2015; Vol. 61, pp. 
153-160.

Metformin in the Treatment of Cirrhosis 
in Patients with Diabetes
To investigate whether continuation of metformin after 
cirrhosis diagnosis improves survival of patients with 
diabetes, those diagnosed between 2000 and 2010 who 
were on metformin at the time of cirrhosis diagnosis 
and identified in 250 patients, with data extracted from 
the medical record, study was carried out.  Survival of 
patients who continued versus discontinued metformin 
with that diagnosis were compared using the Log-Rank 
test.  HR and 95% confidence intervals were calculated 
using Cox’s Proportional Hazards Analysis.

Overall, 172 patients continued metformin, whereas 
78 discontinued that drug. Those who continued 
metformin had a significantly longer median survival 
than those who discontinued the drug (11.8 vs. 5.6 years 
overall); 11.8 versus 6.0 years for Child-A patients and 
6.7 versus 3.5 years for Child-B/C patients, respectively.

After adjusting further variables, continuation of 
metformin remained an independent predictor of better 
survival, with an HR of 0.43. No patients developed 
metformin-associated lactic acidosis during followup.

It was concluded that continuation of metformin 
after cirrhosis diagnosis reduced the risk of death at 
57% and that drug should therefore be continued in 
diabetic patients with cirrhosis, if there is no specific 
contraindication.

Zhang, X., Harmsen, W., Metler, T., et al.  “Continuation 
of Metformin Use after a Diagnosis of Cirrhosis 
Significantly Improves Survival of Patients With 

Diabetes.”  Hepatology 2014; Vol. 60, pp. 2008-2016.
Coffee and Relationship to Liver Enzyme Levels
To determine whether decaffeinated coffee is associated 
with liver enzyme changes, a study population, including 
7,793 participants, age 20 or older in the U.S. National 
Health and Nutrition Examination Survey (1999 to 
2010), was carried out. Coffee intake was evaluated by 
24-hour dietary recall. Serum levels of ALT, AST, ALP, 
and GGT were measured. The relationship between 
coffee intake and enzymatic levels using weighted 
multiple variable logistic and linear regression, 
evaluating abnormally elevate levels of enzymes was 
carried out.

Coffee consumption was inversely associated 
with abnormal levels of all four liver enzymes and 
continuous levels of AST, ALP and GGT.  Compared 
to those reporting no coffee consumption, participants 
reporting greater than 3 cups per day had an OR of 
0.75, 0.82, 0.73, and 0.69 for abnormal levels of ALT, 
AST, ALP, and GGTP, respectively. Similar inverse 
associations were found with decaffeinated coffee 
intake and abnormal levels of ALT (OR), 0.62, AST 
0.74, GGT (0.70).  

It was concluded that higher intake of coffee, 
regardless of its caffeine content, was associated with 
lower levels of liver enzymes.

Xiao, Q., Sinha, R., Graubard, B., Freedman, N.  
“Inverse Associations of Total and Decaffeinated 
Coffee With Liver Enzyme Levels in National Nutrition 
Examination Survey, 1999 to 2010.”  Hepatology 
2014; Vol. 60, pp. 2091-2098.

Magnetic Resonance Elastography 
to Evaluate Fibrosis in NAFLD
To prospectively assess the diagnostic accuracy of two-
dimensional magnetic resonance elastography (2D 
MRE), in the detection of advanced fibrosis in NAFLD, 
a cross-sectional analysis of prospective study, including 
117 consecutive patients (56% women), with biopsy-
proven NAFLD who underwent standardized research 
visits, history, exam, liver biopsy assessment using 
the Nonalcoholic Steatohepatitis Clinical Research 
Network Histologic Scoring System, and 2D-MRE 
was carried out from 2011 to 2013.

The radiologists and pathologists were blinded to 
clinical/pathology imaging data, respectively. Receiver 

(continued on page 86)
practicalgastro.com



86� PRACTICAL�GASTROENTEROLOGY� •� AUGUST�2015

FROM THE LITERATURE

operating characteristics (ROCs), were examined to 
assess the diagnostic test performance of 2D-MRE in 
predicting advanced fibrosis. The median time interval 
between biopsy and 2D-MRE was 45 days.  The number 
of patients with fibrosis stages 0, 1, 2, 3, and 4 was 43, 
39, 13, 12, and 10, respectively. The area under the ROC 
curve for 2D-MRE discriminating advanced fibrosis 
(stage 3 to 4), from stage 0 to 2 fibrosis was 0.924.

The threshold of greater than 3.63 kPa had a 
sensitivity of 0.86, specificity of 0.91, and a positive 
predictive value of 0.68, with negative predictive value 
of 0.97. 

It was concluded that MRE is accurate in predicting 
advanced fibrosis and may be utilized for noninvasive 
diagnosis of advanced fibrosis in patients with 
nonalcoholic fatty liver disease.  

Loomba, R., Wolfson, T., Ang, B., et al.  “Magnetic 
Resonance Elastography Predicts Advanced Fibrosis 
in Patients With Nonalcoholic Fatty Liver Disease:  A 
Prospective Study.”  Hepatology 2014; Vol. 60, No. 6, 
2014, pp. 1920-1928.

Clinical Outcomes of HBV and HCV Coinfection
The National Veterans Affairs HCV Clinical Case 
Registry was used to identify patients with confirmed 
HCV viremia from 1997 to 2005, and coinfection 
was interpreted from a positive HBsAg, HBV DNA, 
or hepatitis Be antigen. Cox Proportional Hazard 
Regression Analyses were used to examine the effect 
of HBV coinfection, stratified by HBV DNA status 
(positive or negative), on the risk of cirrhosis, HCC, 
and best adjusting for patient’s age, gender, race, HIV 
infection, alcohol or drug use, Deyo score, and antiviral 
treatment.

