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Abstract
AIM:
The aim of this study is to compare the effects of extended lymphadenectomy (E-LD) and regional
lymphadenectomy (R-LD) on outcome after radical resection of hilar cholangiocarcinoma (HCCA).

METHODS:
Data of 290 patients who underwent radical resection of HCCA were retrospectively analyzed.
Demographic characteristics, surgical variables, and tumor and LN characteristics were evaluated for
association with survival.

RESULTS:

A total of 63 patients underwent E-LD. Patients who underwent E-LD were more likely to have portal
vein embolization (14.3% vs. 5.7%), radical hepatectomy (36.2% vs. 26.0%), higher proportion of M1
patients (22.2% vs. 5.3%), more lymph nodes (LNs) retrieved (17 vs. 7), and positive common hepatic
artery lymph nodes (21.4% vs. 12.6%) when compared with R-LD (all P < 0.05). The Kaplan-Meier
curve of overall survival for patients who underwent E-LD indicated improvement over patients who
underwent R-LD in M0 (33.39 vs. 21.31 months; P = 0.032) and R0 resection (32.97 vs. 21.02 months;
P = 0.044) disease, but not observed in M1 disease (P > 0.05). After propensity score matching, E-LD
was not associated with a significant improvement in overall survival (OS) even in all subgroup
analysis (all P > 0.05). On multivariable analysis, E-LD was associated with improved overall survival,
but not after propensity score matching.

CONCLUSION:
E-LD is more likely to be performed in higher stage tumors. E-LD significantly increases LN retrieval,
thereby preventing under-staging and improving survival prediction. E-LD should not be adopted for
HCCA patients with intraoperatively confirmed distant LN metastases. Future studies are required to
further assess whether E-LD should be performed in negative celiac, superior mesenteric, and paraaortic lymph node in HCCA patients.
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Abstract
BACKGROUND:
Non-Celiac Wheat Sensitivity (NCWS) is still a largely undefined condition, due to the lack of a
diagnostic marker. Few data are available about the nutritional characteristics of NCWS patients at
diagnosis.

AIMS:
To evaluate the proportion of NCWS patients who were underweight, normal weight, overweight, or
obese at diagnosis, and to search for possible correlations between their Body Mass Index (BMI) and
other NCWS-related disease characteristics.

PATIENTS AND METHODS:
The clinical charts of 145 NCWS patients (125 F, 20 M, mean age 37.1 ± 11.4 years), diagnosed
between January 2012 and March 2018, were reviewed. As a comparison, 84 celiac disease (CD)
patients (73 F, 11 M, mean age 39.8 ± 13.9 years) were evaluated. All NCWS diagnoses were based on
a double-blind placebo-controlled wheat challenge (DBPCWC) method.

RESULTS:
BMI distribution was similar in the NCWS (6.2% underweight and 15.2% obese subjects) and CD
patients (6% underweight and 7.1% obese subjects). Underweight NCWS subjects were significantly
younger and had a shorter clinical history than the overweight or obese ones. Unlike the other NCWS
patients, none of them had a DQ2 and/or DQ8 haplotype. Overweight and obese NCWS patients were
more frequently suffering from associated autoimmune diseases than the other BMI categories (P =
0.05). Compared to the CD controls, NCWS patients showed a higher frequency of Irritable Bowel
Syndrome (IBS)-like (P = 0.01) and extraintestinal symptoms (P = 0.03) and a longer clinical history (P
= 0.04), whereas weight loss was more frequent in CD (P = 0.02).

CONCLUSIONS:
NCWS patients showed a BMI distribution similar to CD patients. However, NCWS was found to be a
heterogenous condition that regards BMI, and clinical characteristics differed between the
underweight and overweight/obese patients.
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Abstract
Celiac Disease (CeD) is defined as a chronic small intestinal immune-mediated enteropathy that is
precipitated by exposure to dietary gluten in genetically predisposed individuals. CeD is one of the
most common autoimmune disorders affecting around 1% of the population worldwide. Currently,
the only acceptable treatment for CeD is strict, lifelong adherence to a gluten-free diet (GFD) which
can often present a challenging task. A GFD alone is not sufficient to control symptoms and prevent
mucosal damage that can result from unintentional gluten exposure. Moreover, long-term
complications can occur in many patients. Consequently, there is an unmet need for non-dietary
therapies for the management of CeD. Such therapies could serve as an adjunct to the GFD but
eventually may replace it. This review will focus on and discuss non-dietary therapies currently in
clinical development for the management of CeD. METHODOLOGY: We searched clinicaltrials.gov and
PubMed to extract articles about celiac disease. We used keywords including, but not limited to,
"celiac disease," "non-dietary," "therapeutics," "pathophysiology," "Endopeptidases," "tight junction
modulators," "vaccine," and "Nexvax2". We focused mainly on articles that conducted
pathophysiologic and therapeutic research in human trials.
Copyright © 2019 The Authors. Published by Elsevier Inc. All rights reserved.
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Abstract
PURPOSE:
Celiac disease (CD) is a multifactorial, autoimmune, gluten-sensitive inflammatory disorder of the
small intestine. Taking into account the pathogenesis of CD, a strict gluten-free diet (GFD) is the only
treatment able to restore epithelium integrity and eliminate complications. The current study was
designed to assess whether the use of a GFD is sufficient for maintaining a correct
oxidative/antioxidant balance and ameliorating the evoked inflammatory signaling in young patients
with CD.

METHODS:
The study covered 80 children, aged between 7 and 18 years, attending the Gastroenterology Service
of the Gastroenterology, Hepatology and Child Nutrition Service from the Virgen de las Nieves
Hospital in Granada. Children with CD diagnosed were included in the celiac group who followed a
strict GFD for 2 years (n = 40) and the control group (n = 40) included healthy children, with negative
serological screening. Soluble superoxide dismutase 1 and 2, total antioxidant status, 8-hydroxy-2'deoxyguanosine, cortisol, melatonin and inflammatory parameters in plasma, 15-F2t-isoprostanes in
urine, and DNA breaks in peripheral blood lymphocytes were analysed.

RESULTS:

No differences were found in oxidative stress between CD patients and controls; however, IFN-γ, IL1α, IP-10 and TNF-β were higher in the CD patients. VEGF was also higher than in the control group.

CONCLUSION:
The GFD in the CD patients is enough to reduce the oxidative stress; however, in the case of the
inflammatory signaling, the initial exposure to gluten prior to stablish the GFD is strong enough to
induce an inflammatory state which is maintained (even when consuming the GFD); meanwhile the
increase in VEGF recorded in the CD group could be a compensatory mechanism to restore the
damaged mucosa and duodenal villous atrophy, due to its role in endothelial activation and
generation of new functional and stable vascular networks.
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Abstract
The omega-1,2 gliadins are a group of wheat gluten proteins that contain immunodominant epitopes
for celiac disease (CD) and also have been associated with food allergies. To reduce the levels of
these proteins in the flour, bread wheat (Triticum aestivum cv. Butte 86) was genetically transformed
with an RNA interference plasmid that targeted a 141 bp region at the 5' end of an omega-1,2 gliadin
gene. Flour proteins from two transgenic lines were analyzed in detail by quantitative twodimensional gel electrophoresis and tandem mass spectrometry. In one line, the omega-1,2 gliadins

were missing with few other changes in the proteome. In the other line, striking changes in the
proteome were observed and nearly all gliadins and low molecular weight glutenin subunits (LMWGS) were absent. High molecular weight glutenin subunits (HMW-GS) increased in this line and those
that showed the largest increases had molecular weights slightly less than those in the nontransgenic, possibly due to post-translational processing. In addition, there were increases in nongluten proteins such as triticins, purinins, globulins, serpins, and alpha-amylase/protease inhibitors.
Reactivity of flour proteins with serum IgG and IgA antibodies from a cohort of CD patients was
reduced significantly in both transgenic lines. Both mixing time and tolerance were improved in the
line without omega-1,2 gliadins while mixing properties were diminished in the line missing most
gluten proteins. The data suggest that biotechnology approaches may be used to create wheat lines
with reduced immunogenic potential in the context of gluten sensitivity without compromising enduse quality.
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Abstract
Diagnosis of postenteritic reactive arthritis (ReA) is a challenge and might have a broad range of
differential diagnoses. A 50-year-old man was referred to our attention because of persistent
inflammatory low back pain and asymmetric oligoarthritis. The clinical history was positive for
diarrhoea in the previous 3 months. Inflammatory bowel disease, Whipple and celiac diseases were
carefully excluded. In addition, serology, stool cultures, biopsies from the upper gastrointestinal tract
yielded negative results for infections. A presumptive diagnosis of ReA was done and a non-steroidal
anti-inflammatory drug trial prescribed. Persistence of symptoms prompted us for a second look of
the colon. Biopsy collected from the terminal ileum were cultured and surprisingly colonies of Hafnia
alvei, a rod-shaped Enterobacteriaceae, were detected. Treatment with ciprofloxacin leads to fast
symptoms resolution. Although enterocolitis from H. alvei has been rarely reported, the culture of

intestinal specimens might be recommended in the work-up of patients with suspected postenteritic
ReA.
© BMJ Publishing Group Limited 2019. No commercial re-use. See rights and permissions. Published
by BMJ.
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Abstract
BACKGROUND:
Coeliac crisis is a life-threatening presentation of coeliac disease. Severe diarrhoea, weight loss,
electrolyte imbalances and malnutrition are prominent features. Although mainly a disease of
childhood, it can on the rare occasion be diagnosed in adults.

CASE PRESENTATION:
A 25-year-old female with severe generalised oedema, lower extremity weakness, hypokalemia and
profound hypoalbuminemia was referred with an initial diagnosis of nephrotic syndrome. Three
months previously she had given birth to a healthy child following an uneventful pregnancy. She did
not have proteinuria. She had a history of diarrhoea with gluten-containing food since childhood but
lacked a formal diagnosis of coeliac disease. A duodenal biopsy confirmed the suspected diagnosis.
Coeliac crisis was diagnosed with life-threatening multisystem involvement. Introduction of a glutenfree diet abolished all disease symptoms and ameliorated laboratory parameters at six months'
follow-up.

CONCLUSION:
Coeliac crisis is a rare, yet dangerous presentation of coeliac disease in adults. As this case suggests, it
can present with generalised oedema and hypoalbuminemia mimicking nephrotic syndrome. Rapid
diagnosis is the key to successful treatment.
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Abstract
Background and objectives: Grain food consumption is a trigger of gluten related disorders: celiac
disease, non-celiac gluten sensitivity (NCGS) and wheat allergy. They demonstrate with non-specific
symptoms: bloating, abdominal discomfort, diarrhea and flatulence. Aim: The aim of the review is to
summarize data about pathogenesis, symptoms and criteria of NCGS, which can be helpful for
physicians. Materials and Methods: The PubMed and Google Scholar databases were searched in
January 2019 with phrases: 'non-celiac gluten sensitivity', non-celiac gluten sensitivity', non-celiac
wheat gluten sensitivity', non-celiac wheat gluten sensitivity', and gluten sensitivity'. More than 1000
results were found. A total of 67 clinical trials published between 1989 and 2019 was scanned. After
skimming abstracts, 66 articles were chosen for this review; including 26 clinical trials. Results: In
2015, Salerno Experts' Criteria of NCGS were published. The Salerno first step is assessing the clinical
response to gluten free diet (GFD) and second is measuring the effect of reintroducing gluten after a
period of treatment with GFD. Several clinical trials were based on the criteria. Conclusions:
Symptoms of NCGS are similar to other gluten-related diseases, irritable bowel syndrome and Crohn's
disease. With Salerno Experts' Criteria of NCGS, it is possible to diagnose patients properly and give
them advice about nutritional treatment.
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Abstract
BACKGROUND:
There is increasing evidence to show that TNF-α -308G>A polymorphism may be a risk factor for
celiac disease, but the results are inconsistent.

OBJECTIVE:
Thus, we aimed to perform a meta-analysis involving published studies up to January 2019 to
elucidate the association.

METHODS:
To assess the effect of TNF-α -308G>A polymorphism on celiac disease susceptibility, we searched
PubMed, ISI Web of Knowledge, Chinese National Knowledge Infrastructure (CNKI) databases to
identify eligible studies, without restriction. Summary odds ratios (ORs) and 95% confidence intervals
(CIs) were used to evaluate the susceptibility to celiac disease.

RESULTS:
A total of 11 studies with 1147 cases and 1774 controls were selected for this meta-analysis. The
pooled results indicated that TNF-α -308G>A polymorphism was associated with increased risk of

celiac disease (A vs G: OR=2.077, 95% CI=1.468-2.939, P=≤0.001; AA vs GG: OR=8.512, 95% CI=3.74019.373, P=≤0.001; AA+AG vs GG: OR=1.869, 95% CI=1.161-3.008, P=0.010; and AA+AG vs GG:
OR=4.773, 95% CI=3.181-7.162, P≤0.001). Subgroup analysis by ethnicity also revealed significant
association in Caucasians. In addition, there was a significant association between TNF-α -308G>A
polymorphism and celiac disease risk in Italy, Spain and PCR-FRLP group studies.

CONCLUSION:
Our meta-analysis suggests that the TNF-α -308G>A polymorphism plays an important role in celiac
disease susceptibility. However, our results are still needed to strengthen by further studies in
different ethnicities and larger sample sizes.
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Abstract
BACKGROUND:
One-third of the patients successfully treated for acute type A aortic dissection (AAD) require reintervention secondary to the distal aortic disease progression. The aim of this study is to identify

clinical and morphologic risk factors in the pre and postoperative AAD patients with respect to
unfavorable aortic remodeling, re-operations and poor long term outcomes.

METHODS:
123 consecutive patients who survived proximal AAD surgery were reviewed at a single institution.
The medical charts and computed tomography (CT) studies of these patients were reviewed from
2005-14. The short axis area of the true lumen (TL), false lumen (FL) and the total cross-sectional
area were measured from reconstructed images using centerline technique at the largest segment
each of the aortic arch (AA), descending thoracic aorta (TA), aorta proximal to the celiac artery (CA),
and the abdominal aorta (AbA). Survival and time to first reoperation were analyzed with Kaplan
Meier and Cox proportional-hazards models. Factors associated with radiologic change were
evaluated using multiple linear regression models. A significant change was defined as > 10% change
(cm2) from the baseline CTA.

RESULTS:
At least one sequential CT scan was available for 62 (50%) of the 123 patients (40 M, 22 F; average
age, 59.1±13.5 years). Mean interval (baseline and the comparison CT scan) was 779 days. In
general, the TA and FL increased in size over the study period. Multivariate analysis showed that age
>60 years and smoking were significantly associated with an increase in TL over time, while coronary
artery disease (CAD) and chronic obstructive pulmonary disease (COPD) were associated with
decrease TL (P=0.03). Hyperlipidemia and CAD were associated with an increase in FL size., while
pre-existing aortic aneurysm, coronary surgery and hemodialysis were significant risk factors for
reoperations (P=0.029). Age >60 (P=0.01), COPD (P=0.002), and male gender (P=0.02) were also
associated with an increase in total area, signifying distal aneurysmal progression.

CONCLUSIONS:
Patient risk factors predict unfavorable long term morphologic outcomes in the remaining aorta
after AAD surgical repair. These factors can be used as markers to identify patients who may benefit
from closer surveillance and possibly earlier endovascular intervention to the distal thoracic aorta.
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Abstract
After more than 15 years since its introduction into clinical practice, indications for device-assisted
enteroscopy have greatly expanded. Alongside the consolidated indications such as the diagnosis
and treatment of small bowel bleeding, Crohn's disease, hereditary polyposis, small-bowel tumors
and complicated celiac disease, device-assisted enteroscopy is nowadays largely used to perform
endoscopic retrograde cholangiopancreatography in patients with altered anatomy, stent
placement, retrieval of foreign bodies, direct insertion of jejunal feeding tubes, and in selected cases
of incomplete colonoscopy. This has been made possible by the technical improvements of the
enteroscopes and accessories and by the widespread use of the method. Device-assisted
enteroscopy endotherapy currently offers a safe and effective alternative to major surgery and
often represents the preferred option for treatment of small-bowel pathology. Its safety profile is
favourable even in the elderly patient, provided that it is performed in high-volume and experienced
centers. The evolution of the enteroscopy technique is a challenge for the future and could be
facilitated by the new enteroscopes models. These prototypes need a thorough clinical and safety
assessment especially for the complex therapeutic procedures. Large prospective, multicenter
studies should be performed to assess whether the use of device-assisted enteroscopy leads to
improved patients' long-term outcomes.
Copyright © 2019 Editrice Gastroenterologica Italiana S.r.l. Published by Elsevier Ltd. All rights
reserved.
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Abstract
Currently, the gold standard for diagnosis of coeliac disease (CD) is based on serology and
gastroduodenoscopy with histology of duodenal mucosal biopsies. The aim of this study was to
evaluate the potential of faecal volatile organic compounds (VOCs) analysis as a novel, non-invasive
tool to discriminate between CD in remission in patients on a gluten-free diet (GFD), refractory
coeliac disease (RCD) and controls without CD. Patients with an established diagnosis of CD on a
GFD, RCD and healthy controls (HC) were instructed to collect a faecal sample. All subjects
completed questionnaires on clinical symptoms, lifestyle and dietary information. Faecal VOCs were
measured using gas chromatography-ion mobility spectrometry. A total of 13 CD, 7 RCD and 10 HC
were included. A significant difference in VOC profiles between CD and RCD patients (area under the
curve (AUC) ± 95% CI: 0.91 (0.79-1) p = 0.000) and between CD and HC (AUC ± 95% CI: 0.71 (0.510.91) p = 0.0254) was observed. We found no significant differences between faecal VOC patterns of
HC and RCD. Based on faecal VOCs, CD could be discriminated from RCD and HC. This implies that
faecal VOC analysis may hold potential as a novel non-invasive biomarker for RCD. Future studies
should encompass a larger cohort to further investigate and validate this prior to application in
clinical practice.
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Abstract
PURPOSE:

Selective IgA deficiency (SIgAD) is the most common humoral primary immunodeficiency. Long-term
follow-up data in large cohort of pediatric patients are scarce.

METHODS:
We report on a single-center cohort of 184 pediatric patients affected with selective IgA deficiency
and describe the characteristics at diagnosis and during follow-up.

RESULTS:
Respiratory infections were the most common clinical finding leading to the initial diagnosis (62%).
Positive family history for antibody deficiencies (selective IgA deficiency, common variable
immunodeficiency) led to SIgAD diagnosis in 16% of cases. During follow-up, while the incidence of
respiratory infections was not particularly high, gastrointestinal symptoms were reported in 27% of
patients. Allergic manifestations were found in 23% at diagnosis and an additional 16% of patients
during follow-up, leading to a prevalence of atopy of 39% among SIgAD patients. Autoimmune
manifestations, excluding celiac disease, were found in 9% of affected patients during follow-up.
Celiac disease was found in a high prevalence (14%). Increase of serum IgA levels to partial
deficiency (9%) and normal serum levels for age (4%) was observed during follow-up. A small
percentage of patients (2%) progressed to common variable immunodeficiency (CVID).

CONCLUSIONS:
In conclusion, this is the first study to describe a large single-center pediatric cohort of patients
affected with SIgAD, revealing that overall most patients do well with regard to infections. Many
develop CD, at a rate much higher than the general population. A few normalize their IgA levels. A
few progress to CVID. Thus, careful follow-up is suggested to diagnose and treat potential
complications earlier for avoiding potential morbidities.
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Abstract
OBJECTIVE:
Whether prenatal or postnatal exposure to antibiotics is associated with an increased risk of coeliac
disease (CD) is unclear. We systematically reviewed studies on the association between early life
antibiotic exposure and the risk of CD or CD autoimmunity.

DESIGN:
Systematic review of observational studies.

DATA SOURCES:
The PubMed and Embase databases were searched up to December 2018, with no language
restrictions. Additional references were obtained from reviewed articles.

ELIGIBILITY CRITERIA FOR SELECTING STUDIES:
Cohort, cross-sectional and case-control studies that assessed the association between prenatal
and/or postnatal antibiotic exposure and the odds of developing CD (as defined by authors of the
original studies) or CD autoimmunity were eligible for inclusion.

RESULTS:
Six studies were included. In two large cohort studies that focused on prenatal antibiotic exposure,
no association with the risk of CD was found (adjusted OR=1.16; 95% CI 0.94 to 1.43 and adjusted
HR=1.33; 95% CI 0.69 to 2.56) in the Norwegian and Swedish cohorts, respectively. In three studies
that evaluated the association of postnatal antibiotic exposure with the risk of CD, the results were
contradictory, with only the Italian cohort study reporting a significant positive association (adjusted
incidence rate ratio=1.24; 95% CI 1.07 to 1.43). A large, multicentre cohort study that evaluated the
association between postnatal antibiotic exposure and CD autoimmunity in human leukocyte
antigen (HLA)-positive subjects found no association.

CONCLUSIONS:
We found no evidence of an association between prenatal or postnatal antibiotic exposure and CD.

© Author(s) (or their employer(s)) 2019. No commercial re-use. See rights and permissions.
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Abstract
Celiac disease (CeD) is an immune-mediated enteropathy with a strong genetic component where
the main environmental trigger is dietary gluten, and currently a correct diagnosis of the disease is
impossible if gluten-free diet (GFD) has already been started. We hypothesized that merging
different levels of genomic information through Mendelian Randomization (MR) could help discover
genetic biomarkers useful for CeD diagnosis. MR was performed using public databases of
expression quantitative trait loci (eQTL) and methylation QTL (mQTL) as exposures, and the largest
CeD genome-wide association study (GWAS) conducted to date as the outcome, in order to identify
potential causal genes. As a result, we identified UBE2L3, an ubiquitin ligase located in a CeDassociated region. We interrogated the expression of UBE2L3 in an independent dataset of
peripheral blood mononuclear cells (PBMCs) and found that its expression is altered in CeD patients
on GFD when compared to non-celiac controls. The relative expression of UBE2L3 isoforms predicts
CeD with 100% specificity and sensitivity and could be used as a diagnostic marker, especially in the
absence of gluten consumption. This approach could be applicable to other diseases where
diagnosis of asymptomatic patients can be complicated.
© The Author(s) 2019. Published by Oxford University Press.
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Abstract

OBJECTIVE:
Celiac disease is associated with higher risk of infertility, recurrent abortions, and adverse outcomes
in pregnancy and in puerperium. The aim of the study was to analyse the association between celiac
disease and reproductive disorders in the group of celiac patients and compare these to healthy
controls.

METHODS:
A retrospective case-control matched study. The association between celiac disease and menstrual
cycle, gyneco-obstetrical complications was assessed with a questionnaire specifically developed for
the study. 144 celiac women and 61 celiac men, members of Slovenian Celiac Society, together with
71 healthy women and 31 healthy men participated in the study.

RESULTS:
A higher percentage of celiac women (27.1%) had difficulties in conception of the first child when
compared to healthy controls (12.7%) (p = 0.042). In addition, celiac women experienced more
complications than healthy controls during the pregnancy, such as abortions or intrauterine growth
retardation (p < 0.005). In our study, the prevalence of reproductive problems was not the same in
celiac males and females. Altogether 2 celiac men (3.3%) reported having fertility problems,
however, the difference between male cases and controls was not statistically significant
(p = 0.548).

CONCLUSION:
Physicians should examine women with unexplained infertility, recurrent abortions or intrauterine
growth retardation for undiagnosed celiac disease. Compared with healthy women, women with
celiac disease have increased risk of spontaneous abortions, preterm delivery and fewer successful
pregnancies.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
BACKGROUND AND AIMS:
The causes of microscopic colitis are currently poorly understood. Previous reports have found
clinical associations with coeliac disease and genetic associations at the HLA locus on the ancestral
8.1 haplotype. We investigated pharmacological and genetic factors associated with microscopic
colitis in the UK Biobank.

METHODS:
483 European UK Biobank participants were identified by ICD10 coding, and a genome-wide
association study was performed using BOLT-LMM, with a sensitivity analysis performed excluding
potential confounders. The HLA*IMP:02 algorithm was used to estimate allele frequency at 11
classical human leukocyte antigen (HLA) genes, and downstream analysis was performed using
FUMA. Genetic overlap with inflammatory bowel disease (Crohn's disease and ulcerative colitis) was
investigated using genetic risk scores.

RESULTS:
We found significant phenotypic associations with smoking status, coeliac disease and the use of
proton-pump inhibitors but not with other commonly reported pharmacological risk factors. Using
the largest sample size to date, we confirmed a recently reported association with the MHC
Ancestral 8.1 Haplotype. Downstream analysis suggests association with digestive tract
morphogenesis. By calculating genetic risk scores, we also report suggestive evidence of shared
genetic risk with Crohn's disease, but not with ulcerative colitis.

CONCLUSIONS:
This report confirms the role of genetic determinants in the HLA in the pathogenesis of microscopic
colitis. The genetic overlap with Crohn's disease suggests a common underlying mechanism of
disease.
Copyright © 2019 European Crohn’s and Colitis Organisation (ECCO). Published by Oxford University
Press. All rights reserved. For permissions, please email: journals.permissions@oup.com.
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Abstract
AIM:
Nutritional deficiencies associated with celiac disease include iron, folic acid, and fat soluble
vitamins. This study compared the prevalence and degree of vitamin A deficiency among newly
diagnosed celiac disease patients to controls in a developed country.

METHODS:
This prospective cohort study included all children evaluated by gastroscopy at Dana-Dwek
Children's Hospital, Israel, between September 2014 to February 2017. Vitamin A, haemoglobin, Creactive protein (CRP), ferritin, tissue-transglutaminase, immunoglobulin A and vitamin D levels
were measured.

RESULTS:
Of the 113 children (69% females), 47 were diagnosed with celiac disease whereas the others were
the controls (mean age of 8.2 ± 3.8 years and 12.4 ± 3.5 years, respectively). There was no group
difference in vitamin A, vitamin D or CRP levels. Among celiac children two had true vitamin A
deficiency compared with three controls while 18 celiac children had subclinical vitamin A deficiency
compared with 25 controls (p >0.05).

CONCLUSION:
Paediatric celiac disease was not associated with increased prevalence of vitamin A deficiency.
Children evaluated for gastrointestinal complaints in a developed country were found to have an
unexpectedly high prevalence of subclinical vitamin A deficiency. Further prevalence and causality

assessments of vitamin A deficiency in developed countries are needed. This article is protected by
copyright. All rights reserved.
This article is protected by copyright. All rights reserved.
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Abstract
Celiac Disease (CD) is an autoimmune disease characterized by inflammation of the intestinal
mucosa due to an immune response to wheat gliadins. Some gliadin peptides (e.g., A-gliadin P57-68)
induce an adaptive Th1 pro-inflammatory response. Other gliadin peptides (e.g., A-gliadin P31-43)
induce a stress/innate immune response involving interleukin 15 (IL15) and interferon α (IFN-α). In
the present study, we describe a stressed/inflamed celiac cellular phenotype in enterocytes and
fibroblasts probably due to an alteration in the early-recycling endosomal system. Celiac cells are
more sensitive to the gliadin peptide P31-43 and IL15 than controls. This phenotype is reproduced in
control cells by inducing a delay in early vesicular trafficking. This constitutive lesion might mediate
the stress/innate immune response to gliadin, which can be one of the triggers of the gliadinspecific T-cell response.
PMCID: PMC6527696 Free PMC Article
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Abstract
Background and Objectives: Celiac disease (CD) is a multifactorial immune-mediated disorder,
triggered by the ingestion of gluten in genetically-predisposed subjects carrying MHC-DQ2 and -DQ8
heterodimers, which are encoded by four HLA-DQ allelic variants, overall. This meta-analysis aims at
providing further epidemiological support to the predominant relevance of one specific allele,
namely HLA-DQB1*02, in the predisposition and genetic risk of CD. Materials and Methods: We
performed a search of MEDLINE/PubMed, Embase, Web of Science, and Scopus, retrieving all
publications (case-control study, cross-sectional, and retrospective cohort study) on the association
between HLA class II polymorphisms and first-degree relatives (FDRs) of children with CD. After a
critical reading of the articles, two investigators independently performed data extraction according
to the following inclusion criteria: HLA class II genes, any DQ and DR molecules, and CD diagnosed
following the current clinical guidelines. A third participant was consulted for discussion to reach an
agreement concerning discrepancies. Results: Our search strategy selected 14 studies as being

eligible for inclusion, and those were submitted for data extraction and analysis. These studies were
published between 1999 and 2016 and, collectively, enrolled 3063 FDRs. Positive and negative
likelihood ratios (LR+ and LR-, respectively) for CD diagnosis, according to the presence of the HLADQ genotype coding a complete MHC-DQ2 and/or MHC-DQ8 molecules, were 1.449 (CI 1.279-1.642)
and 0.187 (CI 0.096-0.362), respectively. If only the isolated presence of HLA-DQB1*02 allele is
considered, the pooled estimation of LR+ was 1.659 (CI 1.302-2.155) and, importantly, the LR- still
showed a very good discriminatory power of 0.195 (CI 0.068-0.558). Conclusions: Through our
differential meta-analysis, comparing the presence of the genotype coding the full MHC-DQ2 and/or
DQ8 molecules with the isolated presence of HLA-DQB1*02 allelic variant, we found that the LR- of
the latter analysis maintained the same value. This observation, along with previous evidences,
might be useful to consider potential cost-effective widened screening strategies for CD in children.
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Abstract
Wheat gluten, a byproduct of the wheat starch industry, is widely used as a dough strengthener and
gelling agent. In this research, we developed novel double-network hydrogels by gelation of gluten
using in situ metal-catechol coordination. The first network consisted of physically associated gluten
molecules, while the second network consisted of Fe3+-cross-linked proanthocyanidins (PACs).
Dynamic shear rheology experiments suggested that coordination of Fe3+ and PACs greatly
enhanced the mechanical properties of the gluten hydrogels. The double-network hydrogels
exhibited a 3-fold higher shear modulus than pure gluten hydrogels. The formation of bis- and triscatechol-Fe3+ complexes between Fe3+ and PACs in the hydrogels was confirmed by ultravioletvisible spectrometry and isothermal titration calorimetry (ITC). The ITC measurements of Fe3+
binding to PACs indicated a molar stoichiometry of 1:4 and a dissociation constant ( KD) of 24.9 × 109
. When subject to repeated shear deformation-compression cycles, the hydrogels exhibited strong
and rapid recovery of their rheological properties. The strong, self-healing characteristics of the
double-network gluten hydrogels produced in this study may be useful for certain applications in
the food, agriculture, biomedicine, and tissue-engineering industries.
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Abstract

We describe a case involving subarachnoid and intraperitoneal hemorrhage due to segmental
arterial mediolysis(SAM). A 77-year-old female patient with sudden subarachnoid hemorrhage was
immediately transferred to our institution. The hemorrhage was classified as grade 2 according to
the World Federation of Neurosurgical Societies system. The patient was a non-smoker and did not
drink alcohol regularly. A right internal carotid aneurysm was detected using CT angiography and
was clipped during frontotemporal craniotomy. Bleeding was observed from the anterior wall of the
internal carotid artery, and the tear was clipped. The patient had an uneventful postoperative
course until sudden cardiopulmonary arrest eight days after craniotomy. She died of massive
intraperitoneal hemorrhage. Autopsy revealed that the hemorrhage was due to dissection of the
celiac artery. Tunica media denaturation was observed not only in the celiac artery, but also in the
splenic and internal carotid arteries, which exhibited ruptured aneurysms, and the patient was
diagnosed with segmental arterial mediolysis(SAM). SAM is an arterial degenerative disease
affecting the medial layer of the arterial and dissecting walls. Multiple lesions are sometimes found.
Radiographic imaging findings of SAM are similar to those of dissecting aneurysms, which are
characterized by a single continuous dissection of the medial layer. As observed in this case,
abdominal bleeding caused by SAM can occur after intracranial bleeding. When surgeons encounter
unusual intracranial dissecting aneurysms, SAM should be considered as a differential diagnosis.
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Abstract
INTRODUCTION:
Immune-mediated inflammatory diseases (IMIDs) cause significant impairment in quality of life.
Although they share similar genetic factors, environmental precipitants, and pathophysiological
mechanisms, there is little evidence on the risk of developing subsequent IMIDs after an initial IMID

diagnosis. We sought to assess the risk of developing subsequent IMIDs among patients diagnosed
with an initial IMID.

METHODS:
This retrospective matched cohort study used a large US commercial health insurance claims
database (01/01/2006-09/30/2015). The risks of developing secondary IMIDs among patients aged
18-64 years with a diagnosis of one of nine IMIDs of interest (ankylosing spondylitis, celiac disease,
hidradenitis suppurativa [HS], inflammatory bowel disease, lupus, psoriatic arthritis [PsA], psoriasis,
rheumatoid arthritis, and uveitis) as identified from diagnosis codes on medical claims were
compared with up to 1000 matched controls without the primary IMID using Cox proportional
hazards models.

RESULTS:
Across the nine IMIDs of interest, there were 398,935 unique case patients matched to 256,795,796
non-unique control patients. Case patients with an initial IMID had higher risks of developing each,
any one, and any two of the other eight secondary IMIDs compared to their matched controls.
Hazard ratios [95% confidence intervals] for the risk of developing any one secondary IMID ranged
from 5.4 [5.0, 5.8] (initial IMID: HS) to 62.2 [59.9, 64.6] (initial IMID: PsA), and hazard ratios for
developing any two secondary IMIDs ranged from 3.0 [2.3, 3.8] (HS) to 75.2 [69.3, 81.7] (PsA).

CONCLUSIONS:
This study demonstrates that the risk of developing a second IMID is significantly higher for
individuals who have already experienced a first IMID in a large and contemporary US claims
database. Certain pairs of IMIDs co-occur more frequently than others. The risk of developing
subsequent IMIDs may be an important consideration for clinicians when selecting treatment
strategies.
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Abstract
While the gluten-free diet (GFD) is the only known effective therapy for celiac disease, in recent
years it has become increasingly popular in the USA and worldwide, with many believing it to be
more "healthful" and others claiming that it has beneficial effects for health conditions, many
extraintestinal, other than celiac disease. This review examines the evidence for use of the GFD in
patients without celiac disease who self-report intestinal and/or extraintestinal symptoms (nonceliac gluten sensitivity), as well as for enhancement of athletic performance and treatment of
autism, rheumatoid arthritis, and psychiatric disorders. Overall, the evidence for use of GFDs in
conditions other than celiac disease is poor. Though non-celiac gluten sensitivity may ultimately
emerge as a biomarker-defined condition, a large proportion of patients with apparent non-celiac
gluten sensitivity have, after careful investigation, an alternative diagnosis. In light of this, and
coupled with the potential physical and psychological harms associated with the avoidance of
gluten, initiating a GFD should not be encouraged for people who have these other conditions or are
seeking physical/athletic enhancement.
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Abstract
Detoxification of gluten immunogenic epitopes is a promising strategy for the treatment of celiac
disease. Our previous studies have shown that these epitopes can be degraded in vitro by subtilisin
enzymes derived from Rothia mucilaginosa, a natural microbial colonizer of the oral cavity. The
challenge is that the enzyme is not optimally active under acidic conditions as encountered in the
stomach. We therefore aimed to protect and maintain subtilisin-A enzyme activity by exploring two
pharmaceutical modification techniques: PEGylation and Polylactic glycolic acid (PLGA)
microencapsulation. PEGylation of subtilisin-A (Sub-A) was performed by attaching
methoxypolyethylene glycol (mPEG, 5 kDa). The PEGylation protected subtilisin-A from autolysis at
neutral pH. The PEGylated Sub-A (Sub-A-mPEG) was further encapsulated by PLGA. The
microencapsulated Sub-A-mPEG-PLGA showed significantly increased protection against acid
exposure in vitro. In vivo, gluten immunogenic epitopes were decreased by 60% in the stomach of
mice fed with chow containing Sub-A-mPEG-PLGA (0.2 mg Sub-A/g chow) (n = 9) compared to 31.9%
in mice fed with chow containing unmodified Sub-A (n = 9). These results show that the developed
pharmaceutical modification can protect Sub-A from auto-digestion as well as from acid
inactivation, thus rendering the enzyme more effective for applications in vivo.
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Abstract
Background and objectives: Dermatitis herpetiformis (DH) is a blistering dermatosis, which shares
common immunologic features with celiac disease (CD). The aim of the present study was to explore
the performance of a panel of CD-related antibodies and IL-17A in Bulgarian patients with DH.
Materials and Methods: Serum samples from 26 DH patients at mean age 53 ± 15 years and 20
healthy controls were assessed for anti-tissue transglutaminase (anti-tTG), anti-deamidated gliadin
peptides (anti-DGP), anti-actin antibodies (AAA), and IL-17A by enzyme linked immuno-sorbent
assay (ELISA), as well as anti-tTG, anti-gliadin (AGA), and anti-Saccharomyces cerevisiae antibodies
(ASCA) using immunoblot. Results: The average serum levels of anti-tTG, anti-DGP, AGA, AAA, and
the cytokine IL-17A were at significantly higher levels in patients with DH compared to the average
levels in healthy persons which stayed below the cut-off value (p < 0.05). Anti-DGP and anti-tTG
antibodies showed the highest diagnostic sensitivity and specificity, as well as acceptable positive
and negative predictive value. None of the healthy individuals was found positive for the tested
antibodies, as well as for ASCA within the DH group. All tests showed good to excellent correlations
(r = 0.5 ÷ 0.9, p < 0.01). Conclusions: Although the diagnosis of DH relies on skin biopsy for histology
and DIF, serologic testing of a panel of celiac-related antibodies could be employed with advantages
in the diagnosing process of DH patients. Furthermore, DH patients who are positive for the
investigated serologic parameters could have routine monitoring for gastrointestinal complications
typical for the gluten-sensitive enteropathy.
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Abstract
Small Bowel Biopsy (SBB) is not always helpful to establish celiac disease diagnosis. Hence we have
conducted a retrospective study to know the amount of SBB in our center that was not optimal for
this purpose. Histological findings were not appropriate for diagnosis in 3,56% (34 out of 955). The
main problem encountered was inadequate sample cutting, although this could be solved by a new
recut in almost 30% of cases.
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Abstract
Dermatitis herpetiformis (DH) is a cutaneous manifestation of coeliac disease (CD), which causes an
itching and blistering rash, typically on the elbows, knees and buttocks. DH and CD share a similar
genetic background, small bowel mucosal alterations, and an autoimmune response against tissue
transglutaminase in the serum and small bowel. DH is typically diagnosed during adulthood, and it is
slightly more common among males than females. The incidence of DH seems to be decreasing, in
contrast to the detected four-fold increase in the incidence of CD. In addition to typical clinical
picture, diagnosis of DH relies on the demonstration by direct immunofluorescence of
pathognomonic granular IgA deposits in the papillary dermis. Circulating tissue transglutaminase
antibodies support the diagnosis, but their absence does not exclude DH. Obtainment of small
bowel mucosal biopsies is not necessary when DH is diagnosed, but if performed, the majority of
patients are found to have villous atrophy, and even those with normal villous architecture evince
CD-type inflammation. The treatment of choice in DH is a strict, life-long adherence to a gluten-free
diet (GFD). In addition to alleviating the symptoms of DH and healing the small bowel mucosal
damage, a GFD increases the quality of life for patients, and decreases the risk for lymphoma in DH.
Further, the mortality rate of patients with DH treated with a GFD seems to be lower than that of

the general population. However, as changing to a GFD has a rather slow effect on the DH rash,
patients with severe skin symptoms should additionally be treated with dapsone medication. This
review article is based on a presentation given at the British Society for Medical Dermatology
blistering skin diseases meeting 2019.
© 2019 British Association of Dermatologists.
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Abstract
Adequate folate intake during the female reproductive years plays a vital role in fetal
neurodevelopment. To address this public health concern, the FDA required enriched cereal grains
to be fortified with folic acid. A positive outcome of fortification with folic acid was a reduction in
the number of pregnancies affected by neural tube defects (NTDs). However, there are individuals
unable to consume these enriched grains, such as those with a gluten allergy or intolerance. The
need for folic acid fortification across all grains, those with and without gluten, should be considered
in an effort to provide equivalent folic acid to all and further promote public health efforts aimed at
decreasing the incidence of NTDs.
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Abstract
(-)-Epigallocatechin-3-gallate (EGCG), a major phenolic constituent of tea, has been shown to have
biological activity within inflammatory pathways involved with food allergies and intolerances.
Proposed mechanisms for this effect include sequestration and structural modification of
immunostimulatory proteins as a result of interactions with EGCG. The present study employs
biophysical techniques including dynamic light scattering, circular dichroism and nuclear magnetic
resonance to elucidate the likely mechanism(s) by which EGCG interacts with α2-gliadin (57-89)
(α2g), an immunodominant peptide in celiac disease pathogenesis. We demonstrate that EGCG
interacts with α2g in a multi-phase reaction driven by non-specific binding, resulting in the
formation of polydisperse EGCG/α2g complexes which induce changes in peptide structure. We also
show that these interactions occur at a range of pH levels associated with digestion, including pH
2.0, 6.8 and 7.5. Based on previous reports of binding specificity of enzymes and antigen presenting
cells in celiac disease pathogenesis, our results provide foundational support for EGCG to prevent
recognition of immunostimulatory gliadin epitopes by the body and thus prevent the inflammatory
and autoimmune response associated with celiac disease.
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Abstract
Pancreaticoduodenectomy is still one of the biggest and high complicated surgeries. It still has high
morbidity and mortality rates. liver receives its blood supply from one hepatic artery a branch of the
celiac trunk However variations of hepatic and celiac trunk are not rare. We present a case of a 60year-old patient who underwent pancreaticoduodenectomy for ampulla tumor in which there were
some rear anomalies. Angiographic CT after procedure confirmed the absence of celiac trunk, the
absence of left gastric, the splenic artery arising from aorta directly and common hepatic artery
arising from superior mesenteric artery. These anomalies are not considered contraindication and
should not be. with good surgical experience the procedure may be done safely giving the patient
his last choice to fight the disease.
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Abstract
OBJECTIVE:
Scientific findings regarding the prevalence of Celiac disease (CD) in pediatric patients with type 1
diabetes (T1D) in the Arab world are scarce. We aimed to estimate the prevalence of biopsy proven

celiac disease (BPCD) among pediatric patients with T1D from Jordan. We also assessed the possible
predictors for developing CD in this cohort of patients and we compared T1D patients who
developed BPCD with those who had positive CD serology but negative histology and/or fluctuating
CD serology.

METHODS:
Celiac serology and duodenal biopsy results from 2012 to 2017 were collected from patients with
T1D. The outcome of positive celiac serology and the risk factors for CD in T1D patients were
investigated.

RESULTS:
A total of 538 children, 278 boys (51.7%) were included in the study. The prevalence of positive
serology and the diagnosis of BPCD in this cohort of T1D patients were 16.6% and 9.1% respectively.
Eighty percent of those with BPCD were asymptomatic and 47% were diagnosed with CD at onset of
T1D. Spontaneous normalization of celiac serology occurred in 23.6% of those with positive
serology.

CONCLUSION:
CD is prevalent in T1D pediatric patients from Jordan (9.1%). It is often asymptomatic and the
majority of cases were diagnosed at onset or within five years of T1D diagnosis. Spontaneous
normalization of CD serology occurred in some patients with T1D. Hence, a watchful follow-up is
recommended in such patients.
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Abstract
Considering the shortcomings related to antibiotics usage, the introduction of other bacteriostatic
and bactericidal agents that present synergetic effects or standalone properties is urgently needed.
AgNO3 is an important bactericidal agent, which imparts various functions on bacteria dependent on
its concentration. Therefore, an understanding of its mechanisms of action in infinitesimal
concentrations plays an important role which can ultimately lead to AgNO3 involvement in the
pharmaceutical industry. The monitoring of VOC (volatile organic compound) profiles emitted by
bacteria is a simple method to assess changes occurring in bacterial metabolism. In this study, VOCs
of Hafnia alvei, Pseudomonas luteola and Staphylococcus warneri cultures were analyzed both in
the absence and in the presence of three concentrations of AgNO3. Headspace solid-phase
microextraction gas chromatography/mass spectrometry (HS-SPME-GC/MS) was employed for
extraction and analysis. After supplementation with AgNO3, changes in the emitted fingerprints
were investigated. Odorants associated with mouth-related and systemic diseases, like dimethyl
trisulfide, indole (halitosis) and 2-hexanone (celiac disease), were also affected by addition of
AgNO3. Statistical tests proved discrimination between obtained profiles with more that 90%
variability. Moreover, physiological states of bacteria after dosage with various concentration of
stressing agent were investigated and explained by the mechanisms of action.
Copyright © 2019. Published by Elsevier Inc.
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Excerpt
The definition of steatorrhea is an increase in fat excretion in the stools. Steatorrhea is one of the
clinical features of fat malabsorption and noted in many conditions such as exocrine pancreatic
insufficiency (EPI), celiac disease, and tropical sprue. An increase in the fat content of stools results
in the production of pale, large volume, malodorous, loose stools. Screening for steatorrhea may be
carried out by examining stool samples for the presence of fat by Sudan III staining. However,
quantitative fecal fat estimation is required to confirm the diagnosis. Among the macronutrients,
digestion and absorption of fat involve a complex mechanism. Fat absorption requires bile acids,
digestive enzymes, and a normally functioning small intestinal mucosa. Dietary lipids, mostly as
triacylglycerols, are initially emulsified by bile acids and then hydrolyzed by the pancreatic lipases
and colipases into free fatty acids and monoglycerides. In the proximal small bowel, these
hydrolyzed lipids form micelles by the action of bile acids. The micelles are then absorbed across the
intestinal villi and transported as chylomicrons via the intestinal lymphatics. Therefore, any defects
in the availability or function of bile acids, pancreatic digestive enzymes or absorptive villi will lead
to steatorrhea.[1]
Copyright © 2019, StatPearls Publishing LLC.
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Abstract
BACKGROUND & AIMS:
Determining whether patients with lymphocytic enteritis (LE) have coeliac disease is a challenge. We
analysed the variables associated with a low-grade coeliac enteropathy diagnosis in patients with
suspected coeliac disease but without villous atrophy, and developed a scoring system to identify
them.

METHODS:
We collected data from 2010 through to 2016 on patients with lymphocytic enteritis and persistent
symptoms compatible with the clinical spectrum of coeliac disease. One hundred and four patients
starting on a gluten-free diet (GFD) were included. Duodenal biopsies were collected before the GFD
and analysed for numbers of CD3+ T-cell receptor gamma delta+ (TCRγδ+), and CD3- intraepithelial

lymphocytes. We performed a logistic regression analysis to identify factors associated with a lowgrade coeliac enteropathy diagnosis.

RESULTS:
Sixty-two patients achieved clinical remission after the GFD. Fifty of these 62 patients were
diagnosed with low-grade coeliac enteropathy. Multivariate analysis identified the presence of >25%
intraepithelial lymphocytosis, HLA-DQ2.5, positive serology, and increased numbers of TCRγδ+ cells
with a low-grade coeliac enteropathy diagnosis. We developed a scoring system that identified
patients with an area under the ROC curve (AUC) of 0.91. Scores of >10 had 86% sensitivity and 85%
specificity.

CONCLUSION:
We developed a scoring system that identifies patients likely to be diagnosed with low-grade coeliac
enteropathy with an AUC value of 0.91.
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Abstract
The objective of this study was to investigate, by means of a D-optimal mixture design, the
combined effects of hydroxypropyl methyl cellulose (HPMC), xanthan (XG), and guar (GG) gums on
physicochemical, rheological, and textural properties of gluten-free batter and bread. For each of
the quality properties measured, a two-factor interaction model was fitted, and the significance of
its terms was assessed by analysis of variance. Sticky batters were produced with a combination of
high dose of GG (0.60%), high-intermediate dose of HPMC (3.36%), and low dose of XG (0.04%).
Combinations of high XG dose (0.60%) and intermediate doses of HPMC (3.08%) and GG (0.32%)
rendered GF breads of greater specific volume, while lower bread crust luminosity was obtained
with combinations of high GG dose (0.60%), low XG dose (0.04%), and high-intermediate HPMC
dose (3.36%). Combinations of high-intermediate HPMC dose (3.36%), high GG dose (0.60%), and
low XG dose (0.04%) produced both softer crumbs and bread slices of more open visual texture. By
using a desirability function that maximized specific volume while minimizing crust luminosity,
crumb hardness, and mean cell density, the optimization of hydrocolloids mixture rendered a value
of 0.54, for a combination of 0.24% XG, 0.60% GG, and 3.16% HPMC.
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Abstract
OBJECTIVES:
To determine the association between the amount of gluten intake in childhood and later celiac
disease (CD), for which data are currently scarce.

METHODS:
The prospective Diabetes Autoimmunity Study in the Young cohort includes 1875 at-risk children
with annual estimates of gluten intake (grams/d) from age 1 year. From 1993 through January 2017,
161 children, using repeated tissue transglutaminase (tTGA) screening, were identified with CD
autoimmunity (CDA) and persistent tTGA positivity; of these children, 85 fulfilled CD criteria of
biopsy-verified histopathology or persistently high tTGA levels. Cox regression, modeling gluten
intake between ages 1 and 2 years (i.e., in 1-year-olds), and joint modeling of cumulative gluten
intake throughout childhood were used to estimate hazard ratios adjusted for confounders (aHR).

RESULTS:
Children in the highest third of gluten intake between the ages of 1 and 2 years had a 2-fold greater
hazard of CDA (aHR 2.17; 95% confidence interval [CI], 1.22-3.88; P value = 0.01) and CD (aHR 1.96;
95% CI, 0.90-4.24; P value = 0.09) than those in the lowest third. The risk of developing CDA
increased by 5% per daily gram increase in gluten intake (aHR 1.05; 95% CI, 1.00-1.09; P value =
0.04) in 1-year-olds. The association between gluten intake in 1-year-olds and later CDA or CD did
not differ by the child's human leukocyte antigen genotype. The incidence of CD increased with
increased cumulative gluten intake throughout childhood (e.g., aHR 1.15 per SD increase in
cumulative gluten intake at age 6; 95% CI, 1.00-1.32; P value = 0.04).

DISCUSSION:
Gluten intake in 1-year-olds is associated with the future onset of CDA and CD in children at risk for
the disease.
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Abstract
OBJECTIVES:
Celiac disease (CD) is a chronic enteropathy characterized by an autoimmune reaction in the small
intestine of genetically susceptible individuals. The underlying causes of autoimmune reaction and
its effect on host metabolism remain largely unknown. Herein, we apply lipidomics to elucidate the
early events preceding clinical CD in a cohort of Finnish children, followed up in the Type 1 Diabetes
Prediction and Prevention study.

METHODS:

Mass spectrometry-based lipidomics profiling was applied to a longitudinal/prospective series of
233 plasma samples obtained from CD progressors (n = 23) and healthy controls (n = 23), matched
for human leukocyte antigen (HLA) risk, sex, and age. The children were followed from birth until
diagnosis of clinical CD and subsequent introduction of a gluten-free diet.

RESULTS:
Twenty-three children progressed to CD at a mean age of 4.8 years. They showed increased
amounts of triacylglycerols (TGs) of low carbon number and double bond count and a decreased
level of phosphatidylcholines by age 3 months as compared to controls. These differences were
exacerbated with age but were not observed at birth (cord blood). No significant differences were
observed in the essential TGs.

DISCUSSION:
Our preliminary findings suggest that abnormal lipid metabolism associates with the development
of clinical CD and occurs already before the first introduction of gluten to the diet. Moreover, our
data suggest that the specific TGs found elevated in CD progressors may be due to a host response
to compromised intake of essential lipids in the small intestine, requiring de novo lipogenesis.
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Abstract
INTRODUCTION:
We identified the frequency and assessed the validity of marketing claims made by American
chiropractors, naturopaths, homeopaths, acupuncturists, and integrative medicine practitioners
relating to the diagnosis and treatment of celiac disease and nonceliac gluten sensitivity (NCGS),
both of which have increased in prevalence in recent years.

METHODS:
We performed a cross-sectional study analyzing websites of practitioners from 10 cities in the
United States and analyzed the websites for any mention of celiac or NCGS as well as specific claims
of ability to diagnose, ability to treat, and treatment efficacy. We classified treatments promoted as
true, false, or unproven, as assessed independently by 2 authors.

RESULTS:
Of 500 clinics identified, 178 (35.6%) made a claim regarding celiac disease, NCGS, or a gluten-free
diet. Naturopath clinic websites have the highest rates of advertising at least one of diagnosis,
treatment, or efficacy for celiac disease (40%), followed by integrative medicine clinics (36%),
homeopaths (20%), acupuncturists (14%), and chiropractors (12%). Integrative medicine clinics have
the highest rates of advertising at least one of diagnosis, treatment, or efficacy for NCGS (45%),
followed by naturopaths (37%), homeopaths (14%), chiropractors (14%), and acupuncturists (10%).
A geographic analysis yielded no significant variation in marketing rates among clinics from different
cities. Of 232 marketing claims made by these complementary and alternative medicine (CAM) clinic
websites, 138 (59.5%) were either false or unproven.

DISCUSSION:
A significant number of CAM clinics advertise diagnostic techniques or treatments for celiac disease
or NCGS. Many claims are either false or unproven, thus warranting a need for increased regulation
of CAM advertising to protect the public.
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Abstract
Targeted degrading Aspergillus niger-derived prolyl endopeptidase (AN-PEP) is promising in gluten
hydrolysis because it specifically cleaves the proline-rich sites in gluten. The current study aims to
understand the safety aspects of AN-PEP hydrolysed low immunoreactive wheat flours by testing
immune responses using cell line and animal models. In the AN-PEP hydrolysed wheat flour (AN-PEP
HWF) gliadin extract, there was no increase in the levels of zonulin-1 (Zo-1) and pro-inflammatory
cytokines (IL-6 and IL-8) but a significant increase was noted in the control wheat flour (CWF)
gliadin-treated Caco-2 cells. The Zo-1 localization in Caco-2 cells was significantly noted in the
reacted positive fluorescence cells that were treated with the control wheat flour. Further, a safety
evaluation of HWF was carried out in gluten-sensitized BALB/c mice. Mouse anti-gliadin (IgG, IgA
and IgE) antibodies were significantly generated in the CWF treated animals rather than the AN-PEP
HWF groups. The serum pro-inflammatory (IL-1β, IL-4, IL-6, IL-15, TNF-α and IFN-γ) markers were
observed in significant levels in CWF challenged mice and a similar trend was observed in ex-vivo

splenocyte cells. A small intestine histopathological sectioning revealed that there are no
abnormalities or structural changes in AN-PEP HWF challenged mice.
Copyright © 2019. Published by Elsevier Ltd.
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Abstract
microRNAs (miRNAs) are a novel class of single-stranded RNAs with a key role in the regulation of
gene expression. miRNA main mechanism of action involves interaction with the mRNA transcribed
from the genes, leading to the target mRNA silencing and degradation. Indeed, it is easy to conceive
that a defective miRNA-based mRNA regulation may compromise normal cell function and cause
genetic diseases. A wide spectrum of studies has focused on the identification and introduction of
regulatory diseases-specific miRNAs for the past decade. Overexpression or downregulation of
several miRNAs can potentially stimulate or inhibit pathways related to the pathogenesis of celiac
disease (CD). CD is a chronic inflammatory disease characterized by small intestinal mucosal injury
and nutrient malabsorption in genetically susceptible individuals after the dietary ingestion of
gluten. The disease is characterized by villous atrophy, intraepithelial lymphocyte infiltration, and
chronic inflammation and activation of lamina propria T cells. The common genetic background in
CD is the presence of heterodimeric human leukocyte antigen class II molecules DQ2 or DQ8 that
account for ∼40% of the genetic predisposition in this disease. In fact, by minute identification of
these miRNAs and related targets and mechanisms, specific therapeutics can be developed to
suppress these pathophysiological pathways through the enhancement or inhibition of miRNAs. This
development can open a new prospect for personalized medicine.
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Abstract
Adrenal insufficiency is a rare, potentially life-threatening condition whose diagnosis requires a high
index of suspicion. Adrenal insufficiency may be primary, secondary, or tertiary with varied
etiologies. Primary insufficiency may be part of a cluster of autoimmune diseases, referred to as
autoimmune polyglandular syndrome(s) (APS). We describe a case of a 15-year-old male who
presents to a local emergency department complaining of fatigue, fever, abdominal pain, nausea,
and vomiting for a few days with a preceding viral illness. The patient was hyponatremic and
hyperkalemic with skin hyperpigmentation, raising concern for adrenal insufficiency. Laboratory
workup confirmed autoimmune primary adrenal insufficiency, with subsequent laboratory studies
revealing autoimmune thyroiditis and celiac disease. Concomitant Addison's and Hashimoto's
diseases led to a diagnosis of APS type 2. The patient was started on steroid replacement with rapid
clinical improvement.
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Abstract
For decades, the pathogenesis of a variety of human diseases has been attributed to increased
intestinal paracellular permeability even though scientific evidence supporting this hypothesis has
been tenuous. Nevertheless, during the past decade, there have been a growing number of
publications focused on human genetics, the gut microbiome, and proteomics, suggesting that loss
of mucosal barrier function, particularly in the gastrointestinal tract, may substantially affect antigen
trafficking, ultimately causing chronic inflammation, including autoimmunity, in genetically
predisposed individuals. The gut mucosa works as a semipermeable barrier in that it permits
nutrient absorption and also regulates immune surveillance while retaining potentially harmful
microbes and environmental antigens within the intestinal lumen. Celiac disease (CD), a systemic,
immune-mediated disorder triggered by gluten in genetically susceptible individuals, is associated
with altered gut permeability. Pre-clinical and clinical studies have shown that gliadin, a prolamine
component of gluten that is implicated in CD pathogenesis, is capable to disassembling intercellular
junctional proteins by upregulating the zonulin pathway, which can be inhibited by the zonulin
antagonist larazotide acetate. In this review, we will focus on CD as a paradigm of chronic
inflammatory diseases in order to outline the contribution of gut paracellular permeability toward
disease pathogenesis; moreover, we will summarize current evidence derived from available clinical
trials of larazotide acetate in CD.
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Abstract
PURPOSE:
We evaluated the usefulness of the Amplatzer vascular plug (AVP) for preoperative embolization
before distal pancreatectomy with en bloc celiac axis resection (DP-CAR).

MATERIALS AND METHODS:
Between April 2010 and September 2017, 19 patients with locally advanced pancreatic body cancer
underwent preoperative embolization of the common hepatic and the left gastric artery (CHA, LGA)
with AVP or coils. We compared the embolization success rate, embolization-related complications,
the time required for preoperative embolization before DP-CAR and the procedure costs in patients
whose CHA was AVP- (n = 7) or coil (n = 12) embolized.

RESULTS:
The success rate for preoperative AVP and coil embolization was 100% and 83.3%, respectively. The
median procedure time was shorter in patients whose CHA was embolized with AVP than coils; the
difference was not significant (p = 0.045). The total cost was significantly lower for AVP than coil
embolization (p = 0.01).

CONCLUSION:
The AVP is useful for the preoperative embolization of the CHA before DP-CAR.
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Abstract
Background Females with Turner syndrome (TS) are prone to develop autoimmune diseases (AIDs).
The X chromosome contains several immune-related genes. Growth hormone (GH) and estrogens
modulate the immune system. We aimed to clarify whether the loss of a specific X chromosome
gene locus and the administration of GH and estradiol facilitate the development of AIDs in TS
females. Methods Retrospective data on clinical course, AIDs, karyotype and treatment were
analyzed from a cohort of 286 Czech females with TS (current age 2.8-43.3 years; median age 18.7
years). The karyotypes were sorted using two different classification systems: a mosaicism-focused
and an isochromosome (isoXq)-focused approach. Karyotype subgroups with a significantly higher
prevalence of AIDs were further evaluated. Data of common therapies were correlated with the
prevalence of AIDs. Results The most frequent AIDs were autoimmune thyroid disease (AITD; 37.4%;
n = 107) and celiac disease (CD; 8.7%; n = 25). All karyotype subgroups were prone to develop AIDs.
Females with an isolated Xp deletion had a significantly higher prevalence of AITD and CD compared
to all other individuals with TS (AITD: 66.0% vs. 31.5%, p < 0.0001; CD: 17.4% vs. 7.2%; p = 0.04,
respectively). We observed no link between the mean age at initiation as well as the duration of GH
and/or estrogen administration and the occurrence of AIDs. Conclusions Isolated Xp deletion
contributes to the development of AIDs in TS patients. The haploinsufficiency of genes located in
Xpter-p11.2 may explain this observation. Common therapies used in TS do not modify the risk of
AIDs.
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Abstract
BACKGROUND:
Treatment for coeliac disease is a lifelong strict gluten-free diet. Although guidelines recommend
regular follow-up with dietary interviews and coeliac serology, these methods may be inaccurate.

AIM:
To evaluate the usefulness of faecal gluten immunogenic peptides to support the diagnosis and to
determine the adherence to the gluten-free diet in coeliac children.

METHODS:
Multicentre prospective observational study including 64 coeliac children. Faecal gluten peptides,
and tissue transglutaminase and deamidated gliadin peptide antibodies were analyzed at diagnosis,
and 6, 12 and 24 months thereafter. Gluten consumption was estimated from gluten peptide levels.

RESULTS:
Most children (97%) had detectable gluten peptides at diagnosis. On a gluten-free diet, the rate of
gluten peptides increased from 13% at 6 months to 25% at 24 months. Mean estimated gluten
exposure dropped from 5543 mg/d at diagnosis to 144 mg/d at 6 months, then increased to
606 mg/d by 24 months. In contrast, deamidated gliadin peptide antibodies normalised and only
20% had elevated tissue transglutaminase antibody by 24 months. The elevation of tissue
transglutaminase antibody was more prolonged in patients with detectable gluten peptides
(P < 0.05). Nevertheless, absolute levels of tissue transglutaminase antibody had low sensitivity to
identify patients with detectable gluten peptides (P > 0.1). Dietitian assessment was only
moderately correlated with gluten peptide detection (κ = 0.5).

CONCLUSIONS:
Faecal gluten peptides testing may guide treatment of coeliac disease prior to diagnosis and during
the assessment diet adherence. Further studies could determine if early identification of gluten
exposure reduces the need for expensive/invasive investigations for non-responsive coeliac disease.
ClinicalTrials.gov Number: NCT02711397.
© 2019 The Authors. Alimentary Pharmacology & Therapeutics Published by John Wiley & Sons Ltd.
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Abstract
Dysfunction of the intestinal epithelial barrier plays an important role in the pathogenesis of several
intestinal diseases, including celiac disease, inflammatory bowel disease, and irritable bowel
syndrome. The present research was carried out to investigate the protective effect of total

polysaccharides of adlay bran (TPA) on TNF-α-evoked epithelial barrier dysfunction in Caco-2 cells.
Caco-2 cells were treated with or without TPA in the absence or presence of TNF-α, and
transepithelial electrical resistance (TEER) and Phenol Red flux were assayed to evaluate the
intestinal epithelial barrier function. The results indicated that TPA suppressed the TNF-α-induced
release of pro-inflammatory factors. Furthermore, TPA obviously assuaged both the increased
paracellular permeability and the decrease of TEER in TNF-α-challenged Caco-2 cells. Furthermore,
TPA obviously assuaged TNF-α-evoked up-regulation of IL-8 and IL-6 expression, down-regulation of
occludin and ZO-3 expression, and markedly suppressed the activation and protein expression of
NF-κB p65. Our results indicated that TPA assuages the TNF-α-evoked dysfunction of the intestinal
epithelial barrier by inhibiting the NF-κB p65-mediated inflammatory response.
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Abstract
The aim of this work was to develop new bioplastic compounds from wheat gluten, biobased
plasticizers (glycerol, octanoic acid and 1,4-butanediol), and microalgal biomass as a filler. The
effects of the composition on tensile properties, thermal stability, and water sensitivity were
investigated. Microalgal biomass was added with the selected quantities: 10, 20, and 30 per
hundred parts (php). Mechanical mixing of the components, i.e., gluten, plasticizer, and microalgae,
was followed by molding in a hot press. Microlgal filler improved mechanical properties of the
plasticized gluten material: in samples plasticized with 1,4-butanediol, 30 php of biomass increased
the tensile modulus by nearly one order of magnitude, from 36.5 MPa to 273.1 MPa, and it also
increased the tensile strength from 3.3 MPa to 4.9 MPa. The introduction of microalgal biomass
slightly increased the surface sensitivity against water: 30 php of biomass reduced the water contact

angle from 41° to 22° in samples plasticized with glycerol, but the biomass lowered the overall water
absorption kinetics for material with each plasticizer. Microalgal biomass proved therefore to be an
interesting sustainable resource with which to develop materials based on gluten, in particular to
increase the mechanical properties of the compounds without reducing thermal stability or water
resistance.
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Abstract

PURPOSE:
To examine the effect of taxifolin on I/R induced gastric injury in rats using biochemical and
histopatholohical methods.

METHODS:
Eighteen albino Wistar male rats equally grouped as; gastric I/R (I/R), 50 mg/kg taxifolin + gastric I/R
(TAX+ I/R) and sham operation applied (SHAM). Ischemia induced for 1 hour, and reperfusion
induced for 3 hours.

RESULTS:
Oxidant parameters like, Malondialdehyde (MDA) and Hydroxyguanine (8-OHdG) were higher,
whereas total glutathione (tGSH) was lower in the I/R group according to SHAM group,
histopathological findings such as marked destruction, edema, and proliferated dilated congested
blood vessels were observed severely in the I/R group, whereas there was not any pathological
finding except mild dilated congested blood vessels in the TAX+ I/R group.

CONCLUSION:
The taxifolin can be clinically beneficial in the treatment of gastric injury due to I/R procedure.
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Abstract
Aim: Celiac disease (CD) is strongly associated with HLA-DQ2.2, HLA-DQ2.5, and HLA-DQ8. Up to
99.7% of all CD patients are positive for either one or two of these genetic markers, demonstrating a
high negative predictive value. This has led to the development of diagnostic kits that, instead of
providing a full HLA-DQ typing, detect only these three HLA-DQ types. Our aim was to compare
three different kits for their performance, utilization, and costs. Because 0.4-3.6% of all CD patients
test positive for HLA-DQ7 and negative for the aforementioned types, information provided by the
kits regarding DQ7 alpha and beta chains was evaluated as well. Materials and Methods: Fifty DNA
samples previously typed with the SSCP method were analyzed using three commercial kits. Results
and Discussion: All kits report hetero- or homozygosity for HLA-DQ2.5. The XeliGen kit directly
detects HLA-DQ7, but is relatively expensive. The MLPA kit is the least expensive in terms of
reagents and may indirectly detect HLA-DQ7. The CeliaSCAN kit is easy to use and provides indirect
information about HLA-DQ7.5. Conclusion: All kits correctly identify the CD risk genes. The resources
of the laboratory and the intended use should determine the preference for any of the HLA-DQ
typing kits herein described.
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Abstract
An 81-year-old woman presented to our institution with a contained ruptured mycotic aortic
aneurysm involving the takeoff of the celiac artery that required ligation of the celiac trunk,
resulting in foregut ischemia and the need for revascularization. The technique of aortic
reconstruction with delayed hepatic artery revascularization by a common iliac artery to hepatic
artery bypass is described.
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Abstract
Conventional model systems cannot fully recapitulate the multifactorial character of complex
diseases like celiac disease (CeD), a common chronic intestinal disorder in which many different
genetic risk factors interact with environmental factors such as dietary gluten. However, by
combining recently developed human induced pluripotent stem cell (hiPSC) technology and organon-chip technology, in vitro intestine-on-chip systems can now be developed that integrate the
genetic background of complex diseases, the different interacting cell types involved in disease
pathology, and the modulating environmental factors such as gluten and the gut microbiome. The
hiPSCs that are the basis of these systems can be generated from both diseased and healthy
individuals, which means they can be stratified based on their load of genetic risk factors. A CeD-onchip model system has great potential to improve our understanding of disease etiology and
accelerate the development of novel treatments and preventive therapies in CeD and other complex
diseases.
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Abstract
Celiac disease (CD) is an immune-mediated disorder triggered by gluten exposure. The contribution
of the adaptive immune response to CD pathogenesis has been extensively studied, but the absence
of valid experimental models has hampered our understanding of the early steps leading to loss of
gluten tolerance. Using intestinal organoids developed from duodenal biopsies from both non-celiac
(NC) and celiac (CD) patients, we explored the contribution of gut epithelium to CD pathogenesis
and the role of microbiota-derived molecules in modulating the epithelium's response to gluten.
When compared to NC, RNA sequencing of CD organoids revealed significantly altered expression of
genes associated with gut barrier, innate immune response, and stem cell functions. Monolayers
derived from CD organoids exposed to gliadin showed increased intestinal permeability and
enhanced secretion of pro-inflammatory cytokines compared to NC controls. Microbiota-derived
bioproducts butyrate, lactate, and polysaccharide A improved barrier function and reduced gliadininduced cytokine secretion. We concluded that: (1) patient-derived organoids faithfully express
established and newly identified molecular signatures characteristic of CD. (2) microbiota-derived
bioproducts can be used to modulate the epithelial response to gluten. Finally, we validated the use
of patient-derived organoids monolayers as a novel tool for the study of CD.
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Abstract
OBJECTIVE:
Celiac disease is a genetic disease affecting people of all ages, resulting in small intestine
enteropathy. It is considered to be a clinical chameleon. Average prevalence of celiac disease is 1
out of 100 people with data indicating the risk may be as high as 22% for those with first-degree
relatives with the disease. Eighty-three percent of people with celiac disease may be undiagnosed.
Average duration to diagnosis is 10 years. Data indicate that there is a lack of consensus regarding
diagnostics and symptomatology.

METHOD:
A clinical decision support system (CDSS) was developed using Exsys Corvid for expert analysis (CDCDSS). The CD-CDSS was divided into symptoms and manifestations with 80 points of navigation,
and a serology section, and was validated by 13 experts in the field of celiac disease using a 10statement 5-point Likert scale.

RESULTS:
This scale was analyzed using Cronbach's alpha reliability coefficient, which was calculated using
SPSS and revealed good internal consistency and reliability with a result of 0.813. One hundred
percent of experts agreed that the CD-CDSS is capable of guiding a health care professional through
the diagnostic process, contains an accurate list of symptoms based on the clinical literature, and

can foster improved awareness and education about celiac disease and that there is a need for this
system.

CONCLUSIONS:
A celiac disease risk estimation and decision-making expert system was successfully developed and
evaluated by medical professionals, with 100% agreeing that this CD-CDSS is medically accurate and
can guide health care professionals through the diagnostic process.
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Abstract
Vasculopathy, as occurring in sickle cell disease (SCD), can affect celiac and mesenteric arteries and
result in stenosis, with elevated peak systolic velocity (PSV) on Doppler ultrasonography. In six
subjects with confirmed SCD in steady state, routine Doppler ultrasonographic examination
discovered features of celiac artery (CA) or superior mesenteric artery (SMA) stenosis with CA
PSV >200 cm/s (median = 222.8 cm/s; range = 201.5-427.1 cm/s) and/or SMA PSV >275 cm/s
(median 183.2 cm/s; range = 87.8-289.3 cm/s). Among the six subjects, five had elevated soluble Pselectin values (median 72.55 ng/mL), while all six (100%) had elevated cystatin C levels (median
4.15 mg/L). Peripheral oxygen saturation was suboptimal in five subjects. All subjects had low

hemoglobin concentration levels (median 8.5 g/dL) while four had elevated white blood cell count.
Although vaso-occlusive crises result from microvessel occlusion, these findings at the
macrovascular level suggest that SCD patients may also be vulnerable to mesenteric ischemic injury,
especially in the setting of anemic heart failure from hemolysis.
© 2019 Wiley Periodicals, Inc.
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Abstract
Visceral artery aneurysms (VAA) are rare, life-threatening disease processes that often affect the
celiac, superior mesenteric, or inferior mesenteric arteries and their respective branches. The
splenic, hepatic, superior mesenteric, and tripod celiac arteries are most commonly affected and
have high rupture and mortality rates. This case describes splenic and celiac artery aneurysms in a
patient that led to hemorrhagic shock and multisystem organ failure despite timely diagnosis and
ligation. A brief review of the literature further elucidates the key risk factors in identifying patients
with VAAs and their treatment course.
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Abstract
The diagnosis of celiac disease (CD) no longer rests on a malabsorptive state or severe mucosal
lesions. For the present, diagnosis will always require the gold-standard of a biopsy, interpreted
through its progressive phases (Marsh classification). Marsh classification articulated the
immunopathological spectrum of gluten-induced mucosal changes in association with the
recognition of innate (Marsh I infiltration) and T cell-based adaptive (Marsh II, and the surface reorganisation typifying Marsh III lesions) responses. Through the Marsh classification the diagnostic
goalposts were considerably widened thus, over its time-course, permitting countless patients to
begin a gluten-free diet but who, on previous criteria, would have been denied such vital treatment.
The revisions of this classification failed to provide additional insight in the interpretation of mucosal
pathology. Morever, the subclassification of Marsh 3 imposed an enormous amount of extra work
on pathologists with no aid in diagnosis, treatment, or prognosis. Therefore, it should now be
apparent that if gastroenterologists ignore these sub-classifications in clinical decision-making, then
on that basis alone, there is no need whatsoever for pathologists to persist in reporting them. Since
new treatments are under critical assessment, we might have to consider use of some other higher
level histological techniques sensitive enough to detect the changes sought. A promising alternative
would be to hear more voices from imaginative histopathologists or morphologists together with
some more insightful approaches, involving molecular-based techniques and stem cell research may
be to evaluate mucosal pathology in CD.
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Abstract
BACKGROUND & AIMS:
The mechanisms behind non-coeliac gluten sensitivity (NCGS) are not fully understood although
clinical symptoms have shown to subside after wheat withdrawal. Self-prescription of a gluten-free
diet (GFD) without medical supervision is common in NCGS subjects, resulting in dietary restrictions
that can cause macro- and micronutrient deficiencies. The primary aim was to describe dietary
intake, including FODMAP, in subjects with self-reported gluten sensitivity on GFD in whom coeliac
disease (CD) and wheat allergy were excluded. Secondary, clinical symptoms and health-related
quality of life (HR-QoL) were examined.

METHODS:
Baseline characteristics were obtained from 65 adults with self-reported NCGS on GFD recruited to a
randomised placebo-controlled challenge trial at Oslo University Hospital. Dietary intake was
obtained by a seven-day food record and symptoms recorded by questionnaires.

RESULTS:
Mean proportions of energy were 43 E% from fat, 40 E% from carbohydrate and 17 E% from
protein. Intakes of vitamin D, folic acid, calcium, iodine and iron were lower than recommended,
mean (SD) 7.3 (5.8) μg, 235 (105) μg, 695 (309) mg, 81 (52) μg and 9.6 (7.5) mg, respectively. Mean
(SD) intake of FODMAP was 11.6 g (8.7). Gastrointestinal symptoms as scored by 100 mm visual
analogue scale (VAS) were all below 15 mm of which wind and bloating were the most expressed.

Tiredness, concentration difficulties, fatigue and muscle/joint pain were scored highest among
extra-intestinal symptoms. Gastrointestinal symptoms as scored by gastrointestinal symptom rating
scale - irritable bowel syndrome version (GSRS-IBS) were correlated with mild depression (r = 0.43)
and inversely correlated with five sub-domains of HR-QoL (-0.29 < r < -0.26).

CONCLUSION:
Subjects with self-reported NCGS on GFD had high proportion of energy from fat and sub-optimal
intakes of vitamin D, folic acid, calcium, iodine and iron. Despite GFD and moderate intake of
FODMAP, the subjects reported various gastro- and extra-intestinal symptoms and reduced HR-QoL.
The findings highlight the importance of dietary education and nutritional follow-up of subjects on
GFD.
Copyright © 2019 European Society for Clinical Nutrition and Metabolism. Published by Elsevier Ltd.
All rights reserved.
PMID: 31060839
Similar articles
63. Scand J Prim Health Care. 2019 Jun;37(2):174-181. doi: 10.1080/02813432.2019.1608043. Epub
2019 May 6.

Comorbidity and health-related quality of
life in Somali women living in Sweden.
Demeke T1, Osmancevic A2, Gillstedt M2, Krogstad AL2, Angesjö E3, Sinclair H4, El-Gawad GA5, Krantz
E6, Trimpou P7, Landin-Wilhelmsen K7.
Author information:
1. a Angered Primary Health Care Centre , Gothenburg , Sweden.
2. b Department of Dermatology and Venereology, Institute of Clinical Sciences, Sahlgrenska
Academy, University of Gothenburg, Gothenburg, Sweden.
3. c Brämhult Primary Health Care Centre , Borås , Sweden.
4. d Department of Geriatric Medicine , South Älvsborg Hospital , Borås , Sweden.
5. e Cleopatra Medical Centre , Gothenburg , Sweden.
6. f Department of Medicine , South Älvsborg Hospital , Borås , Sweden.
7. g Section for Endocrinology, Institution of Medicine , Sahlgrenska University Hospital at
Sahlgrenska Academy University of Gothenburg , Gothenburg , Sweden.

Abstract
Objective: To explore the relationship between low serum vitamin D levels and comorbidity in
Somali women, immigrants to Sweden. Design and setting: Cohort study in a Primary Health Care
Center and a University Hospital. Subjects: Somali women skin type V, n = 114, aged 18-56 years,

from latitude 0-10○ N, living in Sweden, latitude 57○ N > 2 years were compared with women from a
population sample, skin type II-III, n = 69, aged 38-56 years, the WHO MONICA study, Gothenburg,
Sweden. Main outcome measures: Serum (S)-25(OH)D, S-parathyroid hormone (PTH), comorbidity
and Health-Related Quality of Life (HRQoL) using the Short Form-36 (SF-36) and part of the EQ-5D
questionnaires. All calculations were corrected for age. Results: Vitamin D deficiency (S25(OH)D < 25 nmol/l) was found in 73% of the Somali women and in 1% of the controls (p < .0001).
S-PTH was elevated (>6.9 pmol/l) in 26% and 9%, respectively (p < .004). Somali women used less
medication, 16% vs. 55%, p < .0001) but more allergy medication, 11% vs. 7% (p = .006), had fewer
fractures, 2% vs. 28% (p < .0001) and lower HRQoL in 7 out of 9 scales (p < .05-.001), than native
controls. There were no differences in the prevalence of diabetes mellitus, hypothyroidism, positive
thyroid peroxidase antibodies, vitamin B12 deficiency, celiac disease or hypertension. Conclusions:
Vitamin D deficiency was common in Somali women living in Sweden, 73%, but comorbidity was
low. Both mental, and especially physical HRQoL scores were lower in the Somali women. The
effects of long-lasting deficiency are unknown. Key points The aim was to explore the relationship
between vitamin D deficiency (S-25(OH)D < 25 nmol/l) and comorbidity in immigrants. Vitamin D
deficiency was common in Somali women living in Sweden, 73%, but comorbidity of
hypothyroidism, diabetes mellitus, hypertension, fractures and use of medications was low. Both
mental, and especially physical, Health-Related Quality of Life were lower in the Somali women than
in native Swedish women. The effects of long-lasting deficiency are unknown.
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Abstract
BACKGROUND:

Seronegative celiac disease (CD) poses a diagnostic challenge.

AIMS:
Characterize and identify differences between seronegative and seropositive CD.

PATIENTS AND METHODS:
Retrospective cohort study examining adult patients diagnosed with CD (1980-2017). Clinical,
analytical, histological, genetic and immunophenotypic data were compiled. Seronegative CD was
defined as a anti-tissue transglutaminase type 2 IgA and endomysial antibodies (EMA) negative and
HLA-DQ2 and/or DQ8 positive, showing clinical signs of CD plus an abnormal duodenal biopsy, and
responding to a gluten-free diet (GFD). Factors associated with seronegative CD were identified
through binomial logistic regression.

RESULTS:
Of 315 CD patients, 289 were seropositive (91.7%) and 26 seronegative (8.3%). Among the
seronegative patients, higher prevalence was observed for autoimmune thyroiditis (26.9% vs. 9.7%,
p = .016), HLA-DQ8 heterozygosity (23.1% vs. 2.5%, p ˂ .001) and Marsh I lesion (34.6% vs. 3.7%,
p ˂ .001). The two groups showed similar flow cytometry-determined duodenal immunophenotypes
and rates of refractory CD.

CONCLUSIONS:
Seronegative CD differs mostly in genetic (more HLA-DQ8) and histologic (milder atrophy) features
as compared with seropositive. Intestinal intraepithelial immunophenotype by flow cytometry,
similar in both modalities, is a useful tool to diagnose seronegative CD.
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Abstract
The elevated plasma cell-free DNA (cfDNA) concentrations were repeatedly reported in association
with the process of inflammation. The qualitative and quantitative characteristics of plasma cfDNA
in active (newly diagnosed) celiac disease patients (CD) have not yet been studied despite the fact
that cfDNA of healthy individuals is able to regulate immune response. We determined the total
cfDNA concentration and relative content of telomeric sequences in plasma cfDNA in CD (n = 10)
and healthy age- and sex-matched controls (HC, n = 10) by quantitative PCR. To obtain the evidence
that the observed biological effects are caused solely by cfDNA molecules, we applied the treatment
of paired plasma samples with DNase. Using paired samples of plasma (non-treated/native and
treated by DNase), we analyzed the contribution of cfDNA to the activation of TLR9 and TNF-α
mRNA expression in THP1 monocytic cell line. There were no significant differences in the quantities
of plasma cfDNA and relative contents of telomeric sequences in their pools. When we compared
the levels of TNF-α mRNA expression in THP1 cells achieved after stimulation with native CD and HC
plasma samples, we found significantly (p = .031) higher expression after stimulation with CD
samples. We documented also the ability of cfDNA contained in CD plasma samples to stimulate the
production of TLR9 mRNA. The TLR9 mRNA expression levels were significantly (p = .014) lowered
after cfDNA removal from CD plasma samples. The design of our experiments allowed us to study
the effects of cfDNA without its isolation from plasma. cfDNA contained in CD plasma samples
differs significantly in its immunoregulatory capacity from cfDNA in HC plasma. The differences are
caused neither by different concentrations of cfDNA in plasma samples nor by different relative
abundance of telomeric sequences. Further studies are needed to elucidate the role of plasma
cfDNA in celiac disease pathogenesis.
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Abstract
Rice and legumes have great potential in the development of novel gluten-free snacks that are
healthier than traditional snacks. Novel gluten-free extruded foods (composed of rice: 50-80%,
beans: 20-40% and carob: 5-10%) were analysed and the extrusion effects regarding organic acids,
tocopherols, phenolic compounds and bioactive properties were evaluated. The total concentration
of organic acids was not significantly affected by extrusion, while tocopherols showed a significant
reduction. Extrusion did not produce an increase of the total phenolic content. For the bioactivity
assays, commercial extruded rice, carob and most of the extruded samples showed antiproliferative activity, which was higher than in the non-extruded samples, while for the antiinflammatory activity, the extrusion process did not show a significant effect. Regarding the
antimicrobial activity, low potential was observed with extruded and non-extruded samples showing
high values of MIC and MBC as the microorganisms tested were multi-resistant isolated clinical
strains.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
INTRODUCTION:
Patients with coeliac disease commonly report symptoms of 'brain fog'. The aim of this study was to
assess self-reported symptoms of impaired concentration in coeliac disease before and after
treatment with gluten-free diet, compared with healthy controls and patient controls.

METHODS:
Patients with newly diagnosed coeliac disease were included consecutively from two out-patient
clinics. The patients completed the questionnaires Adult ADHD Self-Report Scale v1.1 Symptoms
Checklist (ASRS), Hospital Anxiety and Depression Scale (HADS) and Gastrointestinal Symptom
Rating Scale (GSRS) prior to start of a gluten-free diet and after at least 12 months on the diet.
Patients with an established diagnosis of inflammatory bowel disease served as patient controls
(n = 36). Health care personnel at Oslo University Hospital served as healthy controls (n = 60) and
filled out ASRS and HADS.

RESULTS:
A total of 31 newly diagnosed coeliac patients were included in the study. Of these, 26 patients met
for follow-up and repeated the questionnaires. Prior to treatment, patients with coeliac disease had
significantly higher scores than healthy controls on both the ASRS (p = .0014) and HADS (p=.0004).
After a gluten-free diet, their scores improved and were not significantly different from healthy
controls. There were no significant differences between patients with coeliac disease prior to
treatment and patient controls with inflammatory bowel disease.

CONCLUSION:
Prior to treatment, coeliac disease patients reported significantly more symptoms than healthy
controls on ASRS and HADS. The differences disappeared after a minimum of 12 months on a
gluten-free diet.
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Abstract
Resistance of gluten to gastrointestinal digestion is involved in immune-mediated adverse reactions
to wheat, since several peptides produced by the incomplete digestion are able to trigger, in
predisposed individuals, the immune response responsible, for instance, of celiac disease (CD) and
other adverse reactions. Even if several peptides have been identified, an exhaustive description of
the peptidome generated by wheat digestion is lacking. To this end, in the present work, durum
wheat proteins were fractionated, digested, and then subjected to various proteomic techniques,
including single stage and multiple stage mass spectrometry (MS) (SDS-PAGE, UPLC/ESI-MS,
UPLC/ESI-MS/MS, and LTQ-Orbitrap). Based on SDS-PAGE, although proteins were severely
degraded after in vitro gastrointestinal digestion, some differences were observed among protein
profile of the different digests. Through untargeted UPLC techniques, 227 peptide sequences were
identified, with only few sequences shared by the different digests. In particular, 9 gluten peptides
involved in CD were identified. Based on target proteomic, the quantification of these peptides
revealed significant (p ≤ 0.05) differences among the different extracts. Taken together, all the
proteomic tools confirmed that gluten digestion is closely related to the matrix regardless of wheat
genotype.
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Abstract
Bisulfite amplicon sequencing has become the primary choice for single-base methylation
quantification of multiple targets in parallel. The main limitation of this technology is a preferential
amplification of an allele and strand in the PCR due to methylation state. This effect, known as 'PCR
bias', causes inaccurate estimation of the methylation levels and calibration methods based on
standard controls have been proposed to correct for it. Here, we present a Bayesian calibration tool,
MethylCal, which can analyse jointly all CpGs within a CpG island (CGI) or a Differentially Methylated
Region (DMR), avoiding 'one-at-a-time' CpG calibration. This enables more precise modeling of the
methylation levels observed in the standard controls. It also provides accurate predictions of the
methylation levels not considered in the controlled experiment, a feature that is paramount in the
derivation of the corrected methylation degree. We tested the proposed method on eight
independent assays (two CpG islands and six imprinting DMRs) and demonstrated its benefits,
including the ability to detect outliers. We also evaluated MethylCal's calibration in two practical
cases, a clinical diagnostic test on 18 patients potentially affected by Beckwith-Wiedemann
syndrome, and 17 individuals with celiac disease. The calibration of the methylation levels obtained
by MethylCal allows a clearer identification of patients undergoing loss or gain of methylation in
borderline cases and could influence further clinical or treatment decisions.
© The Author(s) 2019. Published by Oxford University Press on behalf of Nucleic Acids Research.
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Abstract
Most patients affected by celiac disease (CD) are asymptomatic or hyposymptomatic and
undiagnosed, and are at risk of preventable complications. Therefore, early diagnosis is highly
recommended. Multiple diagnostic antibodies are available; the most frequently used is IgA to
tissue transglutaminase (IgA-tTg). It may yield false results and, alone, does not address IgA
deficiency. Recently, a new generation of anti-neo-epitope tTg check (IgG + IgA) has become
available. It is highly sensitive and specific, covers IgA-deficient patients with CD, reflects intestinal
damage, and has predictive potential in the diagnosis of CD.
Copyright © 2019 Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND:
Before diagnosis, people with coeliac disease suffer reduced quality of life, which improves
substantially after the disease has been diagnosed. Delayed diagnosis is common. The aim of this
study was to assess changes over time in prevalence of coeliac disease symptoms/associated
medical conditions, time to diagnosis, quality of life and its determinants before and after diagnosis
in the United Kingdom.

METHODS:
A postal questionnaire was designed in 2015 and sent to 4000 individuals with diagnosed coeliac
disease, requesting information on respondents' socio-demographic and clinical characteristics, and
their quality of life pre- and post-diagnosis using the EQ-5D instrument. Data were analysed and
compared with results from a survey conducted in 2006 using descriptive analyses, univariate and
multivariable regression methods.

RESULTS:
The survey response rate was 40%. Sixty-five percent of respondents reported at least 4 symptoms
pre-diagnosis, a significant reduction by 13 percentage points (95% CI: -16.9, - 9.4; p-value: < 0.001)
compared to 2006. Pre-diagnosis mean duration of symptoms was 12.8 years (SD: 15.3), a nonsignificant reduction of 0.6 years (95% CI: -2, 0.8; p-value: 0.426) compared to 2006. There was a
significant improvement of 0.20 (95% CI: 0.18, 0.22; p-value: < 0.001) in quality of life from pre(0.65) to post-diagnosis (0.85). Pre-diagnosis values were significantly higher by 0.09 (95% CI: 0.06,
0.12; p-value: < 0.001) than in 2006. Number of symptoms and low income were associated with
decreased quality of life.

CONCLUSIONS:
Undiagnosed coeliac disease is associated with a substantial decrement in quality of life. Time to
diagnosis has not significantly shortened over the decade 2006-2015, but symptoms are less severe
when diagnosis occurs. Harmonising clinical guidelines for intensified active case finding will help
improve quality of life of people with coeliac disease.
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Abstract
We present a case of an 18-year-old female with neurofibromatosis type 1 who presented with
abdominal pain and weight loss secondary to chronic mesenteric ischemia due to celiac axis
occlusion and was subsequently found to have multiple visceral artery aneurysms. Of clinical
significance, 2 aneurysms of the right renal artery were noted at the hilum, with the larger one
having a diameter of 2.4 cm. After initial endovascular treatment with stenting of a concurrent
pancreaticoduodenal artery pseudoaneurysm, staged aorto-hepatic bypass and right nephrectomy
with renal autotransplantation after back table resection of the aneurysmal segments were
successfully completed.
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Abstract
We previously identified a Neisseria flavescens strain in the duodenum of celiac disease (CD)
patients that induced immune inflammation in ex vivo duodenal mucosal explants and in CaCo-2
cells. We also found that vesicular trafficking was delayed after the CD-immunogenic P31-43 gliadin
peptide-entered CaCo-2 cells and that Lactobacillus paracasei CBA L74 (L. paracasei-CBA)
supernatant reduced peptide entry. In this study, we evaluated if metabolism and trafficking was
altered in CD-N. flavescens-infected CaCo-2 cells and if any alteration could be mitigated by
pretreating cells with L. paracasei-CBA supernatant, despite the presence of P31-43. We measured
CaCo-2 bioenergetics by an extracellular flux analyser, N. flavescens and P31-43 intracellular
trafficking by immunofluorescence, cellular stress by TBARS assay, and ATP by bioluminescence. We
found that CD-N. flavescens colocalised more than control N. flavescens with early endocytic
vesicles and more escaped autophagy thereby surviving longer in infected cells. P31-43 increased
colocalisation of N. flavescens with early vesicles. Mitochondrial respiration was lower (P < .05) in
CD-N. flavescens-infected cells versus not-treated CaCo-2 cells, whereas pretreatment with
L. paracasei-CBA reduced CD-N. flavescens viability and improved cell bioenergetics and trafficking.
In conclusion, CD-N. flavescens induces metabolic imbalance in CaCo-2 cells, and the L. paracaseiCBA probiotic could be used to correct CD-associated dysbiosis.
© 2019 The Authors Cellular Microbiology Published by John Wiley & Sons Ltd.
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Abstract
OBJECTIVE:
To compare the frequency of asthma and allergic diseases in patients with inflammatory bowel
disease and Celiac disease using international study of asthma and allergies in childhood
questionnaire.

STUDY DESIGN:
Cross-sectional, descriptive study.

PLACE AND DURATION OF STUDY:
Pediatric gastroenterology outpatient clinics and pediatric pulmonology outpatient clinics, from May
2015 to August 2015.

METHODOLOGY:
Patients aged between 6 and 18 years with the diagnoses of celiac and inflammatory bowel disease
were included in the study. After recording the socio-demographic characteristics of all patients, the
International study of asthma and allergies in childhood questionnaire was applied and required
information collected.

RESULTS:
Eighty-three patients (31 males, 52 females) diagnosed with celiac, 42 patients (24 males, 18
females) diagnosed with ulcerative colitis, and 28 patients (11 females, 17 males) diagnosed with
Crohn's disease were included. No significant difference was found between the groups in terms of

the frequency of wheezing, wheezing in the last year, lifelong allergic rhinitis, long-term use of nasal
steroids, and history of eczema (p >0.05). The frequency of atopic dermatitis was significantly higher
in the celiac disease group than the other groups.

CONCLUSION:
The frequencies of asthma and atopy are similar in patients with celiac disease and inflammatory
bowel disease.
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Abstract
Gluten and starch are the primary ingredients of wheat. The complex reaction between gluten and
starch will occur during thermal food processing, which will affect digestibility. The effects of
proteins on the digestibility of starch have been reported, but the effects of starch on the
digestibility of proteins have not been well-researched. In this paper, the effects of starch on gluten
digestion during the heating process were studied by the gluten-starch simulated system, and it was
found that starch can enhance gluten digestion. When the complex of 1:1 gluten-starch is heated at
100 °C, the digestibility of gluten is higher and more low-molecular-weight peptides are produced.
Results from the digestibility and digestion peptide mapping of the gluten-starch complex at
different conditions showed that the addition of starch during processing enhanced the digestion
performance of gluten. Meanwhile, the secondary structure, intrinsic fluorescence, and microscopic
structure of the gluten-starch complex were investigated to understand the mechanism of the
enhancement. The digestion performance is related to the secondary structure variation during the
thermal processing caused by the hydration increase and disulfide bond reduction. The glutenstarch complex spatial structure is looser than gluten after heating, which could expose more

protease cleavage sites. These results suggest that starch can protect gluten from aggregation in
water and destroy the spatial structure of gluten with the assistance of heating, exposing more
cleavage sites and enhancing gluten digestion.
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Abstract
Arsenic intake in the world is linked with drinking water and food; the main sources of inorganic As
(i-As) exposure in food are rice and rice-based products. The consumption of rice in Ecuador is 53.2
kg year-1 and it is the most commonly used cereal for the preparation of many popular dishes

especially for subjects with celiac disease. Objectives of this research were: (i) to determine the
content of i-As in foods widely consumed by Ecuadorians with celiac disease, (ii) to calculate the i-As
dietary intake, and (iii) to model and predict the health risks of the population under study as a
result of their exposure to i-As from rice-based food. The estimated daily intakes of Ecuadorian
children (below 3 years of age) and adults were established at 0.52 and 0.55 μg kg-1 body weight d-1,
respectively. These values were above the lower BMDL01 value established for i-As established by
the EFSA; consequently, it can be concluded that health risk cannot be excluded for the Ecuadorian
population with celiac disease.
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Abstract
Old wheat genotypes are perceived by consumers as healthier than modern ones. The release of
gluten peptides with in vitro digestion and the content of potentially prebiotic carbohydrates (i.e.
resistant fraction of starch and cell-wall associated dietary fiber) were evaluated in tetraploid
wheats, namely 9 old and 3 modern Triticum turgidum ssp. genotypes. Simulated digestion of
wholemeal flours yielded 152 major peptides, 59 of which were attributed a sequence. Principal
component analysis revealed that peptide profiles were variable in old genotypes, unlike in modern
ones. Digestion of old genotypes generally yielded peptides in greater concentration. In particular, 5
peptides of γ-gliadin, known to trigger the adaptive immune reaction, and two peptides of α-gliadin,
known to be toxic to celiac patients, were particularly abundant in some old varieties. Resistant
starch (RS) was negligible in modern genotypes (<0.6%), but it was remarkably abundant in some old
varieties, reaching the highest value in Dauno III (8.5%, P < 0.05). Dauno III also presented the
highest amount of soluble fiber (4.2%, P < 0.05). Pasta was made with an old and a modern
genotype (Dauno III and PR22D89, respectively) with opposite RS content. Pasta making and cooking
affected starch digestibility, overtaking differences between genotypes and yielding the same
amount of RS for both the varieties (approx. 1.7%). The data herein presented suggest that the
wholemeal flours of old tetraploid wheat genotypes could not boast particular claims associated to
a lower exposure to gluten peptides and, if cooked, to a prebiotic potential.
Copyright © 2018 Elsevier Ltd. All rights reserved.
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Abstract
Alfalfa seed flour (ASF) at different inclusion levels (0% as control, 30% and 45% w/w) was used to
prepare rice flour-based gluten-free (GF) cookies (CK). Samples underwent a simulated in vitro
digestion and fermentation process. The comprehensive changes in the phenolic profiles were
evaluated during 48 h of fermentation by means of untargeted UHPLC-QTOF mass spectrometry
followed by multivariate statistics. Furthermore, the modifications in microbial profile and the
production of short chain fatty acids (SCFA) were investigated. Cookies presenting 30% (30-CK) and
45% (45-CK) ASF possessed the greater total phenolic content when compared to the control, being
0.42 and 0.56 mg/g versus 0.15 mg/g, respectively. The orthogonal projection to latent structure
discriminant analysis, applied to untargeted metabolomics-based data, showed a clear modulation
of the profile in phenolic metabolites over time (from 8 up to 48 h of in vitro fermentation). In this
regard, the in vitro fermentation of 30-CK and 45-CK resulted in the maximum increase in lignans
and phenolic acids, whose bioaccessibility at 24 h of in vitro fermentation was 16.2% and 12.2%,
respectively. In addition, the metagenomic sequencing approach allowed to identify in
Clostridiaceae, Ruminococcaceae, Lachnospiraceae and Streptococcaceae the most represented
bacterial populations during the in vitro fermentation. A greater total SCFA production (p < .05) was
recorded overtime for all ASF-enriched cookies when compared to the control. Therefore, ASF
proved to be an excellent alternative to common non-wheat cereal flours (such as pseudocereals or
legumes) for improving possible health-promoting properties in GF cookie formulation.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
The development of protocols for efficient gluten elimination is one of the most critical aspects of
any allergen management strategy in the industry. The suitability of different proteolytic enzymes to
be included in a cleaning formulation that allows the effective elimination of gluten residues was
studied. Alcalase (ALC), neutrase (NEUT) and flavourzyme (FLAV) were selected from in silico
analysis. The presence of 1% (v/v) of linear alkylbenzene sulphonate (LAS), a common anionic
detergent, improved the gluten solubility, which may favour its elimination. Chromatographic
analysis showed that the three enzymes studied were able to hydrolyse gluten in the presence of
LAS. The highest percentage of short peptides (< 5 kDa) was achieved with ALC, what increases the
probability of reducing the gluten antigenicity. Besides, in the presence of ALC and detergent LAS
have detected the lowest levels of gluten with ELISA kits. So, effective amounts of ALC and LAS were
added to a cleaning formulation, where its proteolytic activity was maintained above 90% after
37 days at 4 °C and 25 °C (under dark). Preliminary validation of the effectiveness enzymatic
cleaning formulation to hydrolyse gluten was performed in a ready-to-eat/frozen food company, in
which previous episodes of cross-contamination with gluten have been detected. The gluten
content decreased to values below 0.125 μg/100 cm2 when the cleaning formulation was tested on
different surfaces with different cleaning protocols, demonstrating the high suitability of the
enzymatic cleaning formulation developed.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
The effect of kneading on dough microstructure development, dough elongation and bread volume
was investigated using wheat flour with a high mechanical starch modification (MSM) level. The

resistance to extension (Rmax) of dough produced from wheat flour with a high MSM level increased
by 52.5% because of higher protein network connectivity with prolonged kneading time. The
improved network structure was caused by an increased protein branching rate (+14.8%), a
decreased protein end-point rate (-24.3%) and a decreased mean lacunarity (-64%). Rmax was highly
correlated with specific bread volume (r = 0.97, P < 0.05) only if the dough was not over-kneaded.
Kneading time adaptation of the dough produced from high MSM flour significantly increased
specific bread volume by 24.4%. Differences compared with the standard can be attributed to
weakened network connectivity because of weakened protein interfacial interactions and larger
cavities within the gluten network, both caused by starch swelling.
Copyright © 2019. Published by Elsevier Ltd.
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Abstract
Objective Turner Syndrome is associated with several phenotypic conditions associated with a
higher risk of subsequent comorbidity. We aimed to evaluate the prevalence of congenital
malformations and the occurrence of age-related comorbid conditions and to determine whether
the frequencies of congenital and acquired conditions depend on X chromosome gene dosage, as a
function of karyotype subgroup. Design and methods This national retrospective observational

cohort study includes 1501 patients. We evaluated the prevalence of congenital malformations and
the cumulative incidence of subsequent specific comorbidities at five-year intervals, from the ages
of 10 to 30 years, with stratification by karyotype subgroup: 45,X (n = 549), 45,X/46,isoXq (n = 280),
46,X,r(X)/46,XX (n = 106), 45,X/46,XX (n = 221), presence of Y (n = 87). Results Median age was 9.4
(3.7-13.7) years at first evaluation and 16.8 (11.2-21.4) years at last evaluation. Congenital heart
(18.9%) malformations were more frequent in 45,X patients, and congenital renal (17.2%)
malformations were more frequent in 45,X, 45,X/46,isoXq and 46,X,r(X)/46,XX patients than in those
with 45,X/46,XX mosaicism or a Y chromosome (P < 0.0001). The cumulative incidence of
subsequent acquired conditions, such as thyroid disease, hearing loss, overweight/obesity,
dyslipidemia and, to a lesser extent, celiac disease, glucose intolerance/type 2 diabetes,
hypertension and liver dysfunction increased with age, but less markedly for patients with
mosaicism than for those with other karyotypes. Patients with a ring chromosome were more prone
to metabolic disorders. Conclusion These data suggest that X gene chromosome dosage, particularly
for Xp genes, contributes to the risk of developing comorbidities.
PMID: 30991358 [Indexed for MEDLINE]
Similar articles
85. Radiol Case Rep. 2019 Apr 3;14(6):723-728. doi: 10.1016/j.radcr.2019.03.024. eCollection 2019 Jun.

Successful endovascular treatment of a
recurrent giant celiac artery aneurysm.
Borzelli A1, Amodio F1, Paladini A2, de Magistris G1, Giurazza F1, Silvestre M1, Corvino F1, Corvino A3,
Frauenfelder G4, Pane F3, Coppola M3, Zobel DB5, Paladini L6, Amodeo EM6, Cavaglià E1, Niola R1.
Author information:
1. Department of Interventional Radiology, AORN ``A. Cardarelli'', Via A. Cardarelli 9, 80131 Naples,
Italy.
2. Department of Services Diagnosis and Therapies, Radiology Institute, Maggiore della Carità
Hospital, University of Eastern Piedmont - UPO University, Corso G. Mazzini 18, 28100 Novara, Italy.
3. Dipartimento di scienze biomediche avanzate, Università degli studi di Napoli "Federico II", Via
S.Pansini, 80131 Naples, Italy.
4. Department of Radiology, Campus Bio-medico University, Via Alvaro del Portillo, 200, 00100
Rome, Italy.
5. Division of Interventional Radiology, IFO Regina Elena National Cancer Institute, Via Elio Chianesi,
53, 00144 Rome, Italy.
6. Università Cattolica del Sacro Cuore, Rome- Fondazione Gemelli, Rome, Italy.

Abstract
Visceral artery aneurysms are very rare and aneurysms of the celiac trunk are the rarest ones: they
are in most cases asymptomatic and their detection is frequently incidental. In this article we report
the case of a man affected by severe abdominal pain with a huge aneurysm of the celiac trunk, first
successfully treated with coil embolization, but, after 10 months, another endovascular

embolization was required for deployment of the metallic coils previously released, ahead into the
fund of the sac with recanalization of the aneurysm. A second endovascular treatment was
performed with other coils and Amplatzer-Plug. The high risk of rupture makes treatment of such
aneurysms mandatory and surgery is still considered the gold standard therapy of VAA, but, due to
its high morbidity and mortality risks, in the last years, it has been widely replaced by endovascular
embolization. An effective endovascular embolization requires not only the complete filling of the
aneurysmal sac, but also the complete vascular exclusion of its in-flow and out-flow tracts, to reduce
the risk of its anterograde or retrograde reperfusion.
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Abstract
Celiac disease (CD) is an immune-mediated disorder associated with gluten exposure in genetically
predisposed subjects. Areas covered: Infectious disease is one of the causes of morbidity and
mortality in CD patients. Invasive streptococcus pneumoniae (pneumococcus) is a particularly
dangerous morbid condition in both the general population and celiac patients. Pneumococcal
vaccination is the most effective means for its prevention. Expert opinion: In CD, evaluation of
spleen function should be useful to select patients who may benefit from vaccination to reduce the
risk of pneumococcal disease. Different strategies could be employed: physicians could search for
signs of hyposplenism on peripheral blood smear or abdominal ultrasound. However, the best

strategy to identify which patients will benefit from pneumococcal vaccination has not yet been
defined.
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Abstract
BACKGROUND:
Rotavirus (RV) infection has been proposed to trigger type 1 diabetes mellitus (DM1) and celiac
disease (CD) by molecular mimicry in genetically susceptible children. If so, a live attenuated oral RV
vaccine could also trigger these autoimmune diseases, or else, prevent the effect of wild-type RV
infection.

METHODS:
In Rotavirus Efficacy and Safety Trial, conducted between 2001 and 2003, the participant children
received RotaTeq (Kenilworth, NJ) vaccine or placebo in 1:1 ratio. The surveillance was extended as
Finnish Extension Study. A questionnaire was sent in 2015 to the parents of 19,133 Finnish
Extension Study participants and 5764 (30%) returned the questionnaire. Diagnosis of DM1, biopsyproven CD and other autoimmune disease over the 11-14 year period were inquired.

RESULTS:
At the time of questionnaire, the prevalence of DM1 was similar in both groups, 0.97% (25 of 2580
children) in the placebo group and 1.04% (33 of 3184 children) in the vaccine group (P = 0.810). The

prevalence of CD was significantly higher in placebo recipients (1.11%; confidence interval: 0.78%1.6%) than in vaccine recipients (0.60%; confidence interval: 0.38%-0.93%) (P = 0.027).

CONCLUSIONS:
RV vaccination using RotaTeq did not alter the occurrence of DM1 but decreased the prevalence of
CD in childhood and adolescence. We propose that wild-type RV may trigger CD and the triggering
effect can be prevented or reduced by RV vaccination.
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Gut microbiome structure and metabolic activity in inflammatory bowel disease. [Nat
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Abstract
In the Supplementary Tables 2, 4 and 6 originally published with this Article, the authors mistakenly
included sample identifiers in the form of UMCGs rather than UMCG IBDs in the validation cohort;
this has now been amended.
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Abstract

BACKGROUND AND OBJECTIVES:
The association between gut dysbiosis, high intestinal permeability, and endotoxemia-mediated
inflammation is well established in CKD. However, changes in the circulating microbiome in patients
with CKD have not been studied. In this pilot study, we compare the blood microbiome profile
between patients with CKD and healthy controls using 16S ribosomal DNA sequencing.

DESIGN, SETTING, PARTICIPANTS, & MEASUREMENTS:
Blood bacterial DNA was studied in buffy coat samples quantitatively by 16S PCR and qualitatively
by 16S targeted metagenomic sequencing using a molecular pipeline specifically optimized for blood
samples in a cross-sectional study comparing 20 nondiabetic patients with CKD and 20 healthy
controls.

RESULTS:
There were 22 operational taxonomic units significantly different between the two groups. 16S
metagenomic sequencing revealed a significant reduction in α diversity (Chao1 index) in the CKD
group compared with healthy controls (127±18 versus 145±31; P=0.04). Proteobacteria phylum,
Gammaproteobacteria class, and Enterobacteriaceae and Pseudomonadaceae families were more
abundant in the CKD group compared with healthy controls. Median 16S ribosomal DNA levels did
not significantly differ between CKD and healthy groups (117 versus 122 copies/ng DNA; P=0.38).
GFR correlated inversely with the proportion of Proteobacteria (r=-0.54; P≤0.01).

CONCLUSIONS:
Our pilot study demonstrates qualitative differences in the circulating microbiome profile with lower
α diversity and significant taxonomic variations in the blood microbiome in patients with CKD
compared with healthy controls.
Copyright © 2019 by the American Society of Nephrology.
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Abstract
Effects of adlay starch on the rheological and conformational changes in wheat gluten gel were
investigated in this study. Rheological measurement showed that adlay starch-gluten composite gels

exhibited higher storage modulus G' and loss modulus G″ compared with pure gluten gels. This
result was also confirmed through morphological analysis. As the addition of adlay starch increased
from 0% to 40%, the surface hydrophobicity of gluten protein gel decreased from 16,660 to 11,931
and the free thiol content increased from 3.11 to 4.30 µmol/g. In addition, the β-sheet structure in
the gluten protein gel increased at the expense of the α-helical structure with increasing adlay
starch fraction. This study revealed that besides acting as an inert filler, adlay starch could
participate in hydrogen bonding and induce the enhancement of hydrophobic interaction to modify
gluten protein association, altering the rheological and structural properties of gluten protein gels.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
Celiac disease is a multisystem disorder. Celiac hepatitis characterized by gluten-responsive mild
elevation of transaminases is the more common liver manifestation of celiac disease. Celiac disease
may also be associated or coexist with other chronic liver disorders. Shared genetic risk and
increased intestinal permeability have been suggested to be the most relevant events in the
pathogenesis of liver injury in celiac disease. The aim of this article is to review the full spectrum of
liver disorders in patients with celiac disease.
Copyright © 2018 Elsevier Inc. All rights reserved.
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Abstract

We have reported that the major histocompatibility molecule HLA-DQ2 (DQA1*05:01/DQB1*02:01)
(DQ2) is relatively resistant to HLA-DM (DM), a peptide exchange catalyst for MHC class II. In this
study, we analyzed the role of DQ2/DM interaction in the generation of DQ2-restricted gliadin
epitopes, relevant to celiac disease, or DQ2-restricted viral epitopes, relevant to host defense. We
used paired human APC, differing in DM expression (DMnull versus DMhigh) or differing by expression
of wild-type DQ2, versus a DM-susceptible, DQ2 point mutant DQ2α+53G. The APC pairs were
compared for their ability to stimulate human CD4+ T cell clones. Despite higher DQ2 levels, DMhigh
APC attenuated T cell responses compared with DMnull APC after intracellular generation of four
tested gliadin epitopes. DMhigh APC expressing the DQ2α+53G mutant further suppressed these
gliadin-mediated responses. The gliadin epitopes were found to have moderate affinity for DQ2, and
even lower affinity for the DQ2 mutant, consistent with DM suppression of their presentation. In
contrast, DMhigh APC significantly promoted the presentation of DQ2-restricted epitopes derived
intracellularly from inactivated HSV type 2, influenza hemagglutinin, and human papillomavirus E7
protein. When extracellular peptide epitopes were used as Ag, the DQ2 surface levels and peptide
affinity were the major regulators of T cell responses. The differential effect of DM on stimulation of
the two groups of T cell clones implies differences in DQ2 presentation pathways associated with
nonpathogen- and pathogen-derived Ags in vivo.
Copyright © 2019 by The American Association of Immunologists, Inc.
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Abstract

INTRODUCTION:
Adherence to a gluten-free (GF) diet is the mainstay of therapy for celiac disease. Until now, those
wishing to avoid gluten in restaurants had to rely on menu labels, word of mouth, intuition, and
restaurant workers' advice, with a relative dearth of supporting data. We used crowd-sourced data
from users of a portable gluten detection device to estimate rates of, and identify risk factors for,
gluten contamination of supposed GF restaurant foods.

METHODS:
We analyzed data from a portable gluten detection device (Nima), collected across the United States
during an 18-month period by users who opted to share the results of their point-of-care tests. Data
were sorted by region, time of day, median household income in the restaurant's vicinity, restaurant
genre, and food items. We used the χ test for bivariate analysis and multiple logistic regression for
multivariate analysis to identify predictors of gluten detection in restaurant food.

RESULTS:
There were 5,624 tests, performed by 804 users, in the examined period. Gluten was detected in
32% of GF labeled foods. Rates of gluten detection differed by meal, with 27.2% at breakfast and
34.0% at dinner (P = 0.0008). GF labeled pizza and pasta were most likely to test positive for gluten,
with gluten detected in 53.2% of pizza and 50.8% of pasta samples. On multivariate analysis, GF
labeled food was less likely to test positive for gluten in the West than in the Northeast United
States (odds ratio 0.80; 95% confidence interval 0.67-0.95).

CONCLUSIONS:
This study of crowd-sourced data suggests that a substantial fraction of GF labeled restaurant foods
contain detectable gluten. Although the highly sensitive Nima device may detect gluten at levels <20
parts per million (ppm), leading to gluten exposure of unknown clinical significance, our findings
raise a potential concern. In addition, our findings of higher rates of gluten detection in pizza and
pasta provide practical data when providing dining strategies for patients with celiac disease.
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Abstract
Inflammation of intestinal tissue in patients affected by celiac disease (CD) originates from the
adaptive and innate immune responses elicited by the undigested gliadin fragments through
molecular mechanisms not yet completely described. Undigested A-gliadin peptide P31-43 is central
to CD pathogenesis, entering enterocytes in vesicular compartments by endocytosis and inducing an
innate immune response in CD intestinal mucosa. This study focused on the reasons why P31-43
does not behave as adaptive immunogenic agent. Once obtained by NMR analysis, the threedimensional model of P31-43 was used to implement a series of in silico experiments aimed to
explore the ability of the peptide to interact with HLA-DQ2 and the corresponding receptor onto T
cells. Our results show that P31-43 is a poor ligand for DQ2 and/or T-cell receptor. This study was
also aimed to investigate, from a structural point of view, the previous experimental findings by
which P31-43 is able to enhance the phosphorylation level of the protein ERK2, while some P31-43
Ala-mutants decrease or totally inhibit that process. The molecular models of P31-43, P31-43 P36A,
and F37A mutants were used for in silico docking experiments onto the ERK2 structure. The
experiments support the hypothesis that P31-43 F37A works as an ERK2 phosphorylation inhibitor
because it binds to the ERK2 phosphorylation site. This study reports on the structural properties of
so far never NMR characterized gliadin peptides relevant in CD and explores details about their
mechanisms of action.
© 2019 European Peptide Society and John Wiley & Sons, Ltd.
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Abstract
Combining HLA-DQ-gluten tetramers with mass cytometry and RNA sequencing analysis, we find
that gluten-specific CD4+ T cells in the blood and intestines of patients with celiac disease display a
surprisingly rare phenotype. Cells with this phenotype are also elevated in patients with systemic
sclerosis and systemic lupus erythematosus, suggesting a way to characterize CD4+ T cells specific
for disease-driving antigens in multiple autoimmune conditions.
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Abstract
Background: Inflammation and immune dysregulation have been implicated in the pathogenesis of
pediatric-onset obsessive-compulsive disorder (OCD) and tic disorders such as Tourette syndrome
(TS). Though few replicated studies have identified markers of immune dysfunction in this
population, preliminary studies suggest that serum immunoglobulin A (IgA) concentrations may be
abnormal in these children with these disorders. Methods: This observational retrospective cohort
study, conducted using electronic health records (EHRs), identified 206 children with pediatric-onset
OCD and 1024 adults diagnosed with OCD who also had testing for serum levels of IgA. IgA
deficiency and serum IgA levels in pediatric OCD were compared with IgA levels from children
diagnosed with autism spectrum disorders (ASD; n = 524), tic disorders (n = 157), attentiondeficit/hyperactivity disorder (ADHD; n = 534), anxiety disorders (n = 1206), and celiac disease, a
condition associated with IgA deficiency (n = 624). Results: Compared with ASD and anxiety disorder
cohorts, the pediatric OCD cohort displayed a significantly higher likelihood of IgA deficiency
(OR = 1.93; 95% CI = 1.18-3.16, and OR = 1.98; 95% CI = 1.28-3.06, respectively), though no
difference was observed between pediatric OCD and TS cohorts. Furthermore, the pediatric OCD
cohort displayed similar rates of IgA deficiency and serum IgA levels when compared with the celiac
disease cohort. The pediatric OCD cohort also displayed the highest percentage of IgA deficiency
(15%,) when compared with TS (14%), celiac disease (14%), ADHD (13%), ASD (8%), and anxiety
disorder (8%) cohorts. When segregated by sex, boys with OCD displayed a significantly higher
likelihood of IgA deficiency when compared with all comparison cohorts except for celiac disease
and tic disorders; no significant difference in IgA deficiency was observed between female cohorts.
Pediatric OCD subjects also displayed significantly lower adjusted serum IgA levels than the ASD and
anxiety disorder cohorts. Adults with OCD were also significantly less likely than children with OCD
to display IgA deficiency (OR = 2.71; 95% CI = 1.71-4.28). When compared with children with celiac

disease, no significant difference in IgA levels or rates of IgA deficiency were observed in the
pediatric OCD cohort. Conclusions: We provide further evidence of IgA abnormalities in pediatriconset OCD. These results require further investigation to determine if these abnormalities impact
the clinical course of OCD in children.
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Abstract
This work introduces a novel methodological approach to study both the geometry of complex
protein networks and the nature of the interacting proteins. This approach is based on the high
reactivity of Au+ ions on the surface of gold nanoparticles (AuNPs) towards thiols, that allows fast
formation of a covalent bond between accessible protein thiols and AuNPs. In the case of the durum
wheat semolina used in the exploratory studies reported here, the nature of proteins covalently
bound to AuNPs is expected to be affected by both the compactness of the protein network and by
the AuNPs size. Simple centrifugation procedures allowed recovery of the protein-loaded AuNPs
that remained soluble, and the protein(s) covalently bound on the surface of soluble AuNP were
identified by MS analysis of their proteolytic fragments. Gluten-forming proteins were found to be
bound to soluble AuNPs only when detergents or chaotropes were added to the semolina/AuNPs
suspension at room temperature. AuNPs-bound proteins also included gluten-forming proteins with
no reported free thiols, suggesting that they are piggybacked on other thiol-containing glutenforming proteins via disulfide bonds already present in the otherwise untreated semolina. The
potential of this approach is discussed in terms of the possibility of developing a methodology
suitable for further clarification of the geometrical features of protein networks, of the nature of the

involved proteins, and of the type of interaction they establish, as well as any modifications of these
features upon processing.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
ETHNOPHARMACOLOGICAL RELEVANCE:
The roots of Ribes orientale (Family Grossulariaceae) have long been used as a folk remedy to treat
rheumatism and joints pain in Northern Areas of Pakistan.

AIM OF THE STUDY:
The purpose of study was to observe the preventive efficacy of roots of Ribes orientale (RO)
aqueous ethanolic extract (30:70) and its aqueous and n-butanol fractions in treating rheumatoid
arthritis and to determine its possible mechanism of action.

MATERIAL AND METHODS:
Arthritis was evaluated in vitro using heat induced bovine serum albumin and egg albumin
denaturation and membrane stabilizing assays at 50-6400 μg/ml concentration of extract/fractions
whereas, in vivo arthritis was evaluated at 50, 100, 200 mg/kg doses of extract/fractions in
formaldehyde model by measuring rat paw volume/diameter. Moreover, highest effective dose
(200 mg/kg) of extract/fractions was evaluated in Freünd complete adjuvant (FCA) model. Arthritis
was induced in Sprague Dawley rats by immunization with 0.1 ml FCA in left footpad. RO
extract/fractions at 200 mg/kg were orally administered from day 0, 30 min prior to adjuvant
injection and sustained for 28 days. Paw volume/diameter, arthritic score, body weight, and
hematological (WBC, RBC, ESR, Hb and Platelet count) and biochemical (AST, ALT, ALP, urea,
creatinine, CRP and RF) parameters were observed. The mRNA expression levels of COX-2, IL-1β, IL6, NF-kB, TNF-α, IL-4 and IL-10 were measured by real time reverse transcription polymerase chain
reaction (RT-PCR) whereas, PGE2 and TNF-α levels in serum samples were measured by Enzyme
linked immunosorbent assay (ELISA). Furthermore, radiographs of hind paws and histological
changes in ankle joint were analyzed in adjuvant injected rats. The anti-oxidant activity of plant
extract and fractions was evaluated using DPPH and reducing power assays. In addition,
phytochemistry, total phenolic and flavonoid contents, and HPLC analysis of most active fraction
(aqueous fraction) were performed.

RESULTS:

Results showed that RO extract and fractions (notably aqueous fraction) significantly reduced
protein denaturation and protected erythrocyte membrane in concentration dependent manner.
Similarly, extract/fractions induced dose-dependent decrease in paw volume/diameter in the
formaldehyde model. Plant extract and fractions significantly suppressed paw swelling and arthritic
score, prevented cachexia and remarkably ameliorated hematological and biochemical changes.
Furthermore, RO extract/fractions downregulated gene expression levels of PGE2, COX-2, IL-1β, IL6, NF-kB and TNF-α whereas, upregulated those of IL-4 and IL-10, compared with FCA control rats.
The radiographic and histopathologic improvement in joint architecture was also observed in RO
treated rats. Piroxicam, used as reference drug, also significantly suppressed arthritis. Additionally,
plant exhibited notable anti-oxidant activity and phytochemical analysis revealed the presence of
flavonoids and polyphenols.

CONCLUSION:
Results indicated that suppression of pro-inflammatory enzymes/cytokines, inhibition of protein
denaturation, lysosomal membrane stabilizing abilities, and redox/free radical scavenging
properties of RO extract and fractions support anti-arthritic and immunomodulatory property of
Ribes orientale that might be due to its polyphenolic and flavonoid constituents. This suggests that
Ribes orientale roots may be used as a therapeutic agent for treating human arthritis.
Copyright © 2019. Published by Elsevier B.V.
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Abstract
INTRODUCTION:
celiac disease is an immune condition that results in histologic changes in the small bowel and
produces both digestive and extra-digestive symptoms. Intestinal damage results in malabsorption

and impaired weight or impaired optimal weight gain. However, these patients may be overweight
or obese in spite of histologic damage. The aim of this study was to determine the prevalence of
excess weight in newly diagnosed (adult) celiac patients.

METHODS:
this was a retrospective observational study of patients recently diagnosed with celiac disease
according to the standard Marsh classification. Nutritional status was assessed based on body mass
index (BMI), as categorized by the World Health Organization (WHO). Clinical presentation was
classified as typical or atypical. Potential differences in gastrointestinal symptoms according to
nutritional status were also assessed.

RESULTS:
a total of 135 medical records of adult celiac patients (women = 123; men = 12) were reviewed.
The average weight and BMI were 61.1 kg and 23.7 kg/m2, respectively. The proportion of typical
clinical presentations was 59.2% and of atypical presentations 40.8%. A total of 71.8% of patients
had a BMI indicating low or normal weight and 28.1% had a BMI indicative of being overweight or
obese. No differences with regard to the presence of gastrointestinal symptoms were found
according to nutritional status.

CONCLUSIONS:
further studies are needed to jointly assess energy intake and intestinal absorption in these
patients, in order to explain the high rate of excess weight.
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Abstract
Median arcuate ligament syndrome (MALS) or celiac artery compression syndrome is caused by
extrinsic compression by the median arcuate ligament. It is often asymptomatic, but it can cause
intestinal symptoms suggestive of angina. We present a patient with repeated episodes of
postprandial pain, nausea and occasional vomiting. After several studies, it was concluded that the
symptomatology was attributable to this syndrome. Conservative treatment was performed due to
the coexistence of underlying neoplastic disease and low life expectancy.
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Abstract
In this study, the inhibiting effects of low-molecular weight polyols on the deterioration of gluten
network and noodle texture were systematically investigated, based on dough rheological
properties, and the macroscopic, structural and water status changes of gluten protein during
storage of fresh noodles. Both glycerol and propylene glycol significantly restrained the decrease of
GMP gel weight, LA-SRC value, hardness and springiness, and the increase of cooking loss. SEM

showed that polyols retarded the collapse of gluten network, with still continuous gluten fibrils.
The inner structure of polyol noodles was much less damaged after 2 days, with more uniform
moisture distribution in MRI images. Potential dynamic depolymerization and repolymerization
interactions were detected for protein components during processing and cooking, which might
contribute to the textural changes. Low-molecular weight polyols inhibited the collapse of gluten
network and deterioration of noodle texture although they showed no inhibiting effect on
microbial growth.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
Interleukin (IL)-13 is a cytokine playing a pivotal role in T helper (Th)2 immune response supposed
to be implicated in some intestinal disorders. IL-13 is produced by Th2 cells, natural killer T cell,
innate lymphoid cells and innate immune cells, which contribute to trigger and maintain a chronic
idiopathic intestinal inflammation. In murine models IL-13 exerts pleiotropic functions, playing
either pathogenic or protective roles according to the different experimental conditions. As
regards celiac disease, IL-13 is considered to be involved mostly in the refractory phase rather than
at uncomplicated stage. Discrepancies have been observed in the role of IL-13 upon the
inflammation and fibrosis in ulcerative colitis (UC) and in Crohn's disease, respectively. Failure of
the anti-IL-13 monoclonal antibodies tralokinumab and anrukinzumab in UC patients in clinical
trials support the absence of a role for IL-13 in UC. This review deals with IL-13 in several
experimental colitis models -such as oxazolone-, trinitrobenzene sulfonic acid- or dextran sodium

sulphate-induced colitis- and chronic intestinal inflammatory disorders -including celiac disease, UC
and Crohn's disease-, and it also highlights the attempts to modulate IL-13 as therapeutic tool.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
BACKGROUND:

Bone metabolism disturbances are commonly observed in patients with newly diagnosed celiac
disease (CD). The only available treatment for CD-the intake of a gluten-free diet (GFD)-has been
found to be insufficient in effectively improving bone health in some patients. Therefore, there is
an urgent need to modify the GFD so as to allow for the provision of all the necessary nutrients and
improved absorption. Prebiotics intake reportedly improves the absorption of bone-related
vitamin D and calcium as well as bone metabolism. The effect of prebiotic intake on bone health in
CD patients has not been studied yet. This study aimed to evaluate the effect of oligofructoseenriched inulin intake on bone metabolism and immune response in children with CD on a GFD.

METHODS:
A total of 34 children with CD were randomised into two groups receiving 10 g of oligofructoseenriched inulin (Synergy 1) or a placebo (maltodextrin) for three months, together with a strict
GFD. The children's bone metabolism marker levels and cytokine profiles were analysed before and
after the intervention.

RESULTS:
After supplementation, the concentration of osteocalcin increased significantly in children
receiving Synergy 1, while the concentration of bone alkaline phosphatase increased in both
groups, independent of supplementation. After the intervention, the level of pyridinoline increased
significantly in the placebo group, resulting in a concentration that was two times higher than that
in the Synergy 1 group, in which it remained stable. Moreover, the plasma concentrations of Nterminal telopeptides of type I collagen decreased in both the groups, whereas the tartrateresistant acid phosphatase 5b level increased particularly in the Synergy 1 group. The intervention
did not lead to immunological response changes.

CONCLUSIONS:
The proposed supplementation beneficially altered bone metabolism, through increased bone
formation rates and decreased bone resorption process rates. Supplementation of GFD with
prebiotic oligofructose-enriched inulin may be a promising auxiliary therapy for bone metabolism
improvements in children with CD.
Copyright © 2019 Elsevier Inc. All rights reserved.
PMID: 30840918
Similar articles
107. Gastroenterology. 2019 Jun;156(8):2217-2229. doi: 10.1053/j.gastro.2019.02.039. Epub 2019 Mar
2.

Association Between Antibiotics in the First
Year of Life and Celiac Disease.

Dydensborg Sander S1, Nybo Andersen AM2, Murray JA3, Karlstad Ø4, Husby S5, Størdal K6.
Author information:
1. Hans Christian Andersen Children's Hospital, Odense University Hospital, Odense, Denmark;
Department of Clinical Research, University of Southern Denmark, Odense, Denmark. Electronic
address: stine.dydensborg.sander@rsyd.dk.
2. Department of Public Health, University of Copenhagen, Copenhagen, Denmark.
3. Division of Gastroenterology and Hepatology, Mayo Clinic, Rochester, Minnesota.
4. Department of Non-Communicable Diseases, Norwegian Institute of Public Health, Oslo,
Norway.
5. Hans Christian Andersen Children's Hospital, Odense University Hospital, Odense, Denmark;
Department of Clinical Research, University of Southern Denmark, Odense, Denmark.
6. Department of Non-Communicable Diseases, Norwegian Institute of Public Health, Oslo,
Norway; Department of Pediatrics, Ostfold Hospital Trust, Fredrikstad, Norway.

Abstract
BACKGROUND & AIMS:
The intestinal microbiota is believed to be involved in the pathogenesis of celiac disease, in
addition to genetic variants and dietary gluten. The gut microbiota is strongly influenced by
systemic antibiotics-especially in early life. We explored the association between exposure to a
systemic antibiotic in the first year of life and risk of diagnosed celiac disease.

METHODS:
We performed an observational nationwide register-based cohort study. We included all children
born in Denmark from 1995 through 2012 or Norway from 2004 through 2012. Children born in
Denmark were followed until May 8, 2015 (age at end of follow-up was 2.3-20.3 years) and
children born in Norway were followed until December 31, 2013 (age at end of follow-up was 1-10
years). We collected medical information from more than 1.7 million children, including 3346 with
a diagnosis of celiac disease. Exposure to systemic antibiotics was defined as a dispensed systemic
antibiotic in the first year of life.

RESULTS:
Exposure to systemic antibiotics in the first year of life was positively associated with diagnosed
celiac disease in the Danish and Norwegian cohorts (pooled odds ratio 1.26, 95% confidence
interval 1.16-1.36). We found a dose-dependent relation between an increasing number of
dispensed antibiotics and the risk of celiac disease (pooled odds ratio for each additional dispensed
antibiotic 1.08, 95% confidence interval 1.05-1.11). No specific type of antibiotic or age period
within the first year of life was prominent. Adjustment for hospital admissions with an infectious
disease in the first year of life did not change the estimates; adjustment for the number of
maternally reported infections in the child in 2 large sub-cohorts decreased the association slightly
(pooled odds ratio 1.18, 95% confidence interval 0.98-1.39).

CONCLUSION:
In a nationwide study of children in Denmark and Norway, we found exposure to systemic
antibiotics in the first year of life to be associated with a later diagnosis of celiac disease. These
findings indicate that childhood exposure to systemic antibiotics could be a risk factor for celiac
disease.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND:
Certain approaches to managing a strict gluten-free diet (GFD) for coeliac disease (CD) may lead to
impaired psychosocial well-being, a diminished quality of life (QOL) and disordered eating. The
present study aimed to understand adolescents' approaches to managing a GFD and the
association with QOL.

METHODS:
Thirty adolescents with CD (13-17 years old) following the GFD for at least 1 year completed the
Celiac Dietary Adherence Test (CDAT) and QOL survey. Their approaches to GFD management were
explored using a semi-structured interview, where key themes were developed using an iterative
process, and further analysed using a psychosocial rubric to classify management strategies and
QOL. CDAT ratings were compared across groups.

RESULTS:
Gluten-free diet management strategies were classified on a four-point scale. Adaptive eating
behaviours were characterised by greater flexibility (versus rigidity), trust (versus avoidance),
confidence (versus controlling behaviour) and awareness (versus preoccupation) with respect to
maintaining a GFD. Approximately half the sample (53.3%) expressed more maladaptive
approaches to maintaining a GFD and those who did so were older with lower CD-Specific Pediatric
Quality of Life (CDPQOL) scores, mean subscale differences ranging from 15.0 points for Isolation
(t = 2.4, P = 0.03, d.f. = 28) to 23.4 points for Limitations (t = 3.0, P = 0.01, d.f. = 28).

CONCLUSIONS:
Adolescents with CD who manage a GFD with maladaptive eating behaviours similar to known risk
factors for feeding and eating disorders experience diminished QOL. In accordance with CD
management recommendations, we recommend ongoing follow-up with gastroenterologists and
dietitians and psychosocial support referrals, as needed.
© 2019 The British Dietetic Association Ltd.
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Abstract
Polygenic Risk Scores (PRS) combine genotype information across many single-nucleotide
polymorphisms (SNPs) to give a score reflecting the genetic risk of developing a disease. PRS might
have a major impact on public health, possibly allowing for screening campaigns to identify highgenetic risk individuals for a given disease. The "Clumping+Thresholding" (C+T) approach is the
most common method to derive PRS. C+T uses only univariate genome-wide association studies
(GWAS) summary statistics, which makes it fast and easy to use. However, previous work showed
that jointly estimating SNP effects for computing PRS has the potential to significantly improve the
predictive performance of PRS as compared to C+T. In this paper, we present an efficient method
for the joint estimation of SNP effects using individual-level data, allowing for practical application
of penalized logistic regression (PLR) on modern datasets including hundreds of thousands of
individuals. Moreover, our implementation of PLR directly includes automatic choices for hyperparameters. We also provide an implementation of penalized linear regression for quantitative
traits. We compare the performance of PLR, C+T and a derivation of random forests using both real
and simulated data. Overall, we find that PLR achieves equal or higher predictive performance than
C+T in most scenarios considered, while being scalable to biobank data. In particular, we find that
improvement in predictive performance is more pronounced when there are few effects located in
nearby genomic regions with correlated SNPs; for instance, in simulations, AUC values increase
from 83% with the best prediction of C+T to 92.5% with PLR. We confirm these results in a data
analysis of a case-control study for celiac disease where PLR and the standard C+T method achieve
AUC values of 89% and of 82.5%. Applying penalized linear regression to 350,000 individuals of the
UK Biobank, we predict height with a larger correlation than with the best prediction of C+T (∼65%
instead of ∼55%), further demonstrating its scalability and strong predictive power, even for highly
polygenic traits. Moreover, using 150,000 individuals of the UK Biobank, we are able to predict
breast cancer better than C+T, fitting PLR in a few minutes only. In conclusion, this paper
demonstrates the feasibility and relevance of using penalized regression for PRS computation
when large individual-level datasets are available, thanks to the efficient implementation available
in our R package bigstatsr.
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Abstract
BACKGROUND & AIMS:
Wheat-related disorders, a spectrum of conditions induced by the ingestion of gluten-containing
cereals, have been increasing in prevalence. Patients with celiac disease have gluten-specific
immune responses, but the contribution of non-gluten proteins to symptoms in patients with
celiac disease or other wheat-related disorders is controversial.

METHODS:
C57BL/6 (control), Myd88-/-, Ticam1-/-, and Il15-/- mice were placed on diets that lacked wheat or
gluten, with or without wheat amylase trypsin inhibitors (ATIs), for 1 week. Small intestine tissues
were collected and intestinal intraepithelial lymphocytes (IELs) were measured; we also
investigated gut permeability and intestinal transit. Control mice fed ATIs for 1 week were gavaged
daily with Lactobacillus strains that had high or low ATI-degrading capacity. Nonobese
diabetic/DQ8 mice were sensitized to gluten and fed an ATI diet, a gluten-containing diet or a diet
with ATIs and gluten for 2 weeks. Mice were also treated with Lactobacillus strains that had high or

low ATI-degrading capacity. Intestinal tissues were collected and IELs, gene expression, gut
permeability and intestinal microbiota profiles were measured.

RESULTS:
In intestinal tissues from control mice, ATIs induced an innate immune response by activation of
Toll-like receptor 4 signaling to MD2 and CD14, and caused barrier dysfunction in the absence of
mucosal damage. Administration of ATIs to gluten-sensitized mice expressing HLA-DQ8 increased
intestinal inflammation in response to gluten in the diet. We found ATIs to be degraded by
Lactobacillus, which reduced the inflammatory effects of ATIs.

CONCLUSIONS:
ATIs mediate wheat-induced intestinal dysfunction in wild-type mice and exacerbate inflammation
to gluten in susceptible mice. Microbiome-modulating strategies, such as administration of
bacteria with ATI-degrading capacity, may be effective in patients with wheat-sensitive disorders.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
Germination in the presence of selenium (Se) is an alternative to increase the healthy properties of
seeds. This study aimed to compare the Se accumulation in different protein fractions from
germinated chickpea (Cicer arietinum L.) and the effect on digestibility and cellular antioxidant
activity (CAA) of protein hydrolysates. Chickpeas were germinated during four days after soaking
with sodium selenite (0, 1, or 2 mg/100 g seeds). Total protein (TP) and glutelin (Glu), albumin (Alb)
and globulin (Glo) fractions were digested and ultrafiltrated through a 10 kDa membrane. Se
accumulated in the order of Glu > Alb > Glo. Ultrafiltrated Glu hydrolysate of four days germinated
chickpeas treated with 2 mg Na2SeO3/100 g increased CAA (51.47%), demonstrating the potential
health benefits of selenization. The intensity of vicilin bands (34-37 kDa) increased from the second
to the fourth day compared with the control samples. Glo digestibility was higher in selenized
chickpea sprouts.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
OBJECTIVE:
To study the association of gluten intake with development of islet autoimmunity and progression
to type 1 diabetes.

RESEARCH DESIGN AND METHODS:
The Diabetes Autoimmunity Study in the Young (DAISY) follows children with an increased risk of
type 1 diabetes. Blood samples were collected at 9, 15, and 24 months of age, and annually
thereafter. Islet autoimmunity was defined by the appearance of at least one autoantibody against
insulin, IA2, GAD, or ZnT8 (zinc transporter 8) in at least two consecutive blood samples. Using food
frequency questionnaires, we estimated the gluten intake (in grams per day) annually from 1 year
of age. Cox regression modeling early gluten intake, and joint modeling of the cumulative gluten
intake during follow-up, were used to estimate hazard ratios adjusted for confounders (aHR).

RESULTS:
By August 2017, 1,916 subjects were included (median age at end of follow-up 13.5 years), islet
autoimmunity had developed in 178 participants, and 56 of these progressed to type 1 diabetes.
We found no association between islet autoimmunity and gluten intake at 1-2 years of age or
during follow-up (aHR per 4 g/day increase in gluten intake 1.00, 95% CI 0.85-1.17 and 1.01, 0.991.02, respectively). We found similar null results for progression from islet autoimmunity to type 1
diabetes. Introduction of gluten at <4 months of age was associated with an increased risk of
progressing from islet autoimmunity to type 1 diabetes compared with introduction at 4-5.9
months (aHR 8.69, 95% CI 1.69-44.8).

