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Abstract
To explore breadmaking characteristic of germinated wheat flour, current study focused on the
componential evolution throughout steamed bread making process. Hypoxia-germinated wheat
(HGW) dough produced the maximum GABA due to high glutamic acid decarboxylase activity during
fermentation compared with normoxia-germinated wheat (NGW) and sound wheat (SW). HGW was
superior to NGW in terms of rheological properties, and restored the organoleptic characteristics as
SW bread. Blocking of α-amylase activity and protein polymerization demonstrated that the decline
in pasting and gelation properties was not caused by changes in intrinsic starch and protein
properties. Polymerization of α- and γ-gliadin to glutenin was facilitated in germinated-wheat bread,
while the crosslinking degree of glutenin-gliadin was suppressed. Compared with NGW bread, more
high molecular weight glutenin subunits but less α-gliadin fractions polymerized upon steaming of
HGW dough. Results demonstrate that HGW has the great potential to be exploited as a nutritious
functional ingredient for wheat-based food.
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Abstract
Physical, textural, and sensory characteristics of the gluten-free muffins made of mungbean and
cowpea flours enriched with waxy rice flour were investigated. Amylose content and pasting viscosity
of legume-waxy rice flour blend (1:1) were lower than that of wheat flour. The number and area of
gas cells of muffin containing legume flour was lower than that of control muffin with wheat flour.
Legume-based muffins had low lightness value due to the presence of color components. Weight of
the muffins containing legume was higher than that of control muffin, but their height and volume
were lower than control. Legume-based muffins had greater crude ash and protein contents than
control. Compared with control, muffin containing legume flour had significantly higher hardness and
gumminess. In sensory evaluation, overall acceptance of muffin containing Okdang cultivar of
cowpea was the highest among legume-based muffins, which was comparable to control muffin.
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Abstract
The main goal of this paper was to design a synbiotic yogurt containing Bifidobacterium infantis and
Gluten Friendly FlourTM; the proposed approach relies upon milk fermentation through the classical
starter of yogurt (Lactobacillus delbrueckii subsp. bulgaricus and Streptococcus thermophilus) to avoid
a strong production of acetic acid by bifidobacterial and inoculum of B. infantis after the
fermentation. The research was divided in 3 steps. The aim of the first step was the optimization of
fermentation kinetic by L. delbureckii and S. thermophilus, by combining the amount of flour (either
Gluten Friendly Flour-GF- or Control Flour-CF) in milk, temperature and inoculum level; the factors
were combined through a mixture design. As a result of this step, the best combination was pointed
out: flour at 2.5 g/l; L. delbrueckii subsp. bulgaricus at 6 log cfu/ml; temperature at 37-40°C. The goal
of the second step was to study the effect of flour (2.5 g/l) on the viability of B. infantis. GF prolonged
the viability of the probiotic for 14 days. In the last step, a synbiotic yogurt, supplemented with GF
and fermented with L. delbureckii and S. thermophilus, and then inoculated with B. infantis, was
produced. The product was stored at 8 and 15°C. A positive effect of GF was found at 15°C, with B.
infantis at 7.0 log cfu/g in GF sample and 5.5.5.7 log cfu/g in CF sample.
PMCID: PMC6381071
PMID: 30814988
Similar articles
4. Nutrients. 2019 Feb 26;11(3). pii: E487. doi: 10.3390/nu11030487.

Gluten Free Wheat: Are We There?
García-Molina MD1,2, Giménez MJ3, Sánchez-León S4, Barro F5.
Author information:
1. Department of Plant Breeding, Institute for Sustainable Agriculture (IAS-CSIC), 14004 Córdoba,
Spain. lolagmolina@hotmail.com.
2. DAFNE Department, University of Tuscia, 01100 Viterbo, Italy. lolagmolina@hotmail.com.
3. Department of Plant Breeding, Institute for Sustainable Agriculture (IAS-CSIC), 14004 Córdoba,
Spain. mjga06@ias.csic.es.
4. Department of Plant Breeding, Institute for Sustainable Agriculture (IAS-CSIC), 14004 Córdoba,
Spain. ssanchez@ias.csic.es.
5. Department of Plant Breeding, Institute for Sustainable Agriculture (IAS-CSIC), 14004 Córdoba,
Spain. fbarro@ias.csic.es.

Abstract
Gluten proteins, major determinants of the bread-making quality of wheat, are related to several
digestive disorders. Advances in plant genetic breeding have allowed the production of wheat lines
with very low gliadin content through the use of RNAi and gene editing technologies. In this review,
we carried out a comprehensive study of the application of these cutting-edge technologies towards

the development of wheat lines devoid of immunogenic gluten, and their genetic, nutritional and
clinical characterization. One line, named E82, showed outstanding nutritional properties, with very
low immunogenic gluten and a low stimulation capacity of T-cells from celiac patients. Moreover, a
clinical trial with non-celiac wheat sensitivity (NCWS) patients showed that the consumption of bread
made with this E82 low gliadin line induced positive changes in the gut microbiota composition.
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Abstract
The objective of the present study was to analyse the influence of particle size distribution of maize
flour in the formulation of gluten-free cookies. Different cookie formulations were made with three
distinct maize flour fractions obtained by sieving (less than 80 µm; between 80 and 180 µm; greater
than 180 µm). Cookies dimension, texture and colour were evaluated. Flour hydration properties and
cookie dough rheology were also measured. Overall, an increase in maize flour particle size decreases
the values of water holding capacity (WHC), swelling volume and G' (elastic modulus) for the doughs.
An increase in average particle size also increases diameter and spread factor of the cookies but
decreases their hardness. A higher percentage of thick particles is more effective to reduce cookie
hardness, but a certain percentage of thinner particles is necessary to give cohesion to the dough and
to allow formation of the cookies without breaking. Cookies with a larger diameter also presented a
darker colour after baking.
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Abstract
Gas, bloating, and belching are associated with a variety of conditions but are most commonly caused
by functional gastrointestinal disorders. These disorders are characterized by disordered motility and
visceral hypersensitivity that are often worsened by psychological distress. An organized approach to
the evaluation of symptoms fosters trusting therapeutic relationships. Patients can be reliably
diagnosed without exhaustive testing and can be classified as having gastric bloating, small bowel
bloating, bloating with constipation, or belching disorders. Functional dyspepsia, irritable bowel
syndrome, and chronic idiopathic constipation are the most common causes of these disorders. For
presumed functional dyspepsia, noninvasive testing for Helicobacter pylori and eradication of
confirmed infection (i.e., test and treat) are more cost-effective than endoscopy. Patients with
symptoms of irritable bowel syndrome should be tested for celiac disease. Patients with chronic
constipation should have a rectal examination to evaluate for dyssynergic defecation. Empiric therapy
is a reasonable initial approach to functional gastrointestinal disorders, including acid suppression
with proton pump inhibitors for functional dyspepsia, antispasmodics for irritable bowel syndrome,
and osmotic laxatives and increased fiber for chronic idiopathic constipation. Nonceliac sensitivities
to gluten and other food components are increasingly recognized, but highly restrictive exclusion
diets have insufficient evidence to support their routine use except in confirmed celiac disease.
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Abstract
Polygenic Risk Scores (PRS) consist in combining genotype information across many single-nucleotide
polymorphisms (SNPs) in 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 high-genetic 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 hyper-parameters. 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 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.
Copyright © 2019, Genetics.
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Abstract
Background: It is important to analyze the presence of wheat/gluten in food to avoid wheat allergy or
celiac disease. Objective: The Wheat/Gluten ELISA kit was developed to measure total wheat protein
or gluten content in wheat, barley, and rye cereals as raw materials, and processed foods. Validation

as to whether this kit is suitable for quantifying total wheat protein/gluten was carried out. Methods:
The Wheat/Gluten ELISA kit was designed as a sandwich ELISA based on antigliadin polyclonal
antibody. Selectivity, interference study, matrix study including incurred food, robustness, stability,
and lot-to-lot consistency studies were conducted for the Wheat/Gluten ELISA kit. Incurred matrix
studies were also conducted in an independent laboratory. Results: The analysis of 38 different
substances revealed no cross-reactivity above the LOQ except for oats. Recoveries of the spiked
samples were mostly in the range of 75-140%, including an independent laboratory result. The LOD of
the ELISA was found to be 0.02-0.16 mg/kg. Robustness testing proved that extraction time and
incubation time of first reaction and enzyme reaction had no significant influence on quantified value.
The stability at 2-8°C was found to exceed 12 months. Good lot-to-lot consistency was observed.
Conclusions: The Wheat/Gluten ELISA kit showed good analytical performance in the quantitative
analysis of total wheat protein/gluten in the identified food products using the AOAC Performance
Tested Method(s)SM program. Highlights: The Wheat/Gluten ELISA kit was validated and showed good
analytical performance in the quantitative analysis of total wheat protein/gluten in food.
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Abstract
AIM:

The objective of this study was to explore the prevalence of various autoimmune diseases (AIDs) in a
large cohort of patients and to characterize the autoantibody profile in the patients with and without
AIDs to confirm the diagnosis and to refine the Moroccan databases.

PATIENTS AND METHOD:
Retrospective study was conducted in the Laboratory of autoimmunity National Institute of Hygiene
(NIH) of Rabat in Morocco. A total of 3182 consecutive Moroccan patients (2183 females and 999
males) whose sera were tested for 14 autoantibody profile between 2010 and 2016.

RESULTS:
Only 944 (29.7%) patients were diagnosed with AIDs of those suspected. The prevalence of systemic
lupus erythematosus (SLE), intestinal malabsorption (IM) and arthritis polyarthralgia (AP) were the
highest (4.2, 4.1 and 4 %), subsequently followed by rheumatoid arthritis (RA) (2.8%), cholestatic
syndrome (CS) (1.8%), interstitial lung disease (ILD) (1.6%).In females IM, AP and SLE also showed the
highest prevalence (5.4%, 5.3% and 4.9% respectively), while of male, SLE showed the highest
prevalence (1.9%). The prevalence of ANA was increased in most patients with systemic especially in
neuropathy (NP), hemolytic anemia (HA), primary Sjogren's syndrome (pSS), dermatomyositis (DM),
thrombocytopenia (Tb), systemic sclerosis (SSc), ANCA-associated vasculitis (AAV), AP, Renal
impairment(RI), SLE, and mixed connective tissue disease (MCDT). Anti-dsDNA antibodies were higher
in SLE and ENA showed the highest titers in MCDT. Others are relatively specific for certain disease,
such as anti β2GP1 for thrombosis syndrome, anti ANCA for primary sclerosing cholangitis (PSC), AAV,
ILD and RI , anti CCP2 for RA, ILD and AP. the prevalence of anti AMA was higher in primary biliary
cirrhosis (PBC), followed in CS, also, ANA have been identified in up to 25% of patients with primary
biliary cirrhosis. The prevalence of anti-SMA was higher in PBC, treated patients for Chronic hepatitis
C (HCV) , and autoimmune hepatitis (AIH) and anti-PCA was higher in biermer anemia patients with
vitamin B12 deficiency (BA/Def vit B12). The prevalence of IgA EMA, IgA tTG and IgA AGA were higher
in patients IM and celiac disease (CD). The prevalence of anti thyroperoxidase(TPO) was significately
increased in the autoimmune thyroiditis (AIT).

CONCLUSION:
Our study shows the diagnostic value of auto antibodies in AIDs. It would be interesting to carry out
prospective studies on each pathology separately, in order to fill the classic vagaries of the
retrospective study and objectively estimate the prevalence in different AIDs. These data on the
prevalence of each autoimmune disease are valuable for the public health system.
Copyright © 2019. Published by Elsevier Inc.
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Abstract
PURPOSE OF REVIEW:
The aim of this paper was to overview the current literature in order to establish the available
treatment options for the neurological manifestations of gluten-related disorders (serologically
confirmed gluten sensitivity and coeliac disease).

RECENT FINDINGS:
A range of debilitating neurological manifestations is increasingly being recognized in patients with
gluten sensitivity with and without enteropathy even in the absence of gastrointestinal symptoms.
Ataxia is the commonest neurological manifestation, followed by peripheral neuropathy. Epilepsy,
headache, encephalopathy, various movement disorders, cognitive impairment, and muscle
disorders have also been linked to gluten sensitivity and coeliac disease and are discussed in this
review. Strict gluten-free diet is an effective first-line treatment of the neurological manifestations

of gluten-related disorders. Very few patients will require additional immunosuppressive treatment
usually in the form of mycophenolate.
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Abstract
Celiac Disease (CD) is a multifactorial, autoimmune enteropathy activated by cereal proteins in
genetically predisposed individuals carrying HLA DQ2/8 genes. A heterogenous gene combination of
the cereal prolamins is documented in different wheat genotypes, which is suggestive of their
variable immunogenic potential. In the current study, four wheat varieties (C591, C273, 9D, and
K78) identified via in silico analysis were analyzed for immunogenicity by measuring T-cell
proliferation rate and levels of inflammatory cytokines (Interferon-γ and Tumor Necrosis Factor-α).
Peripheral Blood Mononuclear Cells and biopsy derived T-cell lines isolated from four CD patients in
complete remission and two controls were stimulated and cultured in the presence of tissue
transglutaminase activated pepsin-trypsin (PT) digest of total gliadin extract from test varieties. The
immunogenicity was compared with PBW 621, one of the widely cultivated wheat varieties.
Phytohaemagglutinin-p was taken as positive control, along with unstimulated cells as negative
control. Rate of cell proliferation (0.318, 0.482; 0.369, 0.337), concentration of IFN- γ (107.4, 99.2;
117.9, 99.7 pg/ml), and TNF- α (453.8, 514.2; 463.8, 514.2 pg/ml) was minimum in cultures
supplemented with wheat antigen from C273, when compared with other test varieties and
unstimulated cells. Significant difference in toxicity levels among different wheat genotypes to

stimulate celiac mucosal T-cells and PBMC's was observed; where C273 manifested least
immunogenic response amongst the test varieties analyzed.
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Abstract
The influence of zein protein and Hydroxypropyl Methylcellulose (HPMC) on the texture and volume
of gluten-free bread was investigated. The addition of HPMC to starch affected the dough
viscoelasticity and it improved the bread volume during baking since it acts as an emulsifier. The
addition of zein protein to gluten-free bread increased the crumb firmness and reduced the crust
hardness within the range of concentrations investigated. No zein protein network could be
observed in the bread crumb. The zein protein, cold mixed at low concentration, did not enhance
the dough elasticity. Due to the lack of a protein network non-covalent interactions may stabilize
the bubble structure stabilization within the crumb, rather than covalent links of the protein chain.
With an optimized amount of zein protein and HPMC hydrocolloid, the gluten-free bread showed
similar texture and staling behaviour to that of model wheat bread. The optimized recipe, compiled
into a spreadsheet, is available in the supporting information. The microstructural observations
suggest that zein could be replaced with another protein for this recipe resulting in a similar bread
texture. This article is protected by copyright. All rights reserved.
This article is protected by copyright. All rights reserved.
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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 (ATI), 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 ATI for 1 week were gavaged daily with
Lactobacillus strains that had high or low ATI-degrading capacity. NOD/DQ8 mice were sensitized to
gluten and fed an ATI diet, a gluten-containing diet or a diet with ATI 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, ATI induced an innate immune response by activation of TLR4
signaling to MD2 and CD14, and caused barrier dysfunction in the absence of mucosal damage.
Administration of ATI to gluten-sensitized mice expressing HLA-DQ8 increased intestinal
inflammation in response to gluten in the diet. We found ATI to be degraded by Lactobacillus, which
reduced the inflammatory effects of ATI.

CONCLUSIONS:
ATI 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
OBJECTIVE:
The aim of the study was to determine the effects of the gluten-free diet (GFD) on body mass
indexes (BMIs) in children with celiac disease at University of Chicago before and after 2011, when
processed gluten-free foods became readily available on the market.

METHODS:
We conducted a retrospective chart review of children seen at University of Chicago Celiac Center
from January 2002 to May 2016. BMI was recorded upon GFD initiation in addition to at least 1

other timepoint: 6 months, 1 year, 2 years, 3 years, and 4+ years. We compared the rate of BMI
increase in children who were diagnosed before versus after 2011.

RESULTS:
A total of 147 children (66% girls) with biopsy-confirmed celiac disease were included in the study.
The mean BMI at diagnosis was 17.8 (standard deviation 3.9) for those diagnosed before 2011 and
17.1 (standard deviation 2.7) for those diagnosed after 2011. Based on a mixed-effects randomintercept random-slope regression model, there was no evidence for significant difference in BMI
change over time between the 2 groups (P value = 0.36). BMI values overall were noted to increase
after starting the GFD, even at the first appointment. Serologies were monitored after patients
started the GFD and approached normal values, allowing us to conclude that patients were
adherent to the GFD.

CONCLUSIONS:
Although overall we observed no significant changes in BMI before and after 2011, we did notice
that in adolescent celiac patients there was a trend toward a higher postdiagnosis BMI in the years
after 2011. We speculate that teenagers may be especially vulnerable to choosing quick and easy
processed gluten-free options over more healthy, natural alternatives leading to a rise in their BMIs
after the 2011 surge in production of processed gluten-free foods on the market. Therefore, special
attention must be paid to this population to insure ongoing healthy food choices even after many
years on the GFD.
PMID: 30801395
Similar articles

16. Front Microbiol. 2019 Feb 8;10:164. doi: 10.3389/fmicb.2019.00164. eCollection 2019.

Comparison of Small Gut and Whole Gut
Microbiota of First-Degree Relatives With
Adult Celiac Disease Patients and Controls.
Bodkhe R1, Shetty SA1, Dhotre DP1, Verma AK2, Bhatia K2, Mishra A2, Kaur G3, Pande P1, Bangarusamy
DK4, Santosh BP4, Perumal RC4, Ahuja V2, Shouche YS1, Makharia GK2.
Author information:
1. National Centre for Microbial Resource, National Centre for Cell Science, Pune, India.
2. Department of Gastroenterology and Human Nutrition, All India Institute of Medical Sciences,
New Delhi, India.
3. Department of Transplant Immunology and Immunogenetics, All India Institute of Medical
Sciences, New Delhi, India.
4. AgriGenome Labs Pvt. Ltd., Kerala, India.

Abstract
Recent studies on celiac disease (CeD) have reported alterations in the gut microbiome. Whether
this alteration in the microbial community is the cause or effect of the disease is not well
understood, especially in adult onset of disease. The first-degree relatives (FDRs) of CeD patients
may provide an opportunity to study gut microbiome in pre-disease state as FDRs are genetically
susceptible to CeD. By using 16S rRNA gene sequencing, we observed that ecosystem level diversity
measures were not significantly different between the disease condition (CeD), pre-disease (FDR)
and control subjects. However, differences were observed at the level of amplicon sequence variant
(ASV), suggesting alterations in specific ASVs between pre-disease and diseased condition. Duodenal
biopsies showed higher differences in ASVs compared to fecal samples indicating larger disruption
of the microbiota at the disease site. The duodenal microbiota of FDR was characterized by
significant abundance of ASVs belonging to Parvimonas, Granulicatella, Gemella, Bifidobacterium,
Anaerostipes, and Actinomyces genera. The duodenal microbiota of CeD was characterized by higher
abundance of ASVs from genera Megasphaera and Helicobacter compared to the FDR microbiota.
The CeD and FDR fecal microbiota had reduced abundance of ASVs classified as Akkermansia and
Dorea when compared to control group microbiota. In addition, predicted functional metagenome
showed reduced ability of gluten degradation by CeD fecal microbiota in comparison to FDRs and
controls. The findings of the present study demonstrate differences in ASVs and predicts reduced
ability of CeD fecal microbiota to degrade gluten compared to the FDR fecal microbiota. Further
research is required to investigate the strain level and active functional profiles of FDR and CeD
microbiota to better understand the role of gut microbiome in pathophysiology of CeD.
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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; 0.99-1.02,
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.
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Abstract
OBJECTIVE:
Celiac disease is an immune-mediated disease of the intestine triggered by gluten. Gluten elicits, in
genetically susceptible individuals, cytokine responses that are then transmitted to the
immunocompetent cells. Vegetables and fruit have anti-inflammatory and antioxidant properties
with a protective effect on intestinal epithelium. Kiwifruit is known to have beneficial effects on the
intestinal tissues, and it is the only plant food containing the peptide kissper, with anti-inflammatory
properties. The aim of this study was the evaluation of the kissper effect on the gluten-induced
inflammation in celiac disease.

METHODS:
We used an in vitro model of intestinal culture explant from celiac disease patients and non-celiac
disease patients, cultured for 24 hours with the toxic gliadin peptide P31-43 and kissper
preincubation.

RESULTS:
Our data showed HLA-DR and TG2 reduction in the celiac disease mucosa pretreated with kissper, as
well as a reduction of COX-2 in two patients. No differences we observed for the TGF-b1 and IL-15
levels in supernatants upon kissper pretreatment.

CONCLUSIONS:
The preliminary results suggest that kissper has a potential anti-inflammatory role in celiac disease.
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Abstract
The role of autoantibodies in in vitro fertilization (IVF) has been discussed for almost three decades.
Nonetheless, studies are still scarce and widely controversial. The aim of this study is to provide a
comprehensive systematic review on the possible complications associated to autoantibodies (AA)
impeding the chances of a successful IVF cycle. An Embase, PubMed/Medline and Cochrane Central

Database search was performed on 1 December 2018, from 2006 until that date. From the 598
articles yielded in the search only 44 relevant articles ultimately fulfilled the inclusion criteria and
were qualitatively analyzed. Five subsets of results were identified, namely, thyroid related AA, antiphospholipid antibodies, anti-nuclear antibodies, AA affecting the reproductive system and AA
related to celiac disease. It may be implied that the majority of auto-antibodies exert a statistically
significant effect on miscarriage rates, whereas the effects on clinical pregnancy and live birth rates
differ according to the type of auto-antibodies. While significant research is performed in the field,
the quality of evidence provided is still low. The conduction of well-designed prospective cohort
studies is an absolute necessity in order to define the impact of the different types of
autoantibodies on IVF outcome.
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Abstract
Background:
The relationship between allergy and celiac disease (CD) is not clear.

Objective:
The objective of this article is to investigate the association of CD and CD antibody positivity with
hay fever, asthma and immunoglobulin (Ig)E sensitization in a general adult population.

Methods:
A total of 2297 individuals were screened for CD antibodies and underwent allergy testing. CD
antibody-positive participants were invited to undergo clinical evaluation including biopsies.
Additionally, biobank blood samples from four population-based studies (6423, 973, 1718 and 1101
participants) with data on IgE sensitization to inhalant allergens were screened for CD antibodies.
CD antibody-positive participants were screened for serum IgE against food allergens in three
biobank studies. CD-antibody positivity was defined as IgA or IgG tissue transglutaminase ≥7 U/ml
and/or IgG deamidated gliadin peptide ≥10 U/ml.

Results:
The nine participants (0.4%) diagnosed with CD had significantly higher prevalence of IgE
sensitization to wheat and dust mites. The prevalence of CD antibody positivity was 0.8% (18/2297),
and these participants had a significantly higher prevalence of IgE sensitization to food allergens
(Fx5), egg, dust mites and mugwort. In the biobank studies, the prevalence of CD antibody positivity
was 0.8% to 1.2%. One study showed a positive association between CD antibody positivity and IgE
sensitization for dog, horse and food allergens.

Conclusion:
We found a possible association of CD and IgE sensitization to some food and inhalant allergens in
the Health2006 study. In further studies, however, we could not consistently replicate these
associations.
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Abstract
A 20 year old male with past medical history of Type 1 Diabetes and Hypothyroidism presented to
our hospital with severe hypocalcemia. His calcium was 5.8 mg/dl (normal range 8.6-10.3 mg/dl). He
had been complaining of generalized weakness for weeks. Vital signs were within normal limits.
Physical exam was significant for positive Chvostek sign. Other labs revealed low magnesium, low
potassium, low vitamin D, low albumin, metabolic acidosis and low ferritin. He was started on
supplements. Tissue transglutaminase antibody IgG was elevated. Upper gastrointestinal endoscopy
showed scalloped and blunted duodenal mucosa. Duodenal biopsy showed villous blunting with
intraepithelial lymphocytosis suggestive of celiac disease. He was started on gluten free diet. His
symptoms improved and he was discharged home. Celiac disease can present in fulminant form
with hemodynamic instability and is called celiac crisis. Celiac crisis is usually manifested by severe
gastrointestinal manifestations, hypoproteinemia and metabolic and electrolyte disturbances
requiring hospitalization. It is diagnosed by criteria proposed by Jamma et al. Celiac crisis is a rare
presentation of celiac disease and is associated with high morbidity and mortality. Most of the cases
respond to gluten withdrawal and nutritional suport and few require steroids. Abbreviation: Type 1
DM -Type 1 Diabetes Mellitus.
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Abstract
BACKGROUND:
Duodenal biopsies are commonly obtained during esophagogastroduodenoscopy (EGD) but are very
often histopathologically normal. Therefore, a more strategic method for evaluating the duodenal
mucosa and avoiding unnecessary biopsies is needed.

AIM:
To examine the clinical utility of narrow band imaging (NBI) for evaluating duodenal villous
morphology.

METHODS:
We performed a prospective cohort study of adult patients at Mayo Clinic Rochester from 20132014 who were referred for EGD with duodenal biopsies. A staff endoscopist scored, in real-time,
the NBI-based appearance of duodenal villi into one of three categories (normal, partial villous
atrophy, or complete villous atrophy), captured ≥ 2 representative duodenal NBI images, and
obtained mucosal biopsies therein. Images were then scored by an advanced endoscopist and
gastroenterology fellow, and biopsies (gold standard) by a pathologist, in a masked fashion using the
same three-category classification. Performing endoscopist, advanced endoscopist, and fellow NBI
scores were compared to histopathology to calculate performance characteristics [sensitivity,
specificity, positive and negative, negative predictive value (NPV), and accuracy]. Inter-rater
agreement was assessed with Cohen's kappa.

RESULTS:
112 patients were included. The most common referring indications were dyspepsia (47%), nausea
(23%), and suspected celiac disease (14%). Duodenal histopathology scores were: 84% normal, 11%
partial atrophy, and 5% complete atrophy. Performing endoscopist NBI scores were 79% normal,
14% partial atrophy, and 6% complete atrophy compared to 91%, 5%, and 4% and 70%, 24%, and 6%
for advanced endoscopist and fellow, respectively. NBI performed favorably for all raters, with a
notably high (92%-100%) NPV. NBI score agreement was best between performing endoscopist and
fellow (κ = 0.65).

CONCLUSION:
NBI facilitates accurate, non-invasive evaluation of duodenal villi. Its high NPV renders it especially
useful for foregoing biopsies of histopathologically normal duodenal mucosa.
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Abstract
Gliadin, a component of wheat gluten known to be an important factor in the etiology of celiac
disease, is related to several other diseases through its enhancing effect on intestinal paracellular
permeability. We investigated the significance of gliadin in non-steroidal anti-inflammatory drug
(NSAID)-induced small-intestinal damage in mice. 7-week-old C57BL/6 male mice were divided into
the following groups: standard diet group, in which mice were fed with wheat-containing standard
rodent diet (CE-2); gluten-free diet group, in which mice were fed with gluten-free diet (AIN-76A);
and gliadin-administered group, in which mice fed with gluten-free diet were administered with
gliadin (~250 mg/kg BW). Each group was subdivided into negative, healthy control group and
NSAID-treated group. To some mice fed with gluten-free diet and administered with gliadin,
epidermal growth factor receptor (EGFR) tyrosine kinase inhibitor was administered for clarification
of the significance of EGFR in NSAID-induced small intestinal damage and intestinal permeability. In
mice fed with a gluten-free diet, indomethacin or diclofenac induced very mild mucosal damage in
the small intestine compared with that in mice fed with a wheat-containing standard diet. Gliadin
exacerbated the NSAID-induced small-intestinal damage in mice fed with a gluten-free diet. With
the administration of indomethacin, MPO activity, a marker of neutrophil infiltration into the
mucosa and mRNA expression level of tumor necrosis factor α and interleukin-1β in the small
intestine were higher in the gliadin-administered mice. Gliadin increased the intestinal paracellular
permeability without indomethacin administration (4.3-fold) and further increased the permeability
after indomethacin administration (2.1-fold). Gliadin induced phosphorylation of epidermal growth
factor receptor (EGFR) in small-intestinal tissues, and erlotinib (an EGFR tyrosine kinase inhibitor)
attenuated the indomethacin-induced intestinal damage and permeability exacerbated by gliadin,
accompanied by inhibition of EGFR phosphorylation. These results suggest that gliadin plays an
important role in the induction and exacerbation of NSAID-induced small-intestinal damage, and
that increase in intestinal permeability via the EGFR signalling pathway is involved in its mechanism.
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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, spfspecific CD4+ T cells still secreted IFN-γ, but they also produced significant levels of IL-10 with both
native and transamidated gliadin. Interestingly, this anti-inflammatory activity was restricted to a
specific reverse-phase high-pressure liquid chromatography (RP-HPLC) fraction encompassing αgliadins. 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
Several disorders related to the ingestion of gluten are well recognized despite overlapping clinical
presentations: celiac disease, an autoimmune enteropathy triggered by gluten ingestions in
susceptible individuals, allergy to wheat, and more recently non-celiac gluten sensitivity (NCGS).
While celiac disease and wheat allergy are well-known disorders with a clear-cut diagnosis based on
clinical tests and biological parameters, NCGS is a more difficult diagnosis, especially in children with
functional gastrointestinal (GI) complaints. NCGS is considered a syndrome of intestinal but also
extraintestinal symptoms occurring within hours, but sometimes even after several days of gluten
ingestion. In children, the leading symptoms of NCGS are abdominal pain and diarrhea, while
extraintestinal symptoms are rare, in contrast to adult patients. No precise diagnostic test nor
specific biomarkers exist, except a rather cumbersome three-phase gluten-exposure, gluten-free
diet, followed by a blinded placebo-controlled gluten challenge with crossover to provoke
symptoms elicited by gluten in a reproducible manner that disappear on gluten-free alimentation.
Recent data indicate that the peptide part of wheat proteins is not necessarily the sole trigger of
clinical symptoms. Mono- or oligosaccharides, such as fructan and other constituents of wheat,
were able to provoke GI symptoms in clinical trials. These new findings indicate that the term gluten
sensitivity is probably too restrictive. The incidence of NCGS was reported in the range of 1-10% in
the general population and to increase steadily; however, most data are based on patients' selfreported gluten intolerance or avoidance without a medically confirmed diagnosis. Treatment
consists of gluten avoidance for at least several weeks or months. Patients with NCGS require

regular reassessment for gluten tolerance allowing with time the reintroduction of increasing
amounts of gluten.
© 2019 S. Karger AG, Basel.
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Abstract
AIM:
People with type 1 diabetes and celiac disease (T1D&CD) have high blood glucose variability.
Processed gluten-free foods have shown to induce a worse metabolic profile whereas naturally
gluten-free foods may represent healthier options. On the other hand, dietary fibre has shown to
reduce postprandial glycemic excursions in individuals with diabetes. Thus, we evaluated the acute
effect of fibre-enriched buckwheat (FBP) and corn pasta (CP) on postprandial blood glucose
response (PP-BGR).

METHODS:

Ten adult patients with T1D&CD consumed two meals with the same amount of carbohydrate while
differing only for pasta type (FBP or CP) preceded by the same insulin bolus. Participants utilized
continuous glucose monitoring (CGM) and data over 6 h after meal were analyzed.

RESULTS:
PP-BGR differed between the two meals, being significantly lower in the first period (0-3 h) after the
CP than the FBP meal (iAUC: -38 ± 158 vs. 305 ± 209 mmol/L · 180 min, p = 0.040), whereas
significantly higher in the second period (3-6 h) after the CP than the FBP meal (iAUC: 432 ± 153 vs.
308 ± 252 mmol/L · 180 min, p = 0.030). Overall, a less variable postprandial profile was observed
after FBP than CP consumption.

CONCLUSIONS:
In individuals with T1D&CD, the acute consumption of FBP induces significant differences in PP-BGR
compared with CP that may be clinically relevant.
Copyright © 2019. Published by Elsevier B.V.
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Abstract
Rice flour is commonly used as raw material in the preparation of gluten-free bread. However,
compared to wheat bread, its aroma is different and often not accepted by consumers. Aroma
profile analyses of the crumb and crust of freshly baked rice bread indicated a strong rice-like flavor,
but lower intensities of the typical roasty wheat bread odor qualities. By application of aroma
extract dilution analyses (AEDA), the most odor active compounds in both, rice and wheat bread
samples were characterized. In addition, two batches of rice flour were used. In particular, 2aminoacetophenone and 4-vinylphenol reached high flavor dilution (FD) factors in the rice bread
samples, but were not detected in wheat bread. In the rice bread crust 1-octene-3-one, (E)-2nonenal and 4-methylquinazoline reached significantly higher FD factors than in the wheat bread
crust, while those of maltol and 4-vinylguaiacol were significantly lower. In a stored rice flour and in
the corresponding rice bread, lipid degradation products such as hexanal were more intense
compared to fresh rice flour. Finally, five aroma-active compounds, namely 2-butyl-2-heptenal, 2propyl-2-octenal, 4-hydroxy-2-octenoic acid lactone, 4-hydroxy-2-nonenoic acid lactone and 4methylquinazoline were identified for the first time in rice containing products.
PMID: 30779560

Similar articles

29. Int J Immunogenet. 2019 Feb 19. doi: 10.1111/iji.12415. [Epub ahead of print]

HLA-DQ2 homozygosis increases tTGA levels
at diagnosis but does not influence the
clinical phenotype of coeliac disease: A
multicentre study.
Bajor J1, Szakács Z2, Juhász M3, Papp M4, Kocsis D5, Szegedi É6, Földi I4, Farkas N1,7, Hegyi P2,8, Vincze
Á1.
Author information:
1. Division of Gastroenterology, First Department of Medicine, Medical School, University of Pécs,
Pécs, Hungary.
2. Institute for Translational Medicine, Medical School, University of Pécs, Pécs, Hungary.
3. Department of Internal Medicine, St. Margit Hospital, Budapest, Hungary.
4. Department of Internal Medicine, Division of Gastroenterology, Faculty of Medicine, University of
Debrecen, Debrecen, Hungary.
5. Second Department of Internal Medicine, Semmelweis University, Budapest, Hungary.
6. Department of Interventional Gastroenterology, National Institute of Oncology, Budapest,
Hungary.
7. Institute of Bioanalysis, Medical School, University of Pécs, Pécs, Hungary.
8. Hungarian Academy of Sciences, Momentum Gastroenterology Multidisciplinary Research Group,
University of Szeged, Szeged, Hungary.

Abstract
BACKGROUND AND PURPOSE:
Magnitude of gluten-specific T-cell responses in coeliac disease (CD) might be dependent on HLADQ2 gene dose. We aimed to investigate the effects of HLA-DQB1*02 allele dose on clinical
outcomes.

METHODS:
We reviewed the charts of all coeliac patients attending to three Hungarian university clinics after
1997 and included those patients, who (a) were diagnosed with CD, (b) underwent high-resolution
HLA typing and (c) were ≥18 years at the time of data collection. HLA typing was performed to
determine DQB1*02 allele dose. Patients were divided into risk groups by DQB1*02 allele dose, as
follows: high-, intermediate- and low-risk groups corresponded to a double, single and zero doses,

respectively. We used ANOVA and Pearson's chi-squared test to explore association between HLA
risk and clinical variables.

RESULTS:
A total of 727 coeliac patients attended the clinics but only 105 (14.4%) patients were eligible for
inclusion. High, intermediate and low HLA risk patients comprised 35.3%, 52.3% and 12.3% of the
study population, respectively. Double dose of HLA-DQB1*02 was more frequent in patient with
high tTGA level (>10 times the upper limit of normal; p = 0.045). Gene dose was not associated with
younger age at diagnosis (p = 0.549), gender (p = 0.739), more severe diagnostic histology
(p = 0.318), more frequent classical presentation (p = 0.846), anaemia (p = 0.611), metabolic bone
disease (p = 0.374), dermatitis herpetiformis (p = 0.381) and autoimmune diseases (p = 0.837).

CONCLUSIONS:
Our study shows a significant gene dose effect in terms of tTGA level at diagnosis, but no significant
association between HLA-DQB1*02 allele dose and the clinical outcomes in CD.
© 2019 The Authors. International Journal of Immunogenetics Published by John Wiley & Sons Ltd.
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Abstract
Background Coeliac disease affects 1% of the population, but 75% remain undiagnosed. Objective To
conduct a case finding feasibility and efficacy study for the detection of coeliac disease in
community pharmacies. Setting Six community pharmacies across Sheffield, UK. Method A
prospective study was performed using a point of care test, Simtomax® (IgA/IgG-deamidated gliadin
peptide) (C-test) in pharmacies. Pharmacy customers with symptoms suggestive of or risk factors for
coeliac disease were tested with the C-test. Positive individuals were referred for a gastroscopy with

duodenal biopsies alongside conventional serology. People with known coeliac disease, those on a
gluten free diet or those who were investigated for coeliac disease were excluded. Main outcome
measure The case detection rate and the uptake rate of the C-test and gastroscopies. Results Fivehundred participants fulfilled the inclusion criteria and were tested with the C-test (369 females,
73.8%; age range 18-87, median 49). The C-test uptake rate was 63%, and the positive rate was 7.2%
(36/500). Twenty-seven positive participants (75%) underwent further investigations, confirming
three new cases of coeliac disease (0.6%). Conclusion It was feasible to use the C-test as a case
finding tool in pharmacies. There was good uptake for the C-test, although the case detection rate
and the test specificity were low. Based on this, the C-test has a limited role in case finding in a
community pharmacy setting.
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Abstract
Aryl hydrocarbon receptor (AhR), a transcription factor activated by a large number of natural and
synthetic agents, modulates the activity of immune cells in the gut and represents an important link
between the environment and immune-mediated pathologies. In this study, we investigated the
role of AhR in celiac disease (CD), a gluten-driven enteropathy. AhR expression was evaluated in
intestinal biopsies taken from patients with CD and controls by real-time polymerase chain reaction
(PCR), immunohistochemistry and flow cytometry. AhR was also analyzed in ex vivo organ cultures
of duodenal biopsies taken from inactive CD patients incubated in presence or absence of peptictryptic digest of gliadin. IFN-γ, TNF-α, granzyme B, and perforin expression was evaluated in antiCD3/CD28-activated intestinal lamina propria mononuclear cells (LPMC) and intestinal intraepithelial cells (IEL) of active CD patients cultured in the presence or absence of the AhR agonist 6formylindolo(3, 2-b)carbazole (Ficz). Finally, the protective role of AhR was evaluated in a mouse
model of poly I:C-driven small intestine damage. AhR RNA transcripts were reduced in active CD
samples as compared to inactive CD and normal controls. Flow cytometry confirmed such results
and showed a reduction of AhR in both IEL and LPMC of active CD patients. The addition of a peptic-

tryptic digest of gliadin to ex vivo organ cultures of duodenal biopsies taken from inactive CD
patients reduced AhR expression. Treatment of CD IEL and LPMC with Ficz reduced the levels of
inflammatory cytokines, granzyme B and perforin. Mice injected with Ficz were protected against
poly I:C-induced intestinal lesions. Our findings suggest that defective AhR-driven signals could
contribute to amplify pathogenic responses in the gut of CD patients.
PMCID: PMC6369162 Free PMC Article
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Abstract
Microbiome-wide association studies on large population cohorts have highlighted associations
between the gut microbiome and complex traits, including type 2 diabetes (T2D) and obesity1.
However, the causal relationships remain largely unresolved. We leveraged information from 952
normoglycemic individuals for whom genome-wide genotyping, gut metagenomic sequence and
fecal short-chain fatty acid (SCFA) levels were available2, then combined this information with
genome-wide-association summary statistics for 17 metabolic and anthropometric traits. Using
bidirectional Mendelian randomization (MR) analyses to assess causality3, we found that the hostgenetic-driven increase in gut production of the SCFA butyrate was associated with improved insulin
response after an oral glucose-tolerance test (P = 9.8 × 10-5), whereas abnormalities in the
production or absorption of another SCFA, propionate, were causally related to an increased risk of
T2D (P = 0.004). These data provide evidence of a causal effect of the gut microbiome on metabolic
traits and support the use of MR as a means to elucidate causal relationships from microbiome-wide
association findings.
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Abstract
Physiologically-based pharmacokinetic (PBPK) models provide a framework for in vitro-in vivo
extrapolation of metabolic drug clearance. Many of the concepts in PBPK can have consequential
impact on more mechanistic systems pharmacology models. In the gut wall, turnover of enzymes

and enterocytes are typically lumped into one rate constant that describes the time dependent
enzyme activity. This assumption may influence predictability of any sustained and dynamic effects
such as mechanism-based inhibition (MBI), particularly when considering translation from healthy to
gut disease. A novel multi-level systems PBPK model was developed. This model comprised a
'nested enzyme-within enterocyte' (NEWE) turnover model to describe levels of drug-metabolising
enzymes. The ability of the model to predict gut metabolism following MBI and gut disease was
investigated and compared to the conventional modelling approach. For MBI, the default NEWE
model performed comparably to the conventional model. However, when drug-specific spatial
crypt-villous absorption was considered, up to approximately 50% lower impact of MBI was
simulated for substrates highly metabolised by cytochrome P450 (CYP) 3A4, interacting with potent
inhibitors. Further, the model showed potential in predicting the disease effect of gastrointestinal
mucositis and untreated coeliac disease when compared to indirect clinical pharmacokinetic
parameters. Considering the added complexity of the NEWE model, it does not provide an attractive
solution for improving upon MBI predictions in healthy individuals. However, nesting turnover may
enable extrapolation to gut disease-drug interactions. The principle detailed herein may be useful
for modelling drug interactions with cellular targets where turnover is significant enough to affect
this process.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
Cereal grain proteomics can provide valuable information regarding plant growth, nutritional status,
adaptation to environmental stresses, and the role that grain proteins play in health disorders, such
as coeliac disease. In this study liquid chromatography-mass spectrometry was used to compare the
barley proteome after extraction using seven protocols, with and without defatting and protein
precipitation steps that aimed to remove interfering secondary metabolites. Tris-HCl and urea
buffers yielded 1405 and 1483 proteins (~79% overlap) from barley (cv Sloop). Inclusion of a preextraction defatting step yielded 1336 (Tris-HCl) and 1286 (urea) proteins (~74% overlap). Whilst
post-extraction TCA/acetone protein precipitation negatively impacted protein recovery, yielding

673 (Tris-HCl) and 734 (urea) proteins. Alcohol-based extraction yielded a lower number of proteins
(645), but notably this extraction method co-extracted and enriched the gluten and α-amylase
trypsin inhibitors. Based on these preliminary results, proteins were extracted from two selected
cultivars of wheat, rye, barley and oats using three extraction protocols. Bioinformatic analyses of
the identified proteins provide evidence that the choice of extraction buffer enriches different
protein functional classes. The selection of the protein extraction protocol directly influences the
identified cereal grain proteome composition, thus affecting the downstream biological
interpretation of data. SIGNIFICANCE: LC-MS/MS and bioinformatics analysis revealed that both TrisHCl and urea-based extraction yielded a similar suite of proteins from cereal grains with remarkable
(70-80%) overlap. Yet the peptides derived from the proteins differed, rendering these extraction
buffers complementary, in particular resulting in improved protein sequence coverage. The
inclusion of commonly incorporated practices, such as pre-extraction defatting or post-extraction
precipitation steps offered no benefit. The extraction method selected was noted to impact the
downstream functional annotation results and biological interpretation.
Copyright © 2019 Elsevier B.V. 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 200mg/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 proinflammatory 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 (50-6400ug/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 179.3mg GAE/ml and 389.40 ug 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.
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Abstract
SS is a chronic, autoimmune disease of unknown aetiology for which there is no known curative
treatment. Although dryness of the eyes and mouth are the classically described features, patients
often experience drying of other mucosal surfaces and systemic manifestations, including fatigue
and arthralgia. There is an association with other autoimmune diseases, especially thyroid disease,
coeliac disease and primary biliary cholangitis. Systemic features may affect up to 70% and include
inflammatory arthritis, skin involvement, haematological abnormalities, neuropathies, interstitial
lung disease and a 5-10% lifetime risk of B cell lymphoma. Treatment should aim to empower
patients to manage their condition; conserve, replace and stimulate secretions; prevent damage;
and suppress underlying systemic disease activity.
© The Author 2019. Published by Oxford University Press on behalf of the British Society for
Rheumatology. All rights reserved. For Permissions, please email: journals.permissions@oup.com.
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Abstract
Gluten free (GF) products have been reported to be more expensive and less available than their
gluten containing counterparts. We examined the current U.S. cost and availability of GF products
and made comparisons to the marketplace over a decade ago. Cost, determined by price per ounce
and availability of a "market basket" of regular and GF products across four venues and five
geographic regions was compared using a student's t test. GF products were more expensive
(overall 183%), and in all regions and venues (p < 0.001). GF products from mass-market producers
were 139% more expensive than the wheat-based version of the same product. Availability of GF
products was greatest (66%) in the health food and upscale venues. In contrast to the results of the
2006 study, the cost of GF products has declined from 240% to 183% (adjusted for inflation). The
introduction of mass-market production of GF products may have influenced the increase in
availability and overall reduction of cost since 2006. The extent to which the cost of GF products
impacts dietary adherence and quality of life for those on a GFD warrants exploration.
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Abstract
Gluten-free (GF) product labeling is one of the most important determinants of food product
choices by patients with celiac disease, due to the need for following a GF diet. The aim of this study
was to assess the role of front-of-package GF product labeling in pair-matched celiac and non-celiac
women on a GF diet in a choice experiment (CE). In subgroups of celiac (n = 77) and non-celiac pairmatched respondents on a GF diet, but with no gluten-related diseases diagnosed (n = 77), the
influence of front-of package labeling of GF bread on the choice of products was assessed. The
labeling assessed in a CE included for all the products crossed grain logotype and additional
logotypes of European Union (EU) organic production, "dairy-free" product, wheat starch-free
product, quality and vegan product, as well as additional "gluten-free" written information. It was
stated that the frequency of selection of products with "gluten-free" written information did not
differ between subgroups of celiac and non-celiac respondents, as well as in subgroups stratified by
age, body mass index (BMI), place of residence, and economic status. The frequency of selection of
products with "vegan" logotype was higher for non-celiac respondents than for celiac ones (p =
0.0011). The frequency of selection of a product with additional logotypes was influenced by BMI
and place of residence, but not by age and economic status of assessed women.
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Abstract
BACKGROUND:
The long-term outcome of potential celiac disease (CD) is still a debated issue. We aimed to evaluate
the progression of potential CD versus overt CD after 10-years of follow-up in a cohort of children
genetically predisposed to CD.

METHODS:
The CELIPREV study is prospectively following from birth 553 children with CD-predisposing HLA
genes. Children with a diagnosis of potential CD continued to receive a normal diet and repeated
the serological screening for CD every year. An intestinal biopsy was taken in presence of persistent
positive serology.

RESULTS:
Overall, 26 (4.7%) children received a diagnosis of potential CD (50% females, median age 24
months). All children were symptom-free. Twenty-three children continued a gluten-containing diet;
at 10 years from the first biopsy, three children developed overt CD (13%), 19 (83%) became
antibodies negative at 1 year from the first biopsy and remained negative up to 10 years of followup and one subject (4%) had fluctuating antibody course with transiently negative values and
persistently negative biopsy.

CONCLUSIONS:
In children genetically predisposed to CD with a diagnosis of potential CD the risk of progression to
overt CD while on a gluten-containing diet is very low in the long-term.
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Abstract
BACKGROUND AND AIMS:
Experimental data suggest that the HLA-DQ2 gene dose has a strong quantitative effect on clinical
outcomes and severity of celiac disease (CD). We aimed to conduct a meta-analysis with systematic
review to investigate the association between HLA-DQB1*02 gene doses and the characteristics of
CD.