Among 99,548 patients with HCV infection, 1370 
patients (1.4%), had HBV coinfection. Of the coinfected 
patients, 677 (49.4%), had at least one HBV DNA test 
done and 303 patients (44.7%), tested positive for 
HBV DNA. The incidence rates of cirrhosis, HCC and 
death were significantly higher in patients with HBV 
coinfection and detectable HBV DNA, compared to 
HCV monoinfection (36.8% and 41.7%, versus 17.4% 
and 31.4%) per 1000 person/years, respectively.

After adjustment for demographic, clinical, and 
treatment factors, patients with detectable HCV DNA 
had a significantly higher risk for cirrhosis (HR = 1.89), 

HCC (HR = 2.12), and death (HR = 1.32), compared 
with HCV monoinfected patients. There were no 
differences in the risk of cirrhosis, HCC, or overall 
mortality between coinfected patients with undetectable 
HBV DNA and those with HCV coinfection.

It was concluded that only a small number of HCV 
patients were coinfected with HBV, and patients with 
documented HBV viremia were at a significantly higher 
risk for cirrhosis, HCC, and overall death than HCV 
monoinfected patients. Absence of HBV replication 
was associated with a clinical course similar to that of 
HCV monoinfected patients

Kruse, R., Kramer, J., Tyson, G., et al.  “Clinical 
Outcomes of Hepatitis B Virus Coinfection in a United 
States Cohort of Hepatitis C Virus-Infected Patients.”  
Hepatology 2014; Vol. 60, No. 6, 2014, pp. 1871-1878.

Alkaline Phosphatase and Bilirubin as Surrogate 
End Points in Primary Biliary Cirrhosis
A meta-analysis of individual patient data from cohort 
studies was carried out to evaluate whether patient 
levels of alkaline phosphatase (AP) and bilirubin 
correlate with their outcomes to be used as surrogate 
end points. Data was obtained from 4845 patients, 
included in 15 North American and European long-term 
follow-up cohort studies. Levels of AP and bilirubin 
were analyzed in different settings in subpopulations 
at different time points relative to the clinical end point 
(liver transplantation or death).  

Of the 4845 patients, 1118 reached a clinical end 
point. The median followup period was 7.3 years; 77% 
survived for 10 years after study enrollment. Levels 
of AP and bilirubin measured at study enrollment and 
each year for five years, were strongly associated with 
clinical outcomes with the lower levels associated with 
longer transplant-free survival.  

At one year after enrollment, levels of AP that 
were two time the upper limits of normal (ULN), best 
predicted patient outcome, but not significantly better 
than other thresholds. Of patients with PA levels less 
than 2 times the ULN, 84% survived for 10 years, 
compared with 62% of those with levels greater than 
2 times the ULN.

Absolute levels of AP one year after study 
enrollment predicted patient outcomes better than 
percentage change in level.

One year after study enrollment, a bilirubin one 

(continued from page 84)
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time the ULN best predicted patients transplant-free 
survival. Of patients with bilirubin levels less than one 
time ULN, 86% survived for 10 years after enrollment, 
compared with 41% of those patients with level greater 
than one time ULN.

Combining levels of AP and bilirubin increased the 
ability to predict patient survival times. Confirmation 
of the predicted value of that combination was 
accomplished in multiple subgroups, including those 
with treatment with UCDA and different time points 
after study enrollment.

It was concluded that levels of AP and bilirubin can 
predict outcomes of patients with PBC and might be 
used as surrogate endpoints in therapy trials.

Lammers, W., Bueuren, H., Hirschfield, G., et al on 
behalf of the Global PBC Study Group.  “Levels of 
Alkaline Phosphatase and Bilirubin are Surrogate 
End Points of Outcomes of Patients With Primary 
Biliary Cirrhosis:  An International Followup Study.”  
Gastroenterology 2014; Vol. 147, pp. 1338-1349.

Probiotic Treatment for Hepatic Encephalopathy
A double-blind trial at a tertiary care hospital in 
India was carried out in patients with cirrhosis who 
had recovered range of motion an episode of hepatic 
encephalopathy (HE), during the previous month. They 

were assigned randomly to groups, given VSL #3, 9 x 
10¹¹ bacteria, and 66 patients who were included with 
placebo used in 64 patients daily for 6 months.

There was a trend toward reduction in the 
development of breakthrough HE among patients 
receiving the probiotic (34.8% vs. 51.6%) with HR 0.65.  
Fewer patients in the probiotic group were hospitalized 
for HE (19.7% versus 42.2%, respectively); HR 0.45, 
or for complications of cirrhosis (24.2% versus 45.3%), 
HR 0.52. Child-Turcotte-Pugh and MELD scores 
improved significantly from baseline to 6 months in 
the probiotic group, but not in the placebo group. There 
were no adverse events related to VSL #3.

It was concluded that over a 6-month period, 
daily intake of VSL #3 significantly reduced the risk 
of hospitalization for HE, as well as Child-Turcotte-
Pugh and MELD scores in patients with cirrhosis. 

Dhiman, R., Reyna, B., Agarwal, S., et al.  
“Probiotic VSL #3 Reduces Liver Disease Severity 
and Hospitalization in Patients With Cirrhosis:  A 
Randomized, Controlled Trial.”  Gastroenterology 
2014; Vol. 147, pp. 1327-1337.
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