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ORIGINAL PAPERS

The Contribution of Intrabolus Pressure to Symptoms Induced
by Gastric Banding

Claudia Preissler', Claudia Krieger-Griibel’, Jan Borovicka®, Michael Fried’, Radu Tutuian'

ABSTRACT

Background & Aims: Mechanisms that ultimately lead to dysphagia are still not totally clear. Patients with laparoscopic gastric banding
(LAGB) often complain about dysphagia, regurgitation and heartburn. Our aim was to evaluate the contribution of intrabolus pressure to
symptoms of gastric banding.

Methods: This study investigated 30 patients with LAGB before and 3 months after conversion to Roux-en-Y gastric bypass (RYGB),
evaluating symptoms with a 7-point-Likert-scale and esophageal peristalsis, esophageal bolus transit and intrabolus pressure changes using
combined impedance-manometry.

Results: Conversion from LAGB to RYGB leads to a significant reduction in dysphagia (1.9 £ 0.4 vs. 0.0 + 0.0; p< 0.01) and regurgitation
(42+£0.4 vs. 0.1 +0.1; p<0.01) symptom scores. For liquid swallows we found a modest but significant correlation between the intensity of
dysphagia and intrabolus pressure (r=0.11; p<0.05) and the intensity of regurgitation and intrabolus pressure for viscous swallows (r=0.12,
p<0.05) in patients with LAGB. There was a significant (p< 0.05) reduction in intrabolus pressure at 5 cm above LES before (liquid 10.6 £1.0;
viscous 13.5 £ 1.5) and after (liquid 6.4 £ 0.6; viscous 10.5 + 0.9) conversion from LAGB to RYGB.

Conclusion: Current data suggest that intraesophageal pressure during bolus presence in the distal esophagus contributes to the development
but not to the intensity of dysphagia and regurgitation.

Key words: dysphagia — intrabolus pressure — gastric banding (LAGB) — Roux-en-Y gastric bypass (RYGB) — esophageal impedance
manometry.



Barrett’s Esophagus and Intestinal Metaplasia of Gastric Cardia:
Prevalence, Clinical, Endoscopic and Histological Features

Ofelia Daniela Pascarenco!, Alina Boeriu!, Simona Mocan?, Ghenadie Pascarenco?®, Silvia Drasoveanu!, Marinela
Galeanu*, Daniela Dobru’

ABSTRACT

Background & Aims: Over the past few decades, the incidence of adenocarcinomas of the gastroesophageal junction has rapidly increased.
Barrett’s esophagus is a risk factor for esophageal adenocarcinoma, but the role of intestinal metaplasia of the gastric cardia as a precursor in
cardia-related cancer is controversial. The aims of the present study were to examine the prevalence of intestinal metaplasia in the
gastroesophageal junction and to evaluate the clinical, endoscopical and histological features of patients with intestinal metaplasia in the
gastric cardia and patients with Barrett’s esophagus.

Methods: 286 consecutive patients undergoing gastroduodenoscopy were enrolled in a prospective study. Biopsy specimens were performed
in the distal esophagus, squamocolumnar junction, gastric cardia, gastric corpus and antrum.

Results: We identified 44 patients (15.3%) with intestinal metaplasia in biopsies from gastric cardia and 24 patients (8.3%) with Barrett’s
esophagus. Cardia intestinal metaplasia was significantly associated with older age (p=0.03), with intestinal metaplasia in the antrum
(p=0.017) and H. pylori infection (p<0.0001). Severe chronic cardia inflammation increased the presence of cardia intestinal metaplasia 6.2
fold (OR=6.288; p<0.0001). Patients with Barrett’s esophagus were predominantly men. Barrett[]s esophagus presence significantly correlated
with reflux symptoms(p<0.0001), endoscopic esophagitis (p<0.0001) and hiatal hernia >2 c¢cm (p=0.002). No patient had dysplasia in the
gastroesophageal region.

Conclusions: Presence of intestinal metaplasia at the gastroesophageal region correlated with reflux symptoms and endoscopic signs of reflux
disease in patients with Barrett’s esophagus and with H.pylori infection and distal intestinal metaplasia in patients with cardia intestinal
metaplasia.

Key words: H. pylori — Barrett’s esophagus — cardia intestinal metaplasia — gastric cardia - GERD

Abbreviations: BE- Barrett s esophagus; CIM- cardia intestinal metaplasia; CLE- columnar lined esophagus; GEJ- gastroesophageal
junction; GERD - gastroesophageal reflux disease; IM- intestinal metaplasia; LSBE- long segment Barrett’s esophagus; SCJ -
squamocolumnar junction; SSBE- short segment Barrett’s esophagus;USSBE- ultrashort segment Barrett’s esophagus.



Transnasal Endoscopy is Preferred by Transoral Endoscopy
Experienced Patients

Abdurrahman Kadayifcil, Mustafa Atar?, Serap Parlar’, Ayhan Balkan', Irfan Koruk', Mehmet Koruk!

ABSTRACT

Background & Aims: Both unsedated transoral endoscopy (TOE) and sedated TOE have some drawbacks in clinical practice. Unsedated
transnasal endoscopy (TNE) has been suggested as an alternative to both methods. This study aimed to determine the advantages of TNE in
patients who have previously undergone unsedated conventional TOE.

Methods: Patients who had received an unsedated TOE in the last 12 months and were scheduled for a second upper endoscopy were
included. They were randomized to undergo either unsedated TOE, using a standard endoscope, or unsedated TNE, using an ultrathin
endoscope. Post-procedure, patients were asked to complete a questionnaire to assess pain, discomfort and acceptability of the procedure, and
to compare the current procedure with their previous unsedated TOE. Endoscope insertion rate, procedure duration, and side-effects were
recorded.

Results: Each group included 50 patients. With the exception of nasal pain, the tolerability and acceptance were significantly greater in the
unsedated TNE group. Significantly more TNE patients (82%) found the current endoscopic procedure to be better than their previous TOE
when compared with patients who had received a second TOE (12%). A repeat procedure was significantly more acceptable for TNE patients
when compared to the TOE group (68% vs.16%). The duration of endoscopy was significantly shorter in TOE than in TNE (p<0.05).
Endoscope insertion failed in 4% and mild epistaxis was observed in 4% of TNE patients.

Conclusion: Unsedated TNE was better tolerated in endoscopy experienced patients when compared with unsedated TOE. The majority of
patients found TNE more acceptable and preferable to TOE, suggesting that TNE should become a more common practice in clinics when
applicable.

Key words: Transnasal endoscopy — ultrathin endoscope — unsedated endoscopy — tolerability



Healthy PNPLA3 Risk Allele Carriers Present with Unexpected
Body Fat Composition. A Study of One Thousand Subjects

Agnieszka Kempinska-Podhorodecka', Marcin Krawczyk’, Marta Klak', Malgorzata Blatkiewicz', Frank Lammert’,
Piotr Milkiewicz** Malgorzata Milkiewicz'

ABSTRACT

Introduction: The common PNPLA3 (adiponutrin) variant p.1148M represents a major genetic driver of progression in non-alcoholic fatty
liver disease (NAFLD). NAFLD is commonly associated with traits of the metabolic syndrome, therefore it is mostly suspected in obese
individuals. Here, we investigate the association between the PNPLA3 variant and anthropometric traits in a cohort of healthy individuals.
Patients and methods: We recruited 1,000 (500 females; age 18 - 66 years) healthy blood donors. The PNPLA3 variant was genotyped using
TagMan assays. All individuals were phenotyped with respect to anthropometric characteristics. We also determined the percentage of total fat
(F%) and active tissue (TA%) of body weight.

Results: Healthy carriers of the PNPLA3 [IM] and [MM] genotypes, although not differing in height from individuals with the genotype [II],
displayed significantly lower body weight and lower BMI (both P = 0.005), higher TA% (P = 0.03) but lower F% (P = 0.03) and smaller waist,
chest and shin circumferences (all P < 0.05). Separate analysis for males and females demonstrated an association between the [IM] and [MM]
genotypes and higher TA% but lower F% (P = 0.04) in females. In males, BMI and total weight were significantly (P = 0.04) lower among
carriers of the [M] allele.

Discussion: Healthy individuals carrying the prosteatotic PNPLA3 allele p.J48M may be leaner as compared to the carriers of the common
allele. Hence in clinical practice they might be overlooked since they do not necessarily present with the anthropometric characteristics
commonly associated with severe hepatic steatosis.

Key words: autotaxin — body mass index — obesity — single nucleotide polymorphism.

Abbreviations: ATX - autotaxin; BMI - body mass index; F% - total fat of body weight in %; Fkg - total fat of body weight in kilograms;
GWAS - genome-wide association study; LPA - lysophosphatidic acid; NAFLD, non-alcoholic fatty liver disease; NASH - non-alcoholic
steatohepatitis; PA - phosphatidic acid; PNPLA3-patatin-like phospholipase domain containing 3 (adiponutrin); TA% - active tissue of body
weight in %; TAkg - active tissue of body weight in kilograms; WHR - waist-to-hip ratio.



Nailfold Capillaroscopy in Primary Biliary Cirrhosis: a Useful
Tool for the Early Diagnosis of Scleroderma

Francesco Tovoli', Alessandro Granito', Luca Giampaolo', Magda Frisoni’, Umberto Volta', Marco Fusconi’, Chiara
Masi', Marco Lenzi'

ABSTRACT

Background & Aim. Primary biliary cirrhosis (PBC) is frequently associated with other autoimmune diseases, including systemic sclerosis
(SSc). In the last years many efforts have been dedicated to the research of widely accepted criteria for the early diagnosis of SSc. Since
studies on the prevalence of early SSc in PBC patients are lacking, our aim was to investigate its hitherto unknown prevalence in a large cohort
of PBC patients.

Methods. We studied 80 PBC patients and 72 patients with other chronic liver diseases. Diagnostic workup included research into signs of
connective tissue disease, determination of autoantibody profile, and examination of capillary abnormalities through nailfold
videocapillaroscopy.

Results. Ten PBC patients (12.5%) satisfied diagnostic criteria for early SSc and 5 (6.3%) had definite SSc. None of the patients in the control
group were diagnosed either with early or definite SSc. No differences were observed in terms of aminotransferases, alkaline phosphatase, and
liver function tests between PBC patients with and without associated SSc.

Conclusions. Early SSc is significantly frequent in PBC patients. The detection of early SSc in PBC patients may lead to a prompt treatment
of its complications, preventing inabilities and preserving the chance of liver transplantation.

Key words: primary biliary cirrhosis — systemic sclerosis — Raynaud phenomenon — nailfold capillaroscopy—

anti-centromere antibodies.

Abbreviations: ACA: anti-centromere antibodies; ACR: American College of Rheumatology; AMA: antimitochondrial antibodies; ANA:
anti-nuclear antibodies; CENP-B: Centromere-protein B; ENA: extractable nuclear antigens; IIF: indirect immunofluorescence; NCM: nailfold
capillary microscopy; PBC: Primary biliary cirrhosis; RP: Raynaud’s phenomenon; SSc: Systemic sclerosis; UDCA: ursodeoxycholic acid.



A Real Life Boceprevir Use in Treatment-Experienced HCV
Genotype 1 Patients with Advanced Fibrosis

Liana Gheorghe', Speranta Iacob', Iulia Simionov', Florin Caruntu’, Adriana Motoc’, Victoria Arama’, Liliana
Preotescu’, Ion Stefan’, Adrian Goldis®, Cristian Brisc®, Sorin Rugina®, Nicolae Rednic’

ABSTRACT

Background: A number of high quality randomized clinical trials examining the efficacy and safety of triple therapy in genotype-1 HCV-
infected patients have been published. However, these trials included a small number of patients with advanced fibrosis, and selected a
population different from that in real-world settings.

Aim: To determine the efficacy of boceprevir, peglnterferon and ribavirin regimen in genotype-1 treatment-experienced HCV-infected
patients with cirrhosis and bridging fibrosis in real-life setting.

Method: 167 treatment-experienced patients (85.6% relapsers) out of which 33.5% had cirrhosis, with a mean age of 52.6 years, registered in
the Romanian Name Patient Program Database were included into the study.