METHODS:
We searched seven medical databases for studies discussing HLA-DQB1 gene dose in CD and various
disease characteristics, such as clinical presentation, histology, age at diagnosis, and comorbidities.
Odds ratios (OR, for categorical variables) and weighted mean differences (for age) were calculated
to compare patients with a double dose of HLA-DQB1*02 versus those with single and zero doses.
Heterogeneity was tested with I2-statistics and explored by study subgroups (children and adults).

RESULTS:
Twenty-four publications were eligible for meta-analysis. Classical CD was more frequent with a
double versus single dose of the HLA-DQB1*02 allele (OR = 1.758, 95%CI: 1.148-2.692, I2 = 0.0%). In
pediatric studies, gene dose effect was more prominent (OR = 2.082, 95%CI: 1.189-3.646, I2 = 0.0%
and OR = 3.139, 95%CI: 1.142-8.630, I2 = 0.0% for the comparisons of double versus single and
double versus zero dose, respectively). Atrophic histology was more prevalent with a double versus
zero dose (OR = 2.626, CI: 1.060-6.505, I2 = 21.3%). We observed no gene dose effect regarding
diarrhea, age at diagnosis, the severity of villous atrophy, and the association with type 1 diabetes
mellitus.

CONCLUSION:
A double dose of HLA-DQB1*02 gene seems to predispose patients to developing classical CD and
villous atrophy. Risk stratification by HLA-DQB1*02 gene dose requires further clarification due to
the limited available evidence.
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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, non-inferiority, 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) vs patients switched to CT-P13 at week 52 (switch group).

PRIMARY OUTCOME:
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, 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 non-inferiority 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. This article is protected by
copyright. All rights reserved.
This article is protected by copyright. All rights reserved.
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Abstract
OBJECTIVE:
To determine whether infection with human enterovirus or adenovirus, both common intestinal
viruses, predicts development of coeliac disease.

DESIGN:
Case-control study nested within Norwegian birth cohort recruited between 2001 and 2007 and
followed to September 2016.

SETTING:
Norwegian population.

PARTICIPANTS:
Children carrying the HLA genotype DR4-DQ8/DR3-DQ2 conferring increased risk of coeliac disease.

EXPOSURES:

Enterovirus and adenovirus detected using real time polymerase chain reaction in monthly stool
samples from age 3 to 36 months.

MAIN OUTCOME MEASURE:
Coeliac disease diagnosed according to standard criteria. Coeliac disease antibodies were tested in
blood samples taken at age 3, 6, 9, and 12 months and then annually. Adjusted odds ratios from
mixed effects logistic regression model were used to assess the relation between viral infections
before development of coeliac disease antibodies and coeliac disease.

RESULTS:
Among 220 children, and after a mean of 9.9 (SD 1.6) years, 25 children were diagnosed as having
coeliac disease after screening and were matched to two controls each. Enterovirus was found in
370 (17%) of 2135 samples and was significantly more frequent in samples collected before
development of coeliac disease antibodies in cases than in controls (adjusted odds ratio 1.49, 95%
confidence interval 1.07 to 2.06; P=0.02). The association was restricted to infections after
introduction of gluten. High quantity samples (>100 000 copies/μL) (adjusted odds ratio 2.11, 1.24
to 3.60; P=0.01) and long lasting infections (>2 months) (2.16, 1.16 to 4.04; P=0.02) gave higher risk
estimates. Both the commonly detected enterovirus species Enterovirus A and Enterovirus B were
significantly associated with coeliac disease. The association was not found for infections during or
after development of coeliac disease antibodies. Adenovirus was not associated with coeliac
disease.

CONCLUSIONS:
In this longitudinal study, a higher frequency of enterovirus, but not adenovirus, during early
childhood was associated with later coeliac disease. The finding adds new information on the role of
viral infections in the aetiology of coeliac disease.
Published by the BMJ Publishing Group Limited. For permission to use (where not already granted
under a licence) please go to http://group.bmj.com/group/rights-licensing/permissions.
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Abstract
Celiac disease (CD) is an immune-mediated gastrointestinal disorder driven by innate and adaptive
immune responses to gluten. Patients with CD are at an increased risk of several neurological
manifestations, frequently peripheral neuropathy and gluten ataxia. A systematic literature review
of the most commonly reported neurological manifestations (neuropathy and ataxia) associated
with CD was performed. MEDLINE, Embase, the Cochrane Library, and conference proceedings were
systematically searched from January 2007 through September 2018. Included studies evaluated
patients with CD with at least one neurological manifestation of interest and reported prevalence,
and/or incidence, and/or clinical outcomes. Sixteen studies were included describing the risk of
gluten neuropathy and/or gluten ataxia in patients with CD. Gluten neuropathy was a neurological
manifestation in CD (up to 39%) in 13 studies. Nine studies reported a lower risk and/or prevalence
of gluten ataxia with a range of 0%⁻6%. Adherence to a gluten-free diet appeared to improve
symptoms of both neuropathy and ataxia. The prevalence of gluten neuropathy and gluten ataxia in
patients with CD varied in reported studies, but the increased risk supports the need for physicians
to consider CD in patients with ataxia and neurological manifestations of unknown etiology.
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Abstract
The gut microbiota performs several essential protective, structural, and metabolic functions for
host health. The maintenance of a beneficial microbiota requires a homeostatic equilibrium within
microbial communities, and between the microorganisms and the host. The gut microbiota
composition may be affected by external factors, among them diet habits may be considered most
important. In some pathological conditions such as irritable bowel syndrome (IBS), celiac disease
(CD), or neurological disorders (ND), specific dietary regimens as low-fermentable, oligo-, di-, monosaccharides and polyols (FODMAPs), ketogenic (KD), and gluten-free (GFD) diets are considered
therapeutic. These kinds of diets are characterized by a reduction or exclusion of a specific nutrient
from the entire dietary pattern. Despite these alimentary regimens showing beneficial effects on
disease symptoms, they can affect microbiota composition, especially if they are protracted for a
long time. To date, only a few studies have reported the effects of these diets on gut microbiota. In
this review, we discuss the effects of low-FODMAPs, KD, and GFD on gut microbiota modulation in
pathological conditions, advancing the possibility of depicting a balanced diet and developing
personalized dietary intervention protocols.
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Abstract
Objective:
There is an increasing incidence of inflammatory bowel disease (IBD). Autoimmune responses
partake in the pathophysiology of IBD, however, its underlying pathways and target antigens are not
yet fully elucidated.

Methods:
Autoantigenic targets in IBD were identified after separation of whole cell proteins isolated from
neutrophils using two dimensional electrophoresis and Matrix Assisted Laser Desorption Ionization Time of Flight Mass Spectrometry (MALDI-TOF-MS) based protein identification of the spots that
displayed Western blotting signals with anti-neutrophil cytoplasmic antibody (ANCA)-positive sera.
The prevalence of IgG, IgA, and secretory IgA (sIgA) to chitinase 3-like protein 1 (CHI3L1) was
analyzed by enzyme-linked immunosorbent assays (ELISAs) using recombinant CHI3L1 in 110
patients with Crohn's disease (CD), 95 with ulcerative colitis (UC), 126 with celiac disease (CeD) and
86 healthy controls (HCs).

Results:
The 18-glycosylhydrolase family member CHI3L1 was identified as a neutrophil autoantigenic target.
CD patients displayed significantly higher levels of IgG to CHI3L1 than patients with UC and CeD (p<
0.0001, respectively). IgA and sIgA to CHI3L1 was significantly higher in CD than in UC, CeD, and HCs
(p< 0.0001, respetively). IgA and sIgA to CHI3L1 demonstrated the highest prevalence in CD (25.5%;
28/110 and 41.8 %; 46/110) compared to HCs (2.3%; 2/86 and 4.7 %; 4/86; p< 0.0001, respectively)
and are associated with a more complicated progression of CD.

Conclusion:
CHI3L1 is a novel neutrophil autoantigenic target in CD. IgA and sIgA to CHI3L1 may serve as novel
markers for CD and may facilitate the serological diagnosis of IBD.
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Abstract
OBJECTIVES:
A correlation between autism spectrum disorders (ASDs) and gastrointestinal (GI) problems, and a
possible link between gluten consumption and ASD have been increasingly reported. Gluten/caseinfree diet (GCFD) is often undertaken, with conflicting results. This study aimed at evaluating the
distribution of human leukocyte antigen (HLA)-DQ2/DQ8 typing among patients with ASD with GI
symptoms, together with its correlation with duodenal histology and response to GCFD.

METHODS:
Between 2002 and 2015 all patients with ASD with GI symptoms referred to our outpatient clinic,
displaying clinical, laboratory, or ultrasound findings suggestive of organic disease, underwent
endoscopy, celiac disease (CD) serum antibodies testing and HLA-DQ2/DQ8 genotyping. Patients
were prescribed a 6-month GCFD, and then clinically reassessed.

RESULTS:
Among 151 enrolled patients, 134 (89%) were negative for CD-specific antibodies; 72 (48%) were
positive for HLA-DQ2/DQ8; and 56 (37%) showed duodenal microscopic inflammation. Clinical
improvement was observed in non-CD patients irrespective of the rigorous or partial adherence to
the diet, being the difference nonstatistically significant. Response to diet was related to the
presence of histological duodenal alterations at baseline (odds ratio 11.323, 95% confidence interval
1.386-92.549 for Marsh 2 pattern), but not to HLA-DQ2/DQ8 positivity (odds ratio 1.120, 95%
confidence interval 0.462-2.716).

CONCLUSIONS:
Our data suggest that children with ASD with GI symptoms have a high prevalence of duodenal
intraepithelial lymphocytic infiltration, which seems to be linked to a mechanism other than
autoimmune response to gluten consumption. Alteration of duodenal histology, but not the HLADQ2/DQ8 status, was associated with clinical response to the diet.
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Abstract
OBJECTIVE:
Capsule endoscopy (CE) is a noninvasive diagnostic tool for the digestive tract. We aim to investigate
the feasibility and safety of newly-developed magnetically controlled capsule endoscopy (MCE) in
children.

METHODS:
A total of 129 children who underwent MCE in Shanghai Children's Hospital were retrospectively
recruited between March 2016 and August 2018. The feasibility, positive findings, and safety of MCE
were evaluated and systematically analyzed.

RESULTS:
Of all those children, 68 were boys, and 61 were girls with a mean age of 9.8 ± 1.9 years (6-14 years).
The MCE procedure was feasible in all children. The mean esophageal transit time was
6.0 ± 4.6 seconds. The mean gastric examination time was 14.4 ± 3.9 minutes, and the average gastric
transit time was 83.9 ± 59.1 minutes. Positive findings were detected in 82 children (82/129, 63.6%),
1 had esophageal lesions, 30 had superficial gastritis, 14 had superficial gastritis with bile reflux, 18
had nodular gastritis, 1 had ulcers and 2 had heterotopic pancreas. There were 5 patients who had
duodenal bulbar ulcers. One had lymphatic follicle, 1 had celiac disease, 1 had blue rubber bleb
nevus syndrome, and 2 polyps were detected in 16 patients who were examined the small bowel.
No serious adverse event was reported during the MCE examination and follow-up, and all subjects
excreted the capsules spontaneously within 2 weeks.

CONCLUSIONS:

We showed that MCE is feasible and safe in children above 6 years. More studies are needed to
further investigate the efficacy of MCE in children.
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Abstract
OBJECTIVES:
Common variable immunodeficiency (CVID) is associated with a spectrum of autoimmune
complications. We studied the prevalence of gastrointestinal (GI) manifestations and infections in
patients with CVID.

METHODS:
Complete clinical data of 132 Finnish patients with CVID (106 probable and 26 possible CVID)
followed up between 2007 and 2016 were collected to a structured database. Data on endoscopies,
histology, and laboratory studies were retrieved from patient files.

RESULTS:
Most common referral indications were diarrhea and/or weight loss (47%-67%). Patients with
probable CVID had higher fecal calprotectin and α1-antitrypsin and lower blood vitamin B12 than

patients with possible CVID. Gastroscopy and colonoscopy were done to 71 (67%) and 63 (59%)
patients with probable CVID, respectively. Endoscopies showed that 15% of them had chronic active
gastritis and 17% atrophic gastritis and 3% had gastric adenocarcinoma. A celiac sprue-like condition
was found in 7 patients (10%), of whom 3 responded to a gluten-free diet. Colonoscopies
demonstrated unspecific colitis (14%), ulcerative colitis (8%), microscopic colitis (10%), and Crohn's
disease (2%). Colonic polyps were noted in 30% of patients, and 3% had lower GI malignancies.
Thirty-five patients with CVID had bacterial or parasitic gastroenteritis; chronic norovirus was
detected in 4 patients with probable CVID. Patients with GI inflammation had higher levels of fecal
calprotectin and blood CD8 T lymphocytes but lower counts of CD19CD27 memory B cells and/or
CD19 B cells. Immunophenotype with low B-cell counts was associated with higher fecal calprotectin
levels.