CONCLUSIONS:
Our findings indicate no strong rationale to reduce the amount of gluten in high-risk children to
prevent development of type 1 diabetes.
© 2019 by the American Diabetes Association.
PMCID: PMC6489103 [Available on 2020-05-01]
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Abstract
Enzymatic transamidation of wheat gliadin by microbial transglutaminase inhibits IFN-γ secretion
by intestinal T cell lines from celiac disease (CD) patients. Here, we analysed its effects on intestinal
biopsies from CD patients and studied the underlying mechanisms in HLA-DQ8 transgenic (tg) mice,
a model of T-cell mediated gluten sensitivity. In vitro challenge with a soluble form of
transamidated gliadin (spf) upregulated IL-10 transcript levels in human biopsy samples.
Furthermore, the ratio of IL-10/IFN-γ transcripts was significantly increased following treatment
with spf. In DQ8 tg mice, recall responses in vitro in the presence of dendritic cells pulsed with
transamidated gliadin showed that gliadin-specific CD4+ T cells did not produce IFN-γ at any tested
dose. On the contrary, spf-specific CD4+ T cells still secreted IFN-γ, but they also produced
significant levels of IL-10 with both native and transamidated gliadin. Interestingly, this antiinflammatory activity was restricted to a specific reverse-phase high-pressure liquid
chromatography (RP-HPLC) fraction encompassing α-gliadins. These findings suggested an ability of
transamidated gliadin to revert, as well as to prevent, the inflammatory phenotype triggered by
native gliadin. This property was intrinsically associated with specific components of the α-gliadin
fraction.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
ETHNOPHARMACOLOGICAL RELEVANCE:
Ribes alpestre Decne has been commonly used in the treatment of joint complaints.

AIM OF STUDY:
The present study was undertaken to evaluate the antiarthritic potential of ethanolic extract and
fractions of Ribes alpestre and to explore its probable mechanism of action.

MATERIAL AND METHODS:
Complete Freunds adjuvant induced arthritis in Sprague Dawley rats was used to assess
antiarthritic activity of aqueous ethanol extract, butanol and aqueous fractions at 200 mg/kg oral
dose for 28 days. Paw volume and diameter, arthritic index, body weight, hematological and
biochemical parameters, radiographic and histological analysis of ankle joints were carried out. An
array of pro-inflammatory mediators (IL-1β, IL-6, NF-Kβ, TNF-α, COX-2, IL-4, IL-10 and PGE2) were
estimated by RT-PCR and enzyme linked immunosorbent assay. Antioxidant capacity was assessed
using DPPH and reducing power assays. Qualitative phytochemical screening, total phenolic and
flavonoid content and HPLC analysis of aqueous fraction of Ribes alpestre were also carried out.

RESULTS:

Significant (p < 0.001) reduction in paw volume and thickness and arthritic score by aqueous
ethanolic extract and its fractions has been found. Aqueous ethanolic extract and fractions in
particular aqueous fraction considerably prevented decrease in body weight, alterations in
hematological parameters. Radiographic and histological examination revealed no significant
architectural changes in joints of treated rats. Significant (p < 0.05-0.001) down regulation of proinflammatory genes IL-1β, TNF-α, IL-6, COX-2, PGE2 and NF-Kβ alongwith noteworthy increase in
levels of IL-4 and IL-10 was recorded among treated animals. Aqueous ethanol extract and its
fractions demonstrated notable and concentration dependent (50-6400 μg/ml) antioxidant
potential. Qualitative phytochemical analysis of active fraction (aqueous) displayed presence of
flavonoids, alkaloids, tannins and glycosides. Besides total phenolic and flavonoid contents has
been found to be 179.3 mg GAE/ml and 389.40 μg QE/ml in aqueous fraction of Ribes alpestre
respectively. HPLC profile demonstrated presence of quercitin, chlorogenic acid, vanillic acid and
cinamic acid in aqueous fraction.

CONCLUSION:
Present communication suggests Ribes alpestre a potent antiarthritic therapy by ameliorating
adjuvant arthritis in rats by downregulating proinflammatory mediators with up regulation of antiinflammatory cytokines.
Copyright © 2019. Published by Elsevier B.V.
PMID: 30771518 [Indexed for MEDLINE]
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Abstract
PURPOSE OF REVIEW:
There has been significant interest in gluten over the last decade, with an increase in interest of
gluten-related disorders outside coeliac disease. Particularly, there has been a focus on the role of

gluten in noncoeliac gluten sensitivity (NCGS) and irritable bowel syndrome (IBS). There is
significant overlap between both of these conditions, with the aim of this review to explore their
complex relationship.

RECENT FINDINGS:
Gluten has been demonstrated to generate symptoms in individuals with NCGS. However, there
appears to be an increasing role for gluten in symptom generation in patients with IBS also. Other
components of wheat, other than gluten, are now also thought to be contributing factors in
symptom generation.

SUMMARY:
There appears to be significant overlap between IBS and NCGS. It is likely that a subset of patients
presenting with IBS actually have NCGS. In addition, it is likely that individuals with IBS may also
have symptoms triggered by gluten. With the pathophysiology of both conditions not fully
understood, as well as increasing knowledge of wheat components in symptom generation, further
research is required to help distinguish between both.
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Abstract
BACKGROUND AND OBJECTIVES:
The 52-week, randomized, double-blind, noninferiority, government-funded NOR-SWITCH trial
demonstrated that switching from infliximab originator to less expensive biosimilar CT-P13 was not
inferior to continued treatment with infliximab originator. The NOR-SWITCH extension trial aimed

to assess efficacy, safety and immunogenicity in patients on CT-P13 throughout the 78-week study
period (maintenance group) versus patients switched to CT-P13 at week 52 (switch group). The
primary outcome was disease worsening during follow-up based on disease-specific composite
measures.

METHODS:
Patients were recruited from 24 Norwegian hospitals, 380 of 438 patients who completed the main
study: 197 in the maintenance group and 183 in the switch group. In the full analysis set, 127 (33%)
had Crohn's disease, 80 (21%) ulcerative colitis, 67 (18%) spondyloarthritis, 55 (15%) rheumatoid
arthritis, 20 (5%) psoriatic arthritis and 31 (8%) chronic plaque psoriasis.

RESULTS:
Baseline characteristics were similar in the two groups at the time of switching (week 52). Disease
worsening occurred in 32 (16.8%) patients in the maintenance group vs. 20 (11.6%) in the switch
group (per-protocol set). Adjusted risk difference was 5.9% (95% CI -1.1 to 12.9). Frequency of
adverse events, anti-drug antibodies, changes in generic disease variables and disease-specific
composite measures were comparable between arms. The study was inadequately powered to
detect noninferiority within individual diseases.

CONCLUSION:
The NOR-SWITCH extension showed no difference in safety and efficacy between patients who
maintained CT-P13 and patients who switched from originator infliximab to CT-P13, supporting
that switching from originator infliximab to CT-P13 is safe and efficacious.
© 2019 The Authors. Journal of Internal Medicine published by John Wiley & Sons Ltd on behalf of
Association for Publication of The Journal of Internal Medicine.
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Abstract
PURPOSE OF REVIEW:
We reviewed the current 'state of the art' on autoimmune enteropathy and small-bowel mucosal
atrophy, with the aim of supporting clinicians in a frequently challenging diagnosis through
different therapeutic options and prognosis.

RECENT FINDINGS:
The diagnosis of small-bowel diseases has radically changed over the last 10 years. The possibility
to 'easily' obtain bioptic samples from the jejunum and ileum by means of the enteroscopic
techniques (particularly, device-assisted enteroscopy) and the novel cross-sectional imaging
studies have opened the window to new insights on intestinal disorders. Consequentially, the
detection of small-bowel mucosal atrophy has become a frequent finding in patients undergoing
endoscopic investigation and its differential diagnosis can be challenging at times. Among the
'typical' causes of mucosal atrophy, autoimmune enteropathy has become more frequent than
previously thought. However, the final diagnosis of autoimmune enteropathy is a 'puzzle'
composed by serological, endoscopic, histological and molecular markers, which should be
correctly dealt with in order to reach a certain diagnosis.

SUMMARY:
In conclusion, there is an emerging body of literature about autoimmune enteropathy and smallbowel atrophy. The herein presented practical review on autoimmune enteropathy can be of help
to clinicians in their daily practice.
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Abstract
BACKGROUND:
Serological screening for celiac disease (CD) allows the identification of individuals genetically
predisposed, as type 1 diabetes mellitus (T1DM). However, the diagnosis is confirmed by intestinal
biopsy. The aim was to determine the prevalence of immunoglobulin-A anti-tissue
transglutaminase antibodies (IgA-tTG) and CD in a large cohort of young T1DM patients.

METHODS:
Screening for CD was randomly conducted in 881 T1DM by IgA-tTG and total IgA. Individuals with
positive antibodies were referred to endoscopy/duodenal biopsy.

RESULTS:
The age of the cohort at the screening was 14.3 ± 5.9 years and at T1DM onset was 7.9 ± 4.4 years.
The prevalence of positive serology was 7.7%. Median IgA-tTG levels were 117.7 U/mL
(interquartile range [IQR] 35.7-131.5 U/mL). Of the 62 duodenal biopsy, CD was diagnosed in
79.0%, yielding an overall prevalence of 5.6%. The mean age of CD patients was 15.6 ± 6.5 years
and, at T1DM onset was 6.3 years (4.0-9.9 years). The modified Marsh-Oberhuber histological
classification was 22.5% (3a), 36.7% (3b), and 40.8% (3c). In the biopsy-proven patients, T1DM
onset occurred at slightly younger ages (6.3 vs 9.7 years, P = 0.1947), gastrointestinal (GI)
manifestations, predominantly abdominal pain and distension, were more prevalent (71.4% vs
38.5%, P = 0.027) and higher IgA-tTG titers (128.0 vs 26.3 U/mL, P = 0.0003) were found than in
those with negative-biopsies.

CONCLUSION:
Our results demonstrate the prevalence of 7.7% of IgA-tTG and 5.6% of CD in T1DM patients in
South Brazil and, emphasize the importance of the screening in high-risk individuals. Furthermore,
the presence of GI manifestations and higher IgA-tTG titers strongly suggest the diagnosis of CD.
© 2019 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd.
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Abstract
Objective: Wheat-related disorders are a spectrum of disorders associated with different
autoimmune and non-autoimmune diseases. However, it is unclear whether these wheat-related
disorders lead to adverse health effects such as cardiovascular risk, nutritional deficiencies etc. The
objective of the study was to explore the lipid profiles and the nutritional status of subjects with
wheat-related disorders to understand the potential threat of wheat on cardiovascular risk and
nutritional deficiency. Method: A total of 1041 subjects who showed wheat-related symptoms
were initially tested for the wheat protein antibody panel (Wheat Zoomer (WZ) panel and Coeliac
Disease (CD) panel), then for cardiovascular panel and the micronutrient panel at Vibrant America
Clinical Laboratory. Results: Subjects with both Wheat Zoomer positivity (WZ+) and Coeliac Disease
positivity (CD+) had significantly low levels of high-density lipoproteins (HDL) (279/483(57.8%) and
29/47(61.7%) respectively), but only subjects with WZ + had low levels of Apo A1 (44/424(9.5%)),
and high levels of Omega 6 fatty acids (53/334(15.9%)). None of the micronutrients tested showed
a significant imbalance in WZ + subjects. Conclusion: Subjects with positive serology for WZ have
deranged blood lipid profiles but did not show any significant micronutrient deficiency. Hence, our
results showcase a significant association of wheat-related disorders to cardiovascular risk.
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Abstract
BACKGROUND:
Deamidated gliadin peptide (DGP) is a relatively new serologic assay used in diagnosis and
monitoring of celiac disease. DGP IgG is recommended by some in pediatric patients <2 y. Use in
other pediatric populations is not well established. The utility of the DGP screen (IgG + IgA) in
patients with moderate increase of tissue transglutaminase (TTG) IgA has not been studied.

METHODS:
Cases between January 2015 and October 2017 in which a patient had TTG IgA greater >19 and
<100, DGP screen, and biopsy were collected. Indication for biopsy and diabetes diagnosis were
recorded. Of 495 patients screened, 31 met criteria.

RESULTS:
The sensitivity and specificity of DGP screen were calculated, and were 87.4% and 56%,
respectively; though lower in patients with diabetes.

CONCLUSIONS:
The study suggests in patients with moderately increased TTG-IgA, DGP screen lacks specificity and
does not provide additional information about whether or not to biopsy.
Copyright © 2019. Published by Elsevier B.V.
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Abstract
The effects of frozen storage on the quality of frozen cooked noodles were investigated. Texture
analysis showed hardness and tensile force reduced during frozen storage. An increasing cooking
loss and a decreasing water uptake ratio were determined when testing cooking qualities. As
storage time prolonged, differential scanning calorimetry (DSC) detected more freezable water,
and an increased relaxation time was recorded by nuclear magnetic resonance (NMR). Magnetic
resonance imaging (MRI) revealed water distribution was more heterogeneous. A ruptured
microstructure with large pores of frozen cooked noodles was observed by scanning electron
microscopy (SEM). The confocal laser scanning microscope (CLSM) photographs demonstrated
gluten network lost its integrity and compactness. Size-exclusion high performance liquid
chromatography (SE-HPLC) indicated the amount of SDS-soluble proteins increased. The present
study showed water characteristics and protein network underwent some changes during frozen
storage, which had major effects on the quality of frozen cooked noodles.
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Abstract
The influence of microwave treatment of hydrated durum wheat kernels of two different cultivars
(cv Aureo and Sfinge), on wholemeal flour and pasta quality was addressed. Size exclusion-HPLC
and electrophoresis analysis were used to investigate changes in the gluten network arrangement
as affected by the microwave treatment. Rheological properties of dough, cooking quality and
sensory properties of pasta were also assessed. Results suggested that the microwave treatment
on hydrated durum wheat kernels blocks gluten protein conformation through SS bonds formation
and the free -SH are no longer able to create a strong network during pasta processing, due to the
conformational changes. Rheological study of dough confirmed that the modifications induced by
microwave treatment greatly affected pasta making characteristics of wheat flour, with significant
negative consequences on product quality, especially for pasta cooking quality. Pasta from treated
durum wheat showed low sensory quality, mainly due to high bulkiness and adhesiveness.
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Abstract
The effects of five phosphate salts (PS) on the pasting properties of flour, mixing properties of
dough and qualities of cooked noodles were investigated. Rapid Visco Analysis showed that all
types of PS increased the peak and final viscosities of wheat flour. Trisodium phosphate (TSP)
significantly increased pasting temperature with increasing concentration. The Farinograph
characteristics indicated that TSP markedly increased stability time and progressively decreased
the degree of softening of the dough. The cooking yield of the TSP, sodium pyrophosphate (TSPP)
and disodium phosphate (DSP) groups clearly increased, and the cooking loss was reduced by
adding 0.3% sodium tripolyphosphate (STPP), 0.1% TSPP or 0.1% TSP. Texture profile analysis
revealed that the hardness of cooked noodles from STPP and TSP groups slightly decreased, while
that of TSPP and DSP groups decreased significantly. Overall, PS improved the qualities of noodles
mainly by promoting starch gelatinization and strengthening the gluten network.
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Abstract
Physicochemical properties, predicted glycemic index (pGI) and bread qualities of a non-pigmented
white rice flour (Hom Mali, HM) and a pigmented rice flour (Riceberry rice flour, RB) were
investigated. In the present study, RB (15.3% amylose) contained higher total polyphenolics,
anthocyanins, and ferric reduction activity power than HM (21.3% amylose). RB had lower swelling
power and higher gelatinization temperatures. In addition, RB contained higher levels of beneficial
resistant starch (RS) and lower levels of slowly digestible starch (SDS) with medium pGI. RB
provided slower glucose release than HM. The pasting characteristics showed that peak and final
viscosity, trough and setback value, and breakdown of RB was lower than HM. RB bread had lower
cohesiveness, gumminess, chewiness and adhesiveness than HM bread. Furthermore, RB bread
demonstrated lower starch hydrolysis and pGI than HM bread. These findings suggest that
anthocyanin-rich RB could be used as an alternative food ingredient for gluten-free bread.
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Abstract
After carboxylic acid deamidation upon heating (CADH), wheat gluten still contains a total of ∼10%
insoluble fractions, of which ∼10% is starch, which depreciate the values of wheat gluten. To
elucidate gluten-starch interactions and their role in the deamidation behavior of gluten, the
macrostructural characteristics of gluten citric acid suspensions of different concentrations (1%
and 10%, w/v) and with different types of residual starch chains (achieved by enzyme hydrolyzed
by α-amylase and/or glucoamylase assisted by sonication) were investigated. We found the
degradation of long starch chains and branched short chains induced dramatic bond-cleavages in
insoluble glutenins and gliadins. FTIR and SDS-PAGE analyses indicated that without these two
types of chains in the precipitates, the insoluble deamidated wheat gluten exhibited minimal
changes in the molecular force and the conformation. Their glycosylation, hydrophobic force and
hydrogen bonds between amylopectin and small proteins, such as LMW-GS and α, β, γ-gliadins,
were detected. FTIR suggested that the associations between gliadins and amylopectin were
covalent. Gluten-starch interactions were likely to cause an incomplete dissolution of wheat gluten
during CADH. A simple model was proposed to clarify the aggregation state and the relationships
between starch granules and wheat gluten components during CADH.
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Abstract
The objective of this study was to investigate the porcine pancreatic α-amylase (PPA) inhibitory
activity of botanical food proteins, represented by soy protein isolate (SPI) and wheat gluten
protein (WGP). The half maximal inhibitory concentration (IC50) was determined, and the kinetics
of inhibition were investigated using Dixon, Cornish-Bowden, and Lineweaver-Burk plots. The
results showed WGP functioned as mixed-type inhibitors with both competitive and uncompetitive
inhibitory characteristics, while SPI showed competitive inhibitory effects on α-amylase. The
competitive inhibition constants (Kic) of WGP and SPI were 5.753 and 30.212 mg/mL, respectively,
and the uncompetitive inhibition constants (Kiu) of WGP was 45.110 mg/mL, respectively. The IC50
values of WGP and SPI were 3.086 and 33.899 mg/mL, respectively. For WGP, the lower Kic vs. Kiu
for mixed-type inhibitors suggested that they bound more tightly to free PPA than the PPA-starch
complex. Compared with SPI, WGP displayed a stronger inhibitory effect on α-amylase. These
results indicated that SPI and WGP may delay the digestion of starchy foods by inhibiting starch
hydrolytic enzymes, which may be of relevance in vivo during gastrointestinal digestion. The
findings are also of important practical value for the development of carbohydrate-restricted diet
and protein-based functional foods.
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Abstract
The aim of this study was to provide new approach in creating gluten-containing and gluten-free
breads without additives by combining thermal and hydrothermal pretreatments of flours (rye,
oat, sorghum and millet). The applied methodology included determinations of chemical
composition of flours and breads, water absorption index, empirical and fundamental rheological
measurements, and scanning electron microscopy, differential scanning calorimetry, colour,
textural and sensory evaluations of breads. Novel rye, oat, sorghum and millet breads based on the
blend of heat treated and extruded corresponding flours in ratio 70:30 were produced by
conventional breadmaking process. All breads were characterized by increased fibre content and
had appearance similar to common wheat bread. Gluten-free breads were harder, less elastic with
more granular structure due to higher degree of starch crystallinity. Mixolab curves indicated on
many possible ways for further breads optimisation.
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Abstract
BACKGROUND:
Splanchnic artery aneurysms are relatively rare diseases. Pancreaticoduodenal arterial (PDA)
aneurysms are especially uncommon and account for approximately 2% of all visceral aneurysms.
However, rupture of a PDA aneurysm often results in fatal consequences. Intervention therapy has

evolved as a mainstream method because of its low risk and rapid recovery. Previous studies have
demonstrated that PDA aneurysms are often associated with occlusion or stenosis of the celiac
artery, but management of the celiac artery lesion remains controversial. Here, we report a case of
PDA aneurysm concurrent with celiac axis stenosis (CAS) that has been successfully treated by
embolization of the PDA aneurysm and subsequent stenting of the celiac artery.

CASE PRESENTATION:
A 50-year-old man complaining of epigastric pain for 15 hours was admitted to our emergency
department. Blood tests revealed low hemoglobin, and an abdominal computed tomography (CT)
showed a retroperitoneal hematoma. To determine the source of bleeding, celiac arteriography
was performed immediately. Celiac truck stenosis was observed, and a PDA ruptured aneurysm
was diagnosed. The outflow, aneurysm sac, and inflow of the aneurysm were embolized. The
patient was discharged on the sixth day postoperatively. Unfortunately, the patient returned to
our department 2 weeks later complaining of nausea and vomiting for 2 days. The abdominal CT
scan showed no recurrent bleeding. Celiac artery stenting was performed, and the symptoms were
significantly relieved. The postoperative course was uneventful, and the CT scan follow-up at
24 months showed patency of the celiac artery stent and total occlusion of the PDA.

CONCLUSIONS:
PDA aneurysms associated with celiac stenosis are relatively rare. Once the PDA aneurysm
ruptures, endovascular treatment is the first choice. The necessity for revascularization of the
celiac axis remains controversial. If the patient develops gastric ischemia symptoms after initial
treatment, proceeding to CAS treatment is necessary.
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Abstract
In this study, rice glutelin isolated from glutinous rice was modified by sodium tripolyphosphate at
different sodium tripolyphosphate concentrations (1%, 4%, 7%). The structural, functional and
rheological properties of phosphorylated rice glutelin were investigated. The results indicated that
phosphorylated rice glutelin samples showed small particle size and high absolute zeta potential
values. Phosphorylation reaction was occurred between -OH and -NH2 groups in rice glutelin and
sodium tripolyphosphate, as confirmed by Fourier transform infrared spectroscopy and X-ray
photoelectron spectroscopy. The particle surface of phosphorylated rice glutelin samples became
very rough and exhibited some small convex and concave holes. Moreover, the solubility,
emulsifying and foaming properties, thermal stability and apparent viscosity of phosphorylated rice
glutelin samples were significantly increased. These results suggest that the solubility,
emulsification and rheological properties of rice glutelin are significantly improved after
phosphorylation, which will be beneficial to expand the application of rice glutelin in food industry.
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Abstract
BACKGROUND AND OBJECTIVE:
Celiac disease (CD), the most common genetically-based food intolerance, affects 3% to 16% of
children with type 1 diabetes (T1D). Treatment involves lifelong adherence to a gluten-free diet
(GFD). Individualized dietary education is resource-intensive. We, therefore, sought to develop and
test the usability of an e-learning module aimed at educating patients and caregivers regarding
implementation of the GFD in children with concurrent CD and T1D.

METHODS:

An interactive e-learning module was developed based on extensive review of CD, T1D, and
educational literature. A mixed-methods usability testing approach was used to refine and
evaluate the module, using qualitative semi-structured interviews, observations, and satisfaction
and knowledge questionnaires in two iterative cycles. The module was refined based on themes
identified from each usability cycle.

RESULTS:
Eighteen patients (8 in cycle 1, 10 in cycle 2) and 15 caregivers (7 in cycle 1, 8 in cycle 2)
participated. Patient participants had CD and T1D for a mean (SD) of 6.1 ± 5.1 and 8.3 ± 5.5 years,
respectively. Their mean age was 13.5 ± 4.5 years. Thematic analysis of usability interviews showed
the module to be appealing and resulted in minor module revisions after each cycle to improve
usability. Mean satisfaction scores post-module completion were high (4.67 ± 0.54), indicating
participants were "very satisfied" with the education. Knowledge test scores increased significantly
from pre- to post-module completion (P = 0.001).