Results: 16.7% of patients had a viral load >100 IU/mL. Undetectable HCV RNA was encountered in 77.3% of patients at week 12. Multiple
logistic regression analysis revealed the following independent predictors, measured at week 8, for an HCV RNA >100 [U/mL at week 12 of
triple therapy: alanine aminotransferase values (p=0.01), hemoglobin level (p=0.04) and <2log drop of viral load (p<0.0001). A stopping score
at 8 weeks was created as the sum of these 3 parameters, with a total of 4 possible points. AUROC of this score was 0.84, with a sensitivity of
75% and a specificity of 86.2%.

Conclusion: Triple therapy in this cohort of real-life genotype-1 HCV-infected patients with advanced fibrosis showed robust early virological
response (EVR) rates. A week 8 model predicting lack of EVR was created, with good clinical utility that can be validated in prospective
larger cohorts.

Key words: chronic hepatitis C — boceprevir — advanced fibrosis.



Relationship between NT-proBNP and Cardio-Renal Dysfunction
in Patients with Advanced Liver Cirrhosis

Adriana Cavasi'?, Eduard Cavasi’, Mircea Grigorescu'?, Adela Sitar-Tiut

ABSTRACT

Background & Aims: ProBNP is a sensitive marker of cardiac dysfunction. We assessed the concentration of circulating NT-proBNP in
patients with liver cirrhosis in various stages of the disease and its correlation with markers of cardiac and renal dysfunction and with markers
of liver disease severity.

Patients and methods: A number of 88 patients with liver cirrhosis were included in the study, divided into 3 groups: group 1 — 18 control
patients without ascites; group 2 — 35 non-azotemic patients with ascites; group 3 — 35 patients with hepatorenal syndrome. The cardiac
dysfunction was assessed by measuring the NT-proBNP serum levels and the QTc interval. The markers of renal dysfunction were the
estimated glomerular filtration rates — formulas involving creatinine and serum cystatin C. The Child-Pugh score was used to assess the liver
disease severity.

Results: The median NT-proBNP serum levels significantly increased in patients with advanced liver cirrhosis (group 3: 960 fmol/ml and
group 2: 660 fmol/ml) as compared to group 1 (435 fmol/ml) (p<0.05). A significant direct correlation was found between the NT-proBNP
concentration and the QTc interval (r=0.540, p<0.001). The NT-proBNP levels also correlated with the Child-Pugh score (r=0.501, p<0.01),
proving the link between the cardiac dysfunction and the liver disease severity. The cardio-renal interrelation is supported by the relationship
between the NT-proBNP concentration and the estimated clearances.

Conclusion: The high NT-proBNP levels in patients with advanced cirrhosis indicate the presence of cardiac dysfunction, which has a role in
the pathogenesis of the hepatorenal syndrome.

Key words: liver cirrhosis — cirrhotic cardiomyopathy — proBNP — NT-proBNP — hepatorenal syndrome —cardio-renal dysfunction.
Abbreviations: DP: diastolic pressure; GFR: glomerular filtration rate; HRS: hepatorenal syndrome; MAP:mean arterial pressure; NT-
proBNP: N-terminal fragment of the prohormone B-type natriuretic peptide; proBNP: prohormone brain natriuretic peptide; SBP: spontaneous
bacterial peritonitis; SP: systolic pressure; TIPS: tranjugular intrahepatic portosystemic shunt.



Characterization of Focal Liver Lesions using Contrast Enhanced
Ultrasound as a First Line Method: a Large Monocentric
Experience

Ioan Sporea, Alina Martie, Simona Bota, Roxana Sirli, Alina Popescu, Mirela Danila

ABSTRACT

Aim: To present a large monocentric experience in the characterization of focal liver lesions (FLLs) using Contrast Enhanced Ultrasound
(CEUS).

Method: A retrospective study was performed in the Gastroenterology and Hepatology Department, Timisoara, including 1100 patients with
1329 FLLs evaluated between September 2009 and January 2013. A CEUS examination was considered conclusive if the FLL respected the
typical enhancement pattern as described in the EFSUMB Guidelines.