CONCLUSIONS:
Patients with CVID had a high prevalence of GI manifestations and infections of the GI tract. GI
inflammation was associated with a distinct immunophenotype and elevated fecal
calprotectin.Open Access This article is licensed under a Creative Commons AttributionNonCommercial-NoDerivatives 4.0 International License, which permits any non-commercial use,
sharing, distribution and reproduction in any medium or format, as long as you give appropriate
credit to the original author(s) and the source, and provide a link to the Creative Commons license.
You do not have permission under this license to share adapted material derived from this article or
parts of it. The images or other third party material in this article are included in the article's
Creative Commons license, unless indicated otherwise in a credit line to the material. If material is
not included in the article's Creative Commons license and your intended use is not permitted by
statutory regulation or exceeds the permitted use, you will need to obtain permission directly from
the copyright holder. To view a copy of this license, visit http://crealrvecommons.org/licenses/bync-nd/4.0/.
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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 smallbowel 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:

Celiac crisis (CC), a potentially life-threatening condition, is one of the rare clinical presentations of
celiac disease (CD). Several cases have been documented in the literature, mostly in children.

AIM:
To perform a review of CC cases reported in adult CD patients.

METHODS:
A systematic search of the literature was conducted in two databases, PubMed/MEDLINE and
EMBASE, using the term "celiac crisis" and its variant "coeliac crisis", from January 1970 onwards.
Altogether, 29 articles reporting 42 biopsy-proven cases were found in the search. Here, we
summarized the demographic, clinical characteristics, laboratory and diagnostic work-ups, and
therapeutic management in these patients.

RESULTS:
Among the 42 CD cases, the median age was 50 years (range 23-83), with a 2:1 female to male ratio.
The majority of patients (88.1%) developed CC prior to CD diagnosis, while the remaining were
previously diagnosed CD cases reporting low adherence to a gluten-free diet (GFD). Clinically,
patients presented with severe diarrhea (all cases), weight loss (about two thirds) and, in particular
situations, with neurologic (6 cases) or cardiovascular (1 case) manifestations or bleeding diathesis
(4 cases). One in four patients had a precipitating factor that could have triggered the CC (e.g.
trauma, surgery, infections). Laboratory workup of patients revealed a severe malabsorptive state
with metabolic acidosis, dehydration, hypoalbuminemia and anemia. The evolution of GFD was
favorable in all cases except one, in whom death was reported due to refeeding syndrome.

CONCLUSION:
Celiac crisis is a rare but severe and potentially fatal clinical feature of CD. A high index of suspicion
is needed to recognize this clinical entity and to deliver proper therapy consisting of supportive care
and, subsequently, GFD.
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Abstract
Durum wheat ( Triticum turgidum L. subsp. durum (Desf.) Husn) is a major food source in
Mediterranean countries since it is utilized for the production of pasta, leavened and unleavened
breads, couscous, and other traditional foods. The technological and nutritional properties of durum
wheat semolina depend mainly on the type of gluten proteins and on their amount, which is a
genotype- and environment-dependent trait. Gluten proteins are also responsible for celiac disease
(CD), an autoimmune enteropathy with a prevalence of about 0.7-2% in the human population. At
this purpose, two Italian durum wheat cultivars, Saragolla and Cappelli, currently used for
monovarietal pasta, were chosen to compare (i) the reserve and embryo proteome, (ii) the free and
bound phenolics, antioxidant activity, and amino acid composition, and (iii) the content of
immunogenic peptides produced after a simulated gastrointestinal digestion. The results obtained
from 2 years of field cultivation on average showed a higher amount of gluten proteins, amino acids,
and immunogenic peptides in Cappelli. Saragolla showed a higher abundance in bound phenolics,
antioxidant enzymes, and stress response proteins in line with its higher antioxidant activity.
However, the impact of the year of cultivation, largely depending on varying rainfall regimes
through the wheat growth cycle, was significant for most of the parameters investigated.
Differences in technological and nutritional characteristics observed between the two cultivars are
discussed in relation to the influence of genetic and environmental factors.
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Abstract
Tissue-resident lymphocytes play a key role in immune surveillance, but it remains unclear how
these inherently stable cell populations respond to chronic inflammation. In the setting of celiac
disease (CeD), where exposure to dietary antigen can be controlled, gluten-induced inflammation
triggered a profound depletion of naturally occurring Vγ4+/Vδ1+ intraepithelial lymphocytes (IELs)
with innate cytolytic properties and specificity for the butyrophilin-like (BTNL) molecules
BTNL3/BTNL8. Creation of a new niche with reduced expression of BTNL8 and loss of Vγ4+/Vδ1+ IELs
was accompanied by the expansion of gluten-sensitive, interferon-γ-producing Vδ1+ IELs bearing
T cell receptors (TCRs) with a shared non-germline-encoded motif that failed to recognize
BTNL3/BTNL8. Exclusion of dietary gluten restored BTNL8 expression but was insufficient to
reconstitute the physiological Vγ4+/Vδ1+ subset among TCRγδ+ IELs. Collectively, these data show
that chronic inflammation permanently reconfigures the tissue-resident TCRγδ+ IEL compartment in
CeD. VIDEO ABSTRACT.
Copyright © 2019 Elsevier Inc. All rights reserved.
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Abstract
Celiac disease (CD) is an immune-mediated disorder triggered by the ingestion of gluten in
genetically susceptible individuals. However, only a small proportion of subjects harbouring CDrelated genetic risk develop the disease. Among the environmental factors that may influence CD
risk, pre- and perinatal factors, delivery methods, parental lifestyle, infant feeding practices,
seasonality, dietary factors, drug use, childhood infections and variability in gut microbiota are those
most widely studied regarding the risk to develop CD. Although for many of these external factors
the exact mechanism of action is unknown, most of them are thought to act by disrupting the
intestinal barrier, facilitating contact between potential antigens and the immune system effector
cells. Management of CD is relatively easy in patients with a definite diagnosis and requires a strict,

lifelong, gluten-free diet. Better knowledge of environmental exposures apart from gluten can
facilitate understanding of the pathogenesis of the disorder and the wide heterogeneity of its
clinical spectrum. The purpose of this review is to discuss current knowledge on environmental CD
risk factors, as well as possible interaction between them, on the grounds of the reliable scientific
evidence available.
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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&pm;5.9years and at T1DM onset was
7.9&pm;4.4years. The prevalence of positive serology was 7.7%. Median IgA-tTG levels were
117.7U/mL (interquartile range [IQR] 35.7-131.5U/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&pm;6.5years and, at T1DM onset was 6.3years (4.0-9.9years). 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 9.7years, p=0.1947), gastrointestinal (GI)
manifestations, predominantly abdominal pain and distension, were more prevalent (71.4 versus
38.5%, p=0.027) and higher IgA-tTG titers (128.0 versus 26.3U/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.
This article is protected by copyright. All rights reserved.
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Abstract
Cystic fibrosis (CF) is a disease caused by loss-of-function mutations affecting the CF transmembrane
conductance regulator (CFTR), a chloride channel. Recent evidence indicates that CFTR is inhibited
by a gluten/gliadin-derived peptide (P31-43), causing an acquired state of CFTR inhibition within the
gut that contributes to the pathogenesis of celiac disease (CD). Of note, CFTR inhibition does not
only cause intra- and extracellular ion imbalances but also affects proteostasis by activating
transglutaminase-2 (TGM2) and by disabling autophagy. These three phenomena (CFTR inhibition,
TGM2 activation, and autophagy impairment) engage in multiple self-amplifying circuitries, thus
forming an "infernal trio". The trio hinders enterocytes from returning to homeostasis and instead
locks them in an irreversible pro-inflammatory state that ultimately facilitates T lymphocytemediated immune responses against another gluten/gliadin-derived peptide (P57-68), which,upon
deamidation by activated TGM2, becomes fully antigenic. Hence, the pathogenic protein gliadin
exemplifies a food constituent the exceptional immunogenicity of which arises from a combination
of antigenicity (conferred by deaminated P57-68) and adjuvanticity (conferred by P31-43). CF can be
treated by agents targeting the "infernal trio" including CFTR potentiators, TGM2 inhibitors, and
autophagy enhancers. We speculate that such agents may also be used for CD therapy and indeed
could constitute close-to-etiological treatments of this enteropathy.
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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 by 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 panel and Celiac Disease panel), then for cardiovascular
panel and the micronutrient panel at Vibrant America Clinical Laboratory.

RESULTS:
Subjects with both Wheat Zoomer positivity (WZ+) and celiac disease positivity 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 Wheat Zoomer 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
Over the last years, great efforts have been devoted to develop effective gluten detoxification
strategies with a consequent detrimental alteration of the technological properties as well.
Obtaining low-gluten products without affecting the rheological properties of wheat could still be
considered a new challenge to face. In this investigation, we presented a comprehensive
characterization of durum wheat genotypes aimed at identifying low gluten ones, which combine
the potential lower toxicity/immunogenicity with conserved yield and rheological properties to
encompass the perspective usability for bread or pasta making. A preliminary profiling of gluten
proteins was accomplished by immunoassay-based quantification and liquid chromatography
coupled to UV detection, focusing on the gliadin fraction as main responsible for immunoreactivity
in celiac disease patients. In addition, data on grain protein content, grain yield per spike, dry gluten
and gluten index were collected in order to provide complementary information about productivityrelated traits and quali-quantitative characteristics related to wheat nutritional value and its
technological properties. The whole pool of data was statistically evaluated driving to the selection
of a preferred list of candidate low-toxicity genotypes that were subjected to in-vitro simulated
gastroduodenal digestion and untargeted HR-MS/MS peptide identification. Finally, an in-silico risk
assessment of potential toxicity for celiac disease patients was performed according to the most
recent guidance provided by EFSA.
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Abstract
Analysis of antibody repertoires by high-throughput sequencing is of major importance in
understanding adaptive immune responses. Our knowledge of variations in the genomic loci
encoding immunoglobulin genes is incomplete, resulting in conflicting VDJ gene assignments and
biased genotype and haplotype inference. Haplotypes can be inferred using IGHJ6 heterozygosity,
observed in one third of the people. Here, we propose a robust novel method for determining VDJ
haplotypes by adapting a Bayesian framework. Our method extends haplotype inference to IGHDand IGHV-based analysis, enabling inference of deletions and copy number variations in the entire
population. To test this method, we generated a multi-individual data set of naive B-cell repertoires,
and found allele usage bias, as well as a mosaic, tiled pattern of deleted IGHD and IGHV genes. The
inferred haplotypes may have clinical implications for genetic disease predispositions. Our findings
expand the knowledge that can be extracted from antibody repertoire sequencing data.
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Abstract
BACKGROUND:

Celiac disease (CD) is known as a reason of metabolic osteopathy. Progression of non-invasive
methods such as bone densitometry has shown that an important ratio of CD cases is faced with
impaired bone mass and such cases are prone to bone fractures. Variety of low bone mineral
density in CD is probably because of ignored confounding factors such as age, menopause, and drug.
The aim of our study was to systematically review the osteoporosis and osteopenia incidences
among premenopausal females and males with CD.

METHODS:
This systematic review was done based on preferred reporting items for systematic reviews
(PRISMA) guidelines. PubMed and Scopus and Cochran databases were searched according to the
relevant medical subject headings (MeSH) of CD and bone mineral density until 2018. Prevalence of
osteopenia and osteoporosis were used as effect size for meta-analysis. Cochrane Q (p < 0.05) and I2
index were presented to reveal the heterogeneity.