CONCLUSION:
A multifaceted user-centered usability approach demonstrated that an innovative, interactive elearning module is effective in knowledge retention and can provide comprehensive and accessible
information in the implementation of the GFD teaching in children with CD and T1D.
© 2019 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd.
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Abstract
BACKGROUND:
Pancreatic ductal adenocarcinoma (PDA) is associated with a hypercoagulable state, resulting in a
high risk of venous thromboembolism (VTE). Risk of VTE is well established for patients receiving
chemotherapy for advanced disease and during the perioperative period for patients undergoing
surgical resection. However, data are lacking for patients undergoing neoadjuvant treatment
followed by resection, who may have a unique risk of VTE because of exposure to both
chemotherapy and surgery.

METHODS:
The study included patients with PDA who underwent neoadjuvant therapy followed by surgery
from 2007 to June 2017. Development of VTE was evaluated from the start of treatment through
the 90-day postoperative period. Risk factors including demographic, treatment, and laboratory
variables were evaluated.

RESULTS:
The study investigated 426 patients receiving neoadjuvant therapy before surgical resection. Of
these patients, 20% had a VTE within 90 days postoperatively (n = 87), and 70% of the VTE
occurred during the postoperative period. The VTE included pulmonary embolism (30%), deep vein
thrombosis (33%), and thrombosis of the portal vein (PV)/superior mesenteric vein (SMV) (40%). A
pretreatment hemoglobin level lower than 10 g/dL and a platelet count higher than 443 were
independently associated with VTE during neoadjuvant treatment. The independent predictors of
postoperative VTE were a body mass index higher than 35 kg/m2, a preoperative platelet-tolymphocyte ratio higher than 260, resection with distal pancreatectomy with celiac axis
resection/total pancreatectomy, PV/SMV resection, and longer operative times. Development of
VTE was associated with worse overall and disease-free survival and an independent predictor of
survival and decreased likelihood of receiving adjuvant chemotherapy.

CONCLUSIONS:
Venous thromboembolism during neoadjuvant therapy and the subsequent perioperative period is
common and has a significant impact on outcome. Further study into novel thromboprophylaxis
measures or protocols during neoadjuvant treatment and the perioperative period is warranted.
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Abstract
OBJECTIVES:
To evaluate the level of health-related quality of life (QoL) and presence of anxiety and depressive
symptoms in Serbian children with celiac disease from the perspective of patients and their
parents.

METHODS:
This cross-sectional study investigated the group of children and adolescents with celiac disease
aged 5-18 y, and at least one parent of each patient with celiac disease. The patients and their
parents were recruited at the Institute of Mother and Child Health of Serbia and the University
Children's Hospital in Belgrade. The instruments used in this study were child-self and parent-proxy
versions of the Pediatric Quality of Life Inventory (PedsQL), Screen for Child Anxiety Related
Emotional Disorder (SCARED) and Short Mood and Feelings Questionnaire (MFQ). Additional
information was collected from the medical records of each patient.

RESULTS:
According to the PedsQL questionnaire, the quality of life was similarly assessed by both parents
and their children (p > 0.05), as well as the presence of depressive symptoms according to MFQ
questionnaire. However, a statistically significant difference was observed in the total score of the
SCARED questionnaire for children and parents [total score (p < 0.05), panic-somatic disturbance
(p < 0.01) and social anxiety (p < 0.01)].

CONCLUSIONS:
The patients and their parents in Serbia have similarly assessed the quality of life of children with
celiac disease, but the differences in the scores of SCARED questionnaire indicate that it is
necessary to include both children and parents in the assessment of QOL.
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Abstract
Many studies have dealt with fining treatments, focusing on their impact on phenolic precipitation
or sensory properties of the treated wines. Previous articles suggested the presence of soluble
complexes with tannins and fining proteins, and probably wine polysaccharides too. However, no
study has quantified these possible protein residues in wine. The analyses performed on a model
red wine to highlight the residual fining proteins were the measurement of viscosity, the
quantification of amino acid/proteins of the samples and the radioactivity of the supernatants
obtained after fining with a radioactive protein. This work has clearly shown, both qualitatively and
quantitatively, the presence of fining residues in a model red wine that had been fined with a
gelatin and two hydrolyzed plant proteins. These results have significant implications, yet to be
confirmed with commercial fining agents and 'real' wines for allergen residues in treated wines.
Copyright © 2018 Elsevier Ltd. All rights reserved.
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Abstract
First-degree relatives (FDRs) of 47 outpatients with celiac disease (CD) answered a questionnaire
about symptoms related to CD and were investigated for human leukocyte antigen (HLA)-DQ2,
DQB102 homozygosis, and DQ8 alleles. Genetically susceptible individuals were tested for
antitransglutaminase antibody immunoglobulin A. Seropositive FDR underwent small bowel
biopsies.From 114 FDR, 74.5% (n = 85) were positive for DQ2, DQ8, or both haplotypes.
Homozygosity of DQB102 was found in 11.4% (n = 13) individuals. Three FDR were previously

diagnosed with CD. Among the genetically susceptible individuals, 67.1% had at least 1 symptom
related to CD. Seropositivity was 8/82 (9.8%), and 4/8 biopsies were compatible with CD.
Therefore, the total number of FDR with CD was 6.1% (7/114), 95% confidence interval (1.71,
10.49). Three out of 7 FDR with CD were HLA DQB102 homozygous. The odds of being CD is 5
times, 95% confidence interval (0.99, 26.23), greater for HLA DQ B102 homozygous in FDR.
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Abstract
The world-wide incidence of many immune-mediated and metabolic diseases, including those of
the intestines and liver, is steadily increasing. Gut microbiota plays a central role in the
pathogenesis of these diseases as it mediates environmental changes to the intestinal immune
system. Various environmental factors including diet, food additives and medication also trigger
the compositional and functional alterations of microbiota, that is, dysbiosis, and this dysbiosis is
closely associated with many chronic inflammatory diseases. However, the causal relationship
remains unclear for the majority of these diseases. In this review, we discuss essential
epidemiological data, known pathogenetic factors including those of genetic and environmental
nature, while mainly focusing on the role of gut microbiota in the development of selected
intestinal and liver diseases. Using specific examples, we also briefly describe some of the most
widely-used animal models including gnotobiotic models and their contribution to the research of
pathogenetic mechanisms of the host-microbiota relationship.
PMID: 30580671
Similar articles
138. J Pediatr Gastroenterol Nutr. 2019 May;68(5):684-688. doi: 10.1097/MPG.0000000000002235.

The Effect of Gluten-free Diet on
Cardiovascular Risk Factors in Newly
Diagnosed Pediatric Celiac Disease Patients.
Zifman E1,2, Waisbourd-Zinman O1,3, Marderfeld L1,4, Zevit N1,3, Guz-Mark A1,3, Silbermintz A1, Assa
A1,3, Mozer-Glassberg Y1, Biran N1,4, Reznik D1,4, Poraz I1,4, Shamir R1,3.
Author information:
1. Institute of Gastroenterology, Nutrition and Liver Diseases, Schneider Children's Medical Center
of Israel, Petach-Tikva.
2. Pediatric Gastroenterology Clinic, Pediatric Division, Meir Medical Center, Kfar-Saba.
3. Sackler Faculty of Medicine, Tel-Aviv University, Tel-Aviv, Israel.
4. Clinical Nutrition and Dietetics Department, Schneider Children's Medical Center of Israel,
Petach-Tikva.

Abstract
OBJECTIVES:
Although gluten-free diet (GFD) is the only proven therapy for celiac disease (CD), its effect on
cardiovascular disease (CVD) risk factors is still unclear. Our aim was to determine whether
adherence to GFD affects CVD risk factors among newly diagnosed pediatric CD subjects.

METHODS:
We prospectively enrolled pediatric subjects undergoing upper gastrointestinal endoscopy for
suspected CD. We collected anthropometric and laboratory parameters related to CVD risk factors
at the time of CD diagnosis and 1 year after initiation of a GFD and evaluated changes in CVD risk
factors. Paired t tests or Wilcoxon nonparametric tests were used, each when appropriate.

RESULTS:
One hundred ten newly diagnosed CD pediatric subjects were included in the analysis. There were
64 (58.2%) girls and the mean age at diagnosis was 6.8 ± 3.4 years. Median body mass index z
scores (P = 0.84), rates of underweight or overweight (P = 0.32), and rates of elevated blood
pressure (P = 0.78) remained unchanged. Although median fasting insulin levels increased (1.9 vs
5.4 μU/mL, P < 0.001), insulin resistance as measured by homeostatic model assessment did not
increase after 1 year of GFD (P = 0.16). Although rates of dyslipidemia remained unchanged,
median high-density lipoprotein levels increased on GFD (47 vs 51 mg/dL, P < 0.001).

CONCLUSIONS:

In this pediatric CD cohort, GFD for 1 year was not associated with increased CVD risk factors. The
long-term significance of these mild changes is yet to be determined.
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Abstract
A gluten-free diet is the safest treatment for the treatment of patient with celiac disease (CD) and
other gluten-related disorders. However, in the last years, gluten-free diet is one of the most
popular diet followed by the general population and by patients affected from others clinical
conditions, such as non-celiac gluten sensitivity (NCGS), irritable bowel syndrome (IBS), autism,
neurological, psychiatric and rheumatologic diseases and for improving sports practice. This review
highlights some questions about the appropriateness of following this trend answering to some
questions such as how safe are the current gluten-free products, what are the benefits and side
effects of gluten-free diet and what are clinical conditions that might benefit from gluten
avoidance.
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Abstract
AIM:
In 2012, revised criteria for diagnosing childhood coeliac disease were published by the European
Society for Paediatric Gastroenterology, Hepatology and Nutrition and incorporated into the
revised Swedish guidelines the same year. These made it possible, in certain cases, to diagnose
coeliac disease without taking small bowel biopsies. This survey assessed the extent to which the
new guidelines were implemented by Swedish paediatric clinics two years after their introduction.

METHODS:
In October 2014, we distributed a paper questionnaire including five questions on diagnostic
routines to the 40 paediatric clinics in university or regional hospitals in Sweden that perform small
bowel biopsies.

RESULTS:

All 36 (90%) clinics that responded used anti-tissue transglutaminase antibodies as the initial
diagnostic test and some also used serological markers. Most clinics (81%) used endoscopy and
took multiple duodenal biopsies, whereas only a few (19%) occasionally employed a suction
capsule. Almost all clinics (86%) omitted taking small bowel biopsies in symptomatic children with
repeatedly high coeliac serology and positive genotyping, thereby avoiding the need for invasive
endoscopy under anaesthesia.

CONCLUSION:
The 2012 Swedish Paediatric Coeliac Disease Diagnostic Guidelines had been widely accepted and
implemented in routine health care two years after their introduction.
©2018 Foundation Acta Paediatrica. Published by John Wiley & Sons Ltd.
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Abstract
BACKGROUND:
We previously reported the usefulness of distal pancreatectomy with celiac axis resection (DP-CAR)
with left gastric artery (LGA) reconstruction to prevent ischemic gastropathy. To evaluate the
reconstruction quality, we performed intraoperative angiography with indocyanine green (ICG)fluorescence imaging.

METHODS:
21 consecutive patients planned for DP-CAR with LGA reconstruction were enrolled in this
prospective, exploratory single-arm study from 2014 to 2017. After LGA reconstruction,
intraoperative angiography revealed continuous arterial flow passing through the anastomotic
sites and gradually increasing tissue perfusion in the stomach.

RESULTS:
Three patients were excluded. Among the remaining 18 patients, we obtained good flow in 11
patients and poor flow in 7 patients after initial LGA reconstruction. Among the seven patients with
poor flow, five underwent LGA re-anastomosis, three recovered good flow. The incidence of grade
B/C DGE was 14% (2/14) in the finally good flow group and 75% (3/4) in the poor flow group
(p = 0.019). Ischemic gastropathy occurred in two patients (50%) in the poor flow group
(p = 0.039), including one with a gastric perforation.

DISCUSSION:
Our data show that intraoperative angiography with ICG-fluorescence imaging can evaluate the
reconstruction quality, thus contributing to improvements in the short-term outcome of DP-CAR
with LGA reconstruction.
Copyright © 2018 International Hepato-Pancreato-Biliary Association Inc. Published by Elsevier Ltd.
All rights reserved.
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Abstract
MOTIVATION:
Many high-throughput methods produce sets of genomic regions as one of their main outputs.
Scientists often use genomic colocalization analysis to interpret such region sets, for example to
identify interesting enrichments and to understand the interplay between the underlying biological
processes. Although widely used, there is little standardization in how these analyses are
performed. Different practices can substantially affect the conclusions of colocalization analyses.

RESULTS:
Here, we describe the different approaches and provide recommendations for performing genomic
colocalization analysis, while also discussing common methodological challenges that may
influence the conclusions. As illustrated by concrete example cases, careful attention to analysis
details is needed in order to meet these challenges and to obtain a robust and biologically
meaningful interpretation of genomic region set data.

SUPPLEMENTARY INFORMATION:
Supplementary data are available at Bioinformatics online.
© The Author(s) 2018. Published by Oxford University Press.
PMCID: PMC6499241 Free PMC Article
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Abstract
RATIONALE AND OBJECTIVES:
To evaluate factors predicting pancreatic cancer recurrence, and to determine the most common
appearance of tumor relapse.

MATERIALS AND METHODS:
Ninety patients with recurrent pancreatic cancer were retrospectively included in the study. 74.4%
had pancreatic head tumors (group 1) and 25.6% pancreatic body and/or tail tumor (group 2). The
tumor localization, operative technique, TNM stage, the R-status, tumor grade, lymphovascular,
and perineural invasion were recorded. Location of local tumor recurrence, lymph node
recurrence, or organ metastases were analyzed on the basis of follow-up CT imaging.

RESULTS:
Mean recurrence time was 17.4 ± 13.2 months. The most common recurrence type was local
recurrence (84.4%), followed by lymph node (15.5%), liver (14.4%), and lung metastasis (6.7%). The
predominant site of local recurrence in pancreatic head tumors was close to superior mesenteric
artery, common hepatic artery, and/or celiac artery (57.4%), followed by area defined by portal
vein, inferior vena cava, CA or superior mesenteric artery (31.2%). Patients with pancreatic body
and/or tail carcinoma had higher incidence (p = 0.003) of metastatic disease comparing to
pancreatic head tumors, while resection margin was the most common type of local tumor
recurrence, seen in 46.7% cases versus 8.2% of patients with pancreatic head tumors (p < 0.001).

CONCLUSION:
The most common recurrence type in patients with resected pancreatic carcinoma was local
recurrence along cardinal arteries. The localization of primary tumor influences the type of tumor
relapse and site of local recurrence.
Copyright © 2018 The Association of University Radiologists. Published by Elsevier Inc. All rights
reserved.
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Abstract
BACKGROUND & AIMS:
According to guidelines, individuals with symptoms of celiac disease should undergo duodenal
biopsy analysis to establish a diagnosis, but little is known about physician adherence to these
guidelines. We used a patient-powered research network (PPRN) to compare demographics,
diagnoses, symptoms, and treatment between groups of patients with celiac disease diagnosed by
biopsy analysis and patients with a diagnosis based on results of serology tests.

METHODS:
We analyzed data from iCureCeliac-a voluntary, PPRN hosted and distributed by the Celiac Disease
Foundation, from January 30, 2016, through August 25, 2016. We compared data from adults with
a diagnosis of celiac disease (mean age, 43.4 years; 85.6% female) based on biopsy analysis (n =
780) vs patients with a diagnosis based on only serologic analysis (n = 202) using univariate and
multivariable analyses. We collected demographic information, as well as data on type of health
care practitioner, where patients obtain their primary information about celiac disease, and the
Celiac Disease Quality of Life score, nutritionist referral rates, adherence to the gluten-free diet,
ongoing symptoms and use of supplements.

RESULTS:
Among patients with a diagnosis based on serology results, 33.3% were diagnosed by nongastroenterologists vs 20.7% in the biopsy diagnosed group (P < .001). Fewer patients with a
diagnosis based on serology results sought nutritional counseling at the time of diagnosis (40.1%)
than patients with a diagnosis based on biopsy (58.9%) (P < .001). A higher proportion of patients
diagnosed by serology without biopsy took dietary supplements to aid in digestion of gluten
(19.8%) than patients with a diagnosis based on biopsy (8.9%) (P < .001). After we adjusted for age
and sex, patients with a diagnosis based on serology were less likely to seek nutritional counseling
after diagnosis (odds ratio [OR], 0.45; 95% CI, 0.33-0.63), less likely to receive a diagnosis from a
gastroenterologist (OR, 0.16; 95% CI, 0.07-0.37), and more likely to use digestive supplements (OR,
2.61; 95%, CI 1.62-4.19).

CONCLUSIONS:
In an analysis of data from a PPRN, we found that 21% of adult participants with celiac disease did
not have a diagnosis based on a duodenal biopsy. Patients with a diagnosis based on serology
results were more likely to be diagnosed by non-gastroenterologists, less likely to seek nutritional
counseling, and more likely to use dietary supplements. Patients require more education about
management of celiac disease and referral to gastroenterologists for duodenal biopsy confirmation
of their disease.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
The spectrum of gluten-related disorders includes coeliac disease (CD), wheat allergy (WA) and the
suggested entity of non-coeliac gluten sensitivity (NCGS). An increasing number of the world's
population are avoiding gluten due to the assumption of health benefits and self-diagnosed
gastrointestinal and/or extra-intestinal symptoms. Unlike CD and WA, NCGS is a relatively new
entity with an unknown prevalence and mechanisms, complicated by recent literature suggesting
that gluten is not the only food component that may trigger symptoms experienced by this group
of patients. The term 'non-coeliac wheat sensitivity' has been proposed as a more accurate term,
allowing inclusion of other non-gluten wheat components such as fructans and amylase-trypsin
inhibitors. There is inconsistent evidence when evaluating the effects of a gluten challenge in
patients with suspected NCGS and there is a need for a standardised procedure to confirm the
diagnosis, ultimately enabling the optimisation of clinical care. The present review will give an
overview of the different gluten-related disorders and discuss the most recent scientific evidence
investigating NCGS.
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Abstract
BACKGROUND & AIMS:
Celiac disease (CD) is an immune-mediated systemic disease, caused by ingestion of gluten in
genetically predisposed individuals. Gut microbiota dysbiosis might play a significant role in
pathogenesis of chronic enteropathies and its modulation can be used as an intervention strategy
in CD as well. In this study, we aimed to identify correlations between fecal microbiota, serum
tumor necrosis factor alpha (TNF-α) and fecal short-chain fatty acids (SCFAs) in healthy children
and children with CD after administration of probiotic Bifidobacterium breve BR03 and B632.

METHODS:
A double-blind placebo-controlled study enrolled 40 children with CD (CD) and 16 healthy children
(HC). CD children were randomly allocated into two groups, of which 20 belonged to the placebo

(PL) group and 20 to the Probiotic (PR) group. The PR group received a probiotic formulation
containing a mixture of 2 strains, B. breve BR03 (DSM 16604) and B. breve B632 (DSM 24706) in
1:1 ratio for 3 months. Subsequently, for statistical analysis, blood and fecal samples from CD
children (on enrolment - T0 and after 3 months, at the end of intervention with probiotic/placebo T1) and HC children were used. The HC group was sampled only once (T0).

RESULTS:
Verrucomicrobia, Parcubacteria and some yet unknown phyla of Bacteria and Archaea may be
involved in the disease, indicated by a strong correlation to TNF-α. Likewise, Proteobacteria
strongly correlated with fecal SCFAs concentration. The effect of probiotic administration has
disclosed a negative correlation between Verrucomicrobia, some unknown phyla of Bacteria,
Synergistetes, Euryarchaeota and some SCFAs, turning them into an important target in
microbiome restoration process. Synergistetes and Euryarchaeota may have a role in the antiinflammatory process in healthy human gut.

CONCLUSIONS:
Our results highlight new phyla, which may have an important relation to disease-related
parameters, CD itself and health.
Copyright © 2018 Elsevier Ltd and European Society for Clinical Nutrition and Metabolism. All
rights reserved.
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Abstract

GOALS:
To validate cut-off values of CD3 T-cell receptor gamma-delta chain (TCRγδ) intraepithelial
lymphocyte (IEL) in the (differential) diagnosis of celiac disease (CD).

BACKGROUND:
CD is characterized by an increase in gamma-delta IEL (CD3TCRγδ IEL).

STUDY:
Percentages were determined by flow cytometric analysis of IELs from small bowel biopsies in 213
CD and 13 potential CD (PCD) patients and in total 112 controls. A cut-off value for percentages of
CD3TCRγδ IEL to differentiate active CD and controls was obtained from a receiver operating
characteristic curve and implemented in controls and PCD patients.

RESULTS:
Percentage of CD3TCRγδ IEL was significantly increased in the majority of CD patients, irrespective
of the presence of villous atrophy. A cut-off value of 14% for CD3TCRγδ IEL resulted in 66.3%
sensitivity and 96.6% specificity for CD diagnosis (area under the curve, 88.6%).

CONCLUSIONS:
A percentage of ≥14% CD3TCRγδ IEL has a high specificity for CD diagnosis and can be of diagnostic
help in cases where diagnosis is not straightforward.
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Abstract
OBJECTIVE:
The concept of neonatal programming has begun to emerge as an important component of adult
health. Scarce data exist regarding perinatal risk factors for long-term gastrointestinal (GI)
morbidity of the offspring. We aimed to evaluate the association between birthweight (BW) at
term and long-term pediatric GI morbidity.

STUDY DESIGN:
A population-based cohort analysis was performed, comparing the risk of long-term GI morbidity
(up to the age of 18 years) in children delivered at term according to their BW. The study included
all term deliveries occurring between 1991 and 2014 at a single regional tertiary medical center.
Multiple gestations and fetuses with congenital malformations were excluded. BW was subdivided
into: small for gestational age (small for gestational age (SGA) - BW ≤ 5th centile), appropriate for
gestational age (AGA -5th centile < BW < 95th centile), and large for gestational age (LGA - BW
≥95th centile). Hospitalizations up to the age of 18 years involving GI morbidity were evaluated,
using a predefined set of ICD-9 codes, as recorded in the hospital files. A Kaplan-Meier survival
curve was used to compare cumulative GI morbidity incidence. A Cox proportional hazards model
was constructed to control for confounders.

RESULTS:

During the study period, 225,600 term singleton deliveries met the inclusion criteria. Of them,
4.6% (n = 10,415) were SGA and 4.3% (n = 9796) were LGA. During the 18-years follow-up period,
11,791 (5.2%) children were hospitalized with GI morbidity. Hospitalizations were significantly
more common in the SGA group, as compared with the AGA and LGA groups (6.6 versus 5.2 versus
4.5%, respectively, p < .001) Specifically, inflammatory bowel disease, celiac, hernia, hepatitis, and
cholecystitis, were more common in the SGA group. The Kaplan-Meier survival curve demonstrated
a significantly higher cumulative incidence of gastrointestinal morbidity in the SGA group (log rank
p < .001). In the Cox proportional hazards model, controlled for relevant clinical confounders, SGA
BW was found to be an independent risk factor for long-term GI morbidity (adjusted HR = 1.23,
95%CI 1.14-1.33, p < .001).

CONCLUSIONS:
SGA offspring are at an increased and independent risk for long-term pediatric GI morbidity.
PMID: 29157049 [Indexed for MEDLINE]
Similar articles