Results: From the 1329 FLLs, CEUS was conclusive for a specific pathology in 1102 cases (82.9%). For the differentiation of
benign/malignant lesions, CEUS reached a conclusive diagnosis in 1196 (90%) cases. The percentage of conclusive CEUS examinations was
significantly higher in patients without chronic liver disease as compared with those with chronic hepatopathies: 87.3% vs. 74.4% (p<0.0001).
Conclusion: CEUS patterns of enhancement fell into clear cut specific diagnostic patterns in 83% of the FLLs discovered by US, and into
clear cut benign versus malignant patterns in 90% of the cases. For this reason, we can strongly recommend CEUS as a first line imaging
method to characterize FLLs found at US, at least in centers with a good experience in CEUS.

Key words: Contrast Enhanced Ultrasound (CEUS) — focal liver lesions (FLLs) — benign/malignant liver lesions.



Scientific Publications on Portal Vein Thrombosis and Budd-
Chiari Syndrome: a Global Survey of the Literature

Xingshun Qi'?, Jia Jia', Weirong Ren', Man Yang', Valerio De Stefano’, Juan Wang?, Daiming Fan'

ABSTRACT

Background & Aims: Portal vein thrombosis (PVT) and Budd-Chiari syndrome (BCS) are two rare vascular disorders of the liver that can
lead to life-threatening complications. We conducted a global survey to systematically analyze the scientific publications in the fields of PVT
and BCS.

Methods: All papers regarding PVT and BCS were identified via the PubMed, EMBASE, and Cochrane library databases. The publication
year, country, type of paper, study design, and number of citations were summarized. Good quality papers were defined as those in which a
high proportion of homogeneous patients with BCS and/or PVT was observed.

Results: We identified 6691 and 4325 papers regarding PVT and BCS, respectively. The number of papers gradually increased over time.
Researchers from the USA published the greatest number of papers (PVT: n=1418; BCS: n=888). Clinical studies were the most common type
of paper (PVT: n=5395; BCS n=3171), but fewer than half of these observed more than 10 patients (PVT: n=2667/5395; BCS: n=1092/3171).
Furthermore, fewer than half of the clinical studies with more than 10 patients were of good quality (PVT: 976/2667; BCS: 466/1092).
According to the study design, the good quality papers were classified as cohort studies (PVT: n=865; BCS: n=421), case-control studies
(PVT: n=98; BCS: n=45), and randomized controlled trials (PVT: n=13; BCS: n=0). The 5 most frequently cited original articles and
guidelines/consensuses were also listed.

Conclusions: Despite an increase in the number of papers regarding PVT and BCS over time, most of the papers had a small sample size,
suggesting the necessity of large cohort studies or randomized controlled trials.

Key words: scientific publication — portal vein thrombosis — Budd-Chiari syndrome.



REVIEWS

Metabolic Syndrome, Insulin Resistance, Circadian Disruption,
Antioxidants and Pancreatic Carcinoma: an OQverview

Aldo Giudice!, Anna Crispo', Galdiero Massimiliano?, Giovanni D’Arena®, Mario Felice Tecce®, Maria Grimaldi', Alfonso
Amore’, Emanuela Esposito’, Maurizio Montella'

ABSTRACT

The incidence and number of deaths caused by pancreatic tumours have been gradually rising, while the incidence and mortality of other
common cancers have been declining. Risk factors for this malignant disease include cigarette smoking, family history of chronic pancreatitis,
advancing age, male sex, diabetes mellitus, obesity, non-0 blood group, a high-fat diet, alcohol consumption and possibly Helicobacter pylori
and hepatitis B virus infections. Metabolic diseases have become the leading cause of death in many countries. Our paper serves as a focused
and updated discussion about the development of novel preventive strategies for this deadly disease.

Key words: metabolic syndrome — insulin resistance — circadian disruption — antioxidants — pancreatic cancer.
Abbreviations. ARE: antioxidant response element; COX-2: cyclooxygenase-2; IGFs: insulin-like growthfactors; IGF1R: IGF-1 receptor;

MetS: metabolic syndrome; NAFLD: non-alcoholic fatty liver disease;NAFPD: non-alcoholic fatty pancreas disease; NASH: non-alcoholic
steatohepatitis; NASP: non-alcoholic steatopancreatitis; PPARy : peroxisome proliferator-activated receptor y; PPARs: peroxisome
proliferatoractivated receptors.