RESULTS:
54 eligible full text reviews were included and nineteen selected for data extraction. Eleven articles
didn't have our inclusion criteria and had ignored confounding factors like age and menopause, and
we excluded; data extraction was done in eight studies. A total of 563 premenopausal women and
men who were from, UK, Brazil, India, Hungary, and Poland were included. The pooled prevalence of
osteoporosis was 14.4% [95%CI: 9-20.5%] (Cochrane Q = 7.889, p = 0.96, I2 = 49.29%), and
osteopenia was 39.6% [31.1-48.8%] (Cochrane Q = 14.24, p = 0.07, I2 = 71.92%), respectively.

CONCLUSION:
Our findings suggest that bone loss is more prevalent in celiac disease and can be associated with
increased risk of fracture. However, but results are pooled prevalence and we need more case control studies with more sample size and consideration of confounding factors.
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Abstract
OBJECTIVE:

Recent studies have demonstrated that angiogenesis is impaired in patients with celiac disease (CD).
In this study, we evaluated the levels of the novel anti-angiogenic factor pigment epithelium-derived
factor (PEDF) in CD patients.

METHODS:
84 patients were included in the study; 71 patients with celiac disease and 13 healthy controls. In
the CD patient cohort, there were 21 newly diagnosed patients, 19 with adherence to a gluten-free
diet and 31 practiced no adherence to this diet. The PEDF levels were measured using enzymelinked immunosorbent assays.

RESULTS:
The data revealed that celiac patients had higher levels of PEDF than did healthy controls. PEDF
levels were not significantly different among the three CD groups. Additionally, the PEDF levels were
not correlated with tissue transglutaminase IgA or IgG.

CONCLUSIONS:
Our data indicate that PEDF levels are significantly higher in CD patients than those in the healthy
controls. This result suggests that PEDF negatively affects angiogenesis in CD. Although we did not
observe any differences of PEDF levels among celiac patients, additional studies including more
patients could clarify this issue. <br>.
©2019The Author(s). Published by S. Karger AG, Basel.
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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
Hard wheat flour doughs were prepared with five different levels of sodium chloride, and
rheological properties were characterized. Zeta potential, disulfide-sulfhydryl groups, surface
hydrophobicity, secondary structure, and extractable gliadin and glutenin of gluten were analyzed to
elucidate gluten structure changes induced by salt. Addition of higher levels of salt (2.0 and 2.4%,
fwb) in doughs resulted in larger storage and loss modulus, and elongational viscosity. Starch
gelatinization temperatures increased with higher amounts of salt. The presence of salt decreased
the free sulfhydryl content but increased the β-sheet structure of gluten. RP-HPLC indicated that salt
enhanced the macromolecular aggregation of gluten proteins. The changes in gluten molecular
conformation and network structure induced by salt significantly contributed to the improved
physicochemical properties of dough. This study provides a better understanding of salt
functionality in hard wheat flour dough and a valuable guide in searching for salt alternatives for
bakery products.
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Abstract
Celiac disease, characterized by autoimmune reactions to dietary gluten, affects up to 3 million in
the US and approximately 0.5%-1% globally. A strict, lifelong gluten-free diet is the only treatment.
An economic, simple, accurate, rapid and portable gluten testing device would enable glutensensitive individuals to safeguard their food safety. We developed a novel solution, Nima™, a gluten
sensor that integrates food processing, gluten detection, result interpretation and data transmission

in a portable device, detecting gluten proteins at or below the accepted 20 ppm threshold. We
developed specific monoclonal antibodies, an optimized lateral flow immunoassay strip, and onestep aqueous extraction. Compared with reference R5, NimaTM antibodies (13F6 and 14G11) had 35and 6.6-fold higher gliadin affinities, respectively. We demonstrated device performance using a
comprehensive list of foods, assessing detection sensitivity, reproducibility, and cross-reactivity.
Nima™ presented a 99.0% true positive rate, with a 95% confidence interval of 97.8%-100%.
Copyright © 2018 The Author(s). Published by Elsevier Ltd.. All rights reserved.
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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 αamylase 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.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Links between gut microbes and depression strengthened. [Nature. 2019]

Abstract
The relationship between gut microbial metabolism and mental health is one of the most intriguing
and controversial topics in microbiome research. Bidirectional microbiota-gut-brain communication
has mostly been explored in animal models, with human research lagging behind. Large-scale
metagenomics studies could facilitate the translational process, but their interpretation is hampered
by a lack of dedicated reference databases and tools to study the microbial neuroactive potential.
Surveying a large microbiome population cohort (Flemish Gut Flora Project, n = 1,054) with
validation in independent data sets (ntotal = 1,070), we studied how microbiome features correlate
with host quality of life and depression. Butyrate-producing Faecalibacterium and Coprococcus
bacteria were consistently associated with higher quality of life indicators. Together with Dialister,
Coprococcus spp. were also depleted in depression, even after correcting for the confounding
effects of antidepressants. Using a module-based analytical framework, we assembled a catalogue
of neuroactive potential of sequenced gut prokaryotes. Gut-brain module analysis of faecal
metagenomes identified the microbial synthesis potential of the dopamine metabolite 3,4dihydroxyphenylacetic acid as correlating positively with mental quality of life and indicated a
potential role of microbial γ-aminobutyric acid production in depression. Our results provide
population-scale evidence for microbiome links to mental health, while emphasizing confounder
importance.
PMID: 30718848
Similar articles

71. Sci Rep. 2019 Feb 4;9(1):1298. doi: 10.1038/s41598-018-37746-6.

The methylome of the celiac intestinal
epithelium harbours genotype-independent
alterations in the HLA region.
Fernandez-Jimenez N1,2, Garcia-Etxebarria K2,3, Plaza-Izurieta L2, Romero-Garmendia I2, JauregiMiguel A2, Legarda M4, Ecsedi S1,5, Castellanos-Rubio A2,6, Cahais V1, Cuenin C1, Degli Esposti D1,7,
Irastorza I4, Hernandez-Vargas H1,8, Herceg Z1, Bilbao JR9,10.
Author information:
1. Epigenetics Group, International Agency for Research on Cancer (IARC), 69372 Lyon CEDEX 08,
Lyon, France.
2. Department of Genetics, Physical Anthropology and Animal Physiology, University of the Basque
Country (UPV/EHU), Biocruces-Bizkaia Health Research Institute, Leioa, Basque Country, 48940,
Spain.
3. Department of Gastrointestinal and Liver Diseases, Biodonostia Health Research Institute,
Donostia, Basque Country, Spain.
4. Pediatric Gastroenterology Unit, Cruces University Hospital, Barakaldo, Basque Country, 48903,
Spain.
5. Universite Côte d'Azur, INSERM, CNRS, iBV, Nice, France.
6. Spanish Biomedical Research Center in Diabetes and associated Metabolic Disorders (CIBERDEM),

Madrid, Spain.
7. Irstea - Laboratoire d'écotoxicologie, UR "Milieux aquatiques, écologie et pollutions",
Villeurbanne, France.
8. Department of Immunology, Virology and Inflammation; TGF beta and Immune Evasion Group;
Cancer Research Center of Lyon; INSERM, CNRS, Centre Léon Bérard Hospital, Lyon, France.
9. Department of Genetics, Physical Anthropology and Animal Physiology, University of the Basque
Country (UPV/EHU), Biocruces-Bizkaia Health Research Institute, Leioa, Basque Country, 48940,
Spain. joseramon.bilbao@ehu.eus.
10. Spanish Biomedical Research Center in Diabetes and associated Metabolic Disorders
(CIBERDEM), Madrid, Spain. joseramon.bilbao@ehu.eus.

Abstract
The Human Leucocyte Antigen (HLA) locus and other DNA sequence variants identified in GenomeWide Association (GWA) studies explain around 50% of the heritability of celiac disease (CD).
However, the pathogenesis of CD could be driven by other layers of genomic information
independent from sequence variation, such as DNA methylation, and it is possible that allele-specific
methylation explains part of the SNP associations. Since the DNA methylation landscape is expected
to be different among cell types, we analyzed the methylome of the epithelial and immune cell
populations of duodenal biopsies in CD patients and controls separately. We found a cell typespecific methylation signature that includes genes mapping to the HLA region, namely TAP1 and
HLA-B. We also performed Immunochip SNP genotyping of the same samples and interrogated the
expression of some of the affected genes. Our analysis revealed that the epithelial methylome is
characterized by the loss of CpG island (CGI) boundaries, often associated to altered gene
expression, and by the increased variability of the methylation across the samples. The overlap
between differentially methylated positions (DMPs) and CD-associated SNPs or variants contributing
to methylation quantitative trait loci (mQTLs) is minimal. In contrast, there is a notable enrichment
of mQTLs among the most significant CD-associated SNPs. Our results support the notion that DNA
methylation alterations constitute a genotype-independent event and confirm its role in the HLA
region (apart from the well-known, DQ allele-specific effect). Finally, we find that a fraction of the
CD-associated variants could exert its phenotypic effect through DNA methylation.
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Abstract
Celiac disease patients may suffer from a number of extra-intestinal diseases related to long-term
gluten ingestion. The diagnosis of celiac disease is based on the presence of a manifest small
intestinal mucosal lesion. Individuals with a normal biopsy but an increased risk of developing celiac
disease are referred to as potential celiac disease patients. However, these patients are not treated.
This review highlights that patients with normal biopsies may suffer from the same extra-intestinal
gluten-induced complications before the disease manifests at the intestinal level. We discuss
diagnostic markers revealing true potential celiac disease. The evidence-based medical literature
shows that these potential patients, who are "excluded" for celiac disease would in fact benefit from
gluten-free diets. The question is why wait for an end-stage disease to occur when it can be
prevented? We utilize research on dermatitis herpetiformis, which is a model disease in which a
gluten-induced entity erupts in the skin irrespective of the state of the small intestinal mucosal
morphology. Furthermore, gluten ataxia can be categorized as its own entity. The other extraintestinal manifestations occurring in celiac disease are also found at the latent disease stage.
Consequently, patients with celiac traits should be identified and treated.
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Abstract
Gradientless baking by means of ohmic heating was used for the first time in gluten-free (GF) bread
making. Combination thereof with in-line measurements of batter height, viscosity and carbon
dioxide (CO2) release proved to be powerful for studying structure formation in GF breads. GF
breads studied here were based on (i) a mixture of potato and cassava starches and egg white
powder (C/P-S+EW), (ii) rice flour (RF) or (iii) a mixture of RF and egg white powder (RF+EW). The
work revealed that bread volume and crumb structure rely heavily on the balance between the
moment of CO2 release from batter during baking and that of crumb setting. At the moment of CO2
release, C/P-S+EW bread crumb had already (partly) set, while this was not the case for RF bread
crumb, resulting in a collapse and thus low volume of the latter. When a part of RF was replaced by
egg white powder, the moment of CO2 release was postponed and the batter collapse was less
pronounced, leading to a higher volume and a finer crumb. The presence of egg white proteins in
C/P-S+EW or RF+EW batters improved gas cell stabilization. Thus, increasing batter stability or
altering the moment of crumb setting results in GF breads with higher volume and a finer crumb
structure.
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Abstract
Bread wheat (Triticum aestivum L.) is one of the important cereals for human life. As people pursue
higher quality of life, the requirements of improving the quality of wheat flour also increase

accordingly. Global warming exhibits asymmetrically, that is, the warming rate during the night is
significantly greater than that during the day. However, the effect of moderate warming on the
quality formation of wheat is still unclear. In this study, night warming treatment was carried out at
the grain filling stage to clarify the effects of night warming on the accumulation of UPP%
(percentage of SDS-unextractable polymeric protein) and micro-structure of wheat gluten, with a
strong gluten wheat cultivar Xinong979 and a plain gluten wheat cultivar Tam107 as materials.
Results showed that night warming treatment significantly increased the protein content in the
grains of the two varieties, accelerated the accumulation rate of UPP%, made the micro-structure of
wheat dough more compact and dense and increased the flour processing quality. Quantitative
analysis of protein networks showed night warming increased junction density, total protein length
and lacunarity of micro-structure of dough in both varieties. Night warming treatment in this study
helped the two varieties demonstrate better quality traits in both wheat grain and dough.
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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 design and development of gluten-free foods requires a comprehensive understanding of the
behavior of the raw materials to attain the same cooking and nutritional quality as gluten-based
food. The objective of this study was to determine the optimal hot-air drying conditions for
elaboration of cassava flour to be used in a gluten-free pasta formulation. The results showed that
the operational conditions to minimize the hot-air drying time (57 min) to produce cassava flour
with higher water holding capacity was 57 ℃ at 3 m/s. Then, the optimal formulation for the pasta