Recreational Drugs: a New Health Hazard for Patients with
Concomitant Chronic Liver Diseases

0 . . * . 0 . . .
Giovanni Tarantino'’, Vincenzo Citro’, Carmine Finelli’

ABSTRACT

Our purpose in this article is to review the effects of recreational drugs, used either on their own but principally combined with alcohol
consumption, in determining hepatic injury or influencing the evolution of some chronic diseases of the liver, specifically HCV infection and
NAFLD. A deleterious role of daily use of recreational drugs, in particularly cannabis, has been shown to demonstrate clearly a rapid
progression of fibrosis and steatosis, leading to a major severity in patients with chronic hepatitis C. On the other hand, the effects of the
misuse of these substances on NAFLD, the main obesity-related comorbidity, leading to addiction, is still to be elucidated even though some
clues to the recreational drugs hepatotoxicity are already present in the literature. This short review aims at raising awareness about this topic.
Key words: non-alcoholic fatty liver disease — alcohol — recreational drug — cannabis — HCV infection.



Benefits of Curing Hepatitis C Infection

Rui T. Marinho, Sofia Vitor, José Velosa

ABSTRACT

The hepatitis C virus (HCV) infection is one of the most important chronic viral infections worldwide and affects 3% of the world population,
approximately 170-200 million people. The consequences of chronic infection are liver cirrhosis and hepatocellular carcinoma, which develop
in 20-30% of the patients, leading to hepatic failure, need for liver transplantation and death. The hepatitis C virus is a RNA virus that is
prevalent worldwide and is classified by the World Health Organization (International Agency for Research on Cancer) as one of the six
oncogenic viruses. Hepatocellular carcinoma is one of the most important cancers and is fifth worldwide, but third in men in terms of
mortality. Hepatitis C kills approximately 350,000 people every year, surpassing HIV infection in many countries as a cause of death.

Hepatitis C virus can kill in different ways: it can cause cirrhosis, cancer or severe liver disease in people co-infected with HIV. Hepatitis C
treatment started in the mid 1980s with a 6% efficacy rate among patients taking thrice-weekly injections of human interferon. This therapy
had numerous side effects. The efficacy of hepatitis C treatment has increased, and currently, the efficacy of the so-called direct antiviral
agents (DAAs) is 80-90%. The benefits of a cure are enormous and include a lifetime negative serum HCV RNA, disappearance of HCV in
the liver, regression of cirrhosis, decreased risk of developing hepatocellular carcinoma, disappearance of oesophageal varices, no more risk of
HCV transmission to sexual partners or children, and increased survival.

At present, hepatitis C can be considered a curable disease.

Key words: Chronic hepatitis C — therapy — liver transplantation — hepatocellular carcinoma — cirrhosis — interferon-alpha — ribavirin —
boceprevir — telaprevir — sofosbuvir — ABT-450 — simeprevir



CASE REPORTS

Unexpected Peutz-Jeghers Syndrome in an Adult Presenting with
Intermittent Upper Intestinal Obstruction. A Case Report

Paula Szanto'?, Valentina Barbieru'?, Radu Badea®®, Teodora Popl’z, Ioana Rusu®, Nadim al Hajjarl’S

ABSTRACT

Peutz-Jeghers syndrome is an autosomal dominant inherited disease, belonging to the hamartomatous polyposis syndromes. It is characterized
by multiple hamartomatous polyps of the gastrointestinal tract associated with oral and anal mucocutaneous pigmentations. We report the case
of an adult patient diagnosed with an atypical form of Peutz-Jeghers syndrome, thereby emphasizing the different possible syndrome
phenotypes and the difficulty of their diagnosis.

Key words: small bowel obstruction — intussusception — jejunal polyps — Peutz-Jeghers syndrome.



Simultaneous Occurrence of Two Rare Diseases: Actinomycosis
and Melanoma of the Rectum

Eugen Dumitru’, Irina Magdalena Dumitru', Razvan Popescu', Ghiulendan Resul’, Ionut Bulbuc', Sorin Rugina'

ABSTRACT

The simultaneous occurrence of two rare conditions in a single patient is uncommon. We report the case of a patient with rectal actinomycosis
covering an anorectal melanoma (both infrequent conditions), the last one being later recognized, only after surgical excision. We underline
here the role of thinking “outside the box” when an unusual situation is experienced.

Key words: rectal actinomycosis — anorectal melanoma — rectal surgery.