was found to be cassava (26 g/100 g), amaranth flour (12 g/100 g), and carboxymethyl cellulose
(0.23 g/100 g), which maximized the Aw (0.160), moisture content (3.10 g/100 g), hardness (5.02 N),
and protein content (9.30 g/100 g), and it is used for the sensorial analysis, which showed that an
earthy taste was the main problem with consumer satisfaction.
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Abstract
There is an unmet need for diagnostic and treatment interventions for celiac disease. Both clinical
trials and real-world studies require careful selection of clinical outcome measures. Often, neither
serology nor histology is an appropriate primary outcome. This article reviews various measures of
intestinal function and nutrition, patient-reported outcome measures for symptoms and for healthrelated quality of life, and measures of sickness burden as they apply to intervention studies for
celiac disease. A series of case studies is presented to illustrate key considerations in selecting
outcome measures for dietary interventions, pharmacologic interventions, and real-world studies.
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Abstract
Celiac disease predominantly involves the proximal small bowel, but villus atrophy can be patchy,
spare the duodenum, and be present more distally. Video capsule endoscopy is more sensitive than
standard endoscopy to detect villus atrophy, and can define extent of disease, though it cannot
obtain biopsies. Duodenal biopsy is the gold standard for diagnosis. Video capsule endoscopy assists
in special circumstances when biopsy is not possible, and in equivocal diagnosis. Video capsule
endoscopy and enteroscopy are recommended for evaluating complicated celiac disease, especially
refractory celiac disease type II. Future developments include computer-assisted capsule programs
and advanced capsule and enteroscope design.
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Abstract
Celiac disease (CD) is an autoimmune-related disease causing inflammation in the small intestine
triggered by the ingestion of gluten in the diet. The gluten-free diet (GFD) is the only treatment.
Nutritional deficiencies of macronutrients and micronutrients are frequently found in untreated or
newly diagnosed CD. A registered dietitian nutritionist is uniquely qualified to educate on the GFD
and assess and support nutritional status at diagnosis and long term as well as helping patients with
nonresponsive CD. Quality of life is important to address in individuals with CD because the GFD
affects all aspects of life.
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Abstract
Celiac disease is a common immune-mediated disorder that occurs in individuals with permissive
genetics (HLA-DQ2/DQ8 genotype) following exposure to certain wheat proteins. The
histopathologic manifestations of small intestinal mucosal injury (villus atrophy, crypt hyperplasia,
and intraepithelial lymphocytosis) are well recognized. However, these findings are not specific for
celiac disease, because they are observed in other small intestinal disorders. These mimics include
common and rare entities, the list of which continues to grow. This article discusses the
histopathology and differential diagnosis of celiac disease and provides the pathologist's perspective
on biopsy adequacy, evaluation, and reporting in light of current knowledge.
Copyright © 2018 Elsevier Inc. All rights reserved.
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Abstract
The presentation in celiac disease is shifting from the classical malabsorptive presentation to more
nonclassical presentations, requiring clinicians to maintain a high level of suspicion for the disease
and to be aware of the possible extraintestinal manifestations. The diagnosis of celiac disease is
guided by initial screening with serology, followed by confirmation with an upper endoscopy and
small intestinal biopsy. In some pediatric cases, biopsy may be avoided.
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Abstract
Non-celiac wheat sensitivity (NCWS) is characterized by gastrointestinal and extra-intestinal
symptoms following the ingestion of gluten-containing cereals in subjects without celiac disease or
wheat allergy. The identity of the molecular triggers in these cereals responsible for the symptoms
of NCWS remains to be delineated. Recent research has identified a biological basis for the
condition, with the observation of systemic immune activation in response to microbial
translocation that appears to be linked to intestinal barrier defects. Ongoing research efforts are
aimed at further characterizing the etiology, mechanism, and biomarkers of the condition.
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Abstract
Celiac disease (CD) is an autoimmune enteropathy triggered by gluten. Gluten-free diets can be
challenging because of their restrictive nature, inadvertent cross-contaminations, and the high cost
of gluten-free food. Novel nondietary therapies are at the preclinical stage, clinical trial phase, or
have already been developed for other indications and are now being applied to CD. These
therapies include enzymatic gluten degradation, binding and sequestration of gluten, restoration of
epithelial tight junction barrier function, inhibition of tissue transglutaminase-mediated potentiation
of gliadin oligopeptide immunogenicity or of human leukocyte antigen-mediated gliadin
presentation, induction of tolerance to gluten, and antiinflammatory interventions.
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Abstract
Refractory celiac disease (RCD) refers to persistence of malnutrition and intestinal villous atrophy
for more than 1 to 2 years despite strict gluten-free diet in patients with celiac disease. Diagnosis
remains difficult and impacts treatment and follow-up. RCD has been subdivided into 2 subgroups
according to the normal (RCDI) or abnormal phenotype of intraepithelial lymphocytes (IELs) (RCDII).
RCDII is considered as a low-grade intraepithelial lymphoma and has a poor prognosis due to

gastrointestinal and extraintestinal dissemination of the abnormal IELs, and high risk of overt
lymphoma.
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Abstract
Currently, the only effective treatment for celiac disease is complete removal of gluten from the
diet. However, patients need to follow a strict gluten-free diet that results in symptomatic,
serologic, and histologic remission in most patients. Histologic remission is usually complete in
children, but recovery is slower and more frequently incomplete in adults. When remission has been
achieved, yearly follow-up is recommended for adults, children, and adolescents. This article deals
with conventional strategies used in order to follow-up patients on treatment and aiming to obtain
the best clinical outcome.
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Abstract
The healthy microbiome is necessary for normal immune development in the gut. Alterations in the
microbial makeup after a critical window increase the risk of autoimmunity, including celiac disease.
Although this dysbiosis has been described in adult and pediatric patients, factors leading to
dysbiosis are still being elucidated. Genetics has some role in determining the microbiome makeup
of the host, but other factors have yet to be determined. The microbiome remains an important
therapeutic target in many autoimmune conditions, including celiac disease, however studies have
yet to determine the ideal replacement therapy to correct the dysbiosis.
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Abstract
Celiac disease, once thought to be very uncommon in Asia, is now emerging in many Asian
countries. Although the absolute number of patients with celiac disease at present is not very high,
this number is expected to increase markedly over the next few years/decades owing to increasing
awareness. It is now that the medical community across the Asia should define the extent of the
problem and prepare to handle the impending epidemic of celiac disease in Asia.
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Abstract
Celiac disease is a common, chronic inflammatory disorder of the small intestine triggered by
exposure to gluten in individuals with certain genetic types. This disorder affects people of any age
or gender. Although often thought to be European in origin, it is now global in extent. Presentations
are variable, from asymptomatic patients to severe malnutrition. Initial detection usually relies on
celiac-specific serology, and confirmation often requires intestinal biopsy. There have been
substantial increases in prevalence and incidence over the last 2 decades for reasons that are almost
certainly environmental but for which there is no clarity as to cause.
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Abstract

A young girl presented to us with recurrent diarrhea along with a history of 5 kg weight loss in one
year. On examination, she appeared pale, while her laboratory reports showed a low hemoglobin,
mean corpuscular volume (MCV) and serum albumin. Her erythrocyte sedimentation rate (ESR) was
slightly raised with her iron profile suggestive of iron deficiency anemia. Viral markers, human
immunodeficiency virus (HIV) serology along with thyroid profile were all unremarkable. There was
no history of tuberculosis, and purified protein derivative (PPD) skin test was also negative.
Computed tomography (CT) abdomen showed thickening of the terminal ileum with multiple
enlarged lymph nodes. An esophagogastroduodenoscopy (EGD) along with colonoscopy was done.
Multiple biopsies were taken, which were suggestive of sprue along with intestinal spirochetosis.
Her tissue transglutaminase (TTG) was negative while deamidated gliadin peptide (DGP) was
positive. She was kept on gluten-free diet and started on tablet metronidazole. This case shows that
intestinal spirochetosis should be kept in mind in patients belonging to lower socio-economic status,
who present with chronic diarrhea symptoms.
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Abstract
OBJECTIVE:
The objective of this study was to identify duplex ultrasound (DUS) or computed tomography
angiography (CTA) imaging findings that can predict clinical response to laparoscopic release of the
median arcuate ligament (MAL) in patients with celiac artery compression.

METHODS:
There were 299 patients who were evaluated for MAL syndrome (MALS) between January 2009 and
November 2015. Of these, 29 underwent laparoscopic MAL release and completed 1-year follow-up.
The patients' preoperative and postoperative symptoms, use of analgesics, and body mass index
were recorded. Patients' demographics and DUS and CTA findings were reviewed. Fisher exact and

Student t-tests were used to identify correlation between patient or imaging variables and clinical
outcomes.

RESULTS:
There were 19 patients (66%) who reported improvement in symptoms, and 18 (62%) decreased
their use of analgesics; average body mass index increased by 0.2 (standard deviation, 1.97; range, 3.35 to 5.11). No celiac artery DUS finding (peak celiac artery velocity, angle of deflection, or change
in preoperative to postoperative velocity) was predictive of successful clinical outcomes (P > .05).
Similarly, no CTA finding (characteristic morphology, cross-sectional area, diameter, or location of
the focal stenosis of the celiac artery) was associated with clinical outcomes (P > .05).

CONCLUSIONS:
Clinical response to laparoscopic MAL release was favorable in two-thirds of patients; however, no
specific imaging finding of stenosis was predictive of this response. Given that the severity of
stenosis on conventional imaging had no impact on treatment efficacy, vascular compromise may
not be the primary cause of pain in patients presenting with this syndrome. Future investigation
incorporating the neurogenic basis of MALS pain, such as with diagnostic celiac ganglion blockade,
would be helpful in further elucidating the enigmatic pathophysiologic process of MALS.
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Abstract
OBJECTIVE:

To describe the most widely viewed English language videos related to celiac disease on YouTube.

STUDY DESIGN:
This is a cross-sectional study.

METHODS:
Videos sorted by number of views yielded the 100 most widely viewed. Number of views, source
(consumer, professional, or news agency), and inclusion of specific content were recorded.

RESULTS:
Collectively, the 100 videos were viewed nearly 7 million times. Between 2007 and 2010, 28% were
uploaded, while more than 70% were uploaded after 2010. Professionals uploaded almost half
(48%), consumers posted 32%, and news sources posted the remaining 20%. While glutencontaining foods/drinks were presented in 57% of the videos, these videos garnered almost 78% of
cumulative views. Comparatively few videos provided substantive information related to age at
diagnosis, who is at risk for the disease, hereditary nature, or that the disease can inhibit growth
and development among children. Most videos (56%) did not cover how celiac disease is diagnosed,
and only 14% mentioned family members of diagnosed individuals should be screened for the
disease (garnering only 9% of cumulative views).

CONCLUSION:
Given the popularity and potential reach of YouTube, medical professionals have an opportunity to
use this medium to reach a large audience in providing accurate and useful information to the public
about celiac disease.
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Abstract
Exercise-associated physiological disturbances alter gastrointestinal function and integrity. These
alterations may increase susceptibility to dietary triggers, namely gluten and a family of short-chain
carbohydrates known as FODMAPs (fermentable oligo-, di-, monosaccharides and polyols). A recent
surge in the popularity of gluten-free diets (GFDs) among athletes without celiac disease has been
exacerbated by unsubstantiated commercial health claims and high-profile athletes citing this diet
to be the secret to their success. Up to 41% of athletes at least partially adhere to a GFD diet, with
the belief that gluten avoidance improves exercise performance and parameters influencing
performance, particularly gastrointestinal symptoms (GIS). In contrast to these beliefs, seminal work
investigating the effects of a GFD in athletes without celiac disease has demonstrated no beneficial
effect of a GFD versus a gluten-containing diet on performance, gastrointestinal health,
inflammation, or perceptual wellbeing. Interestingly, the subsequent reduction in FODMAPs
concurrent with the elimination of gluten-containing grains may actually be the factors affecting GIS
improvement, not gluten. Pre-existent in the gastrointestinal tract or ingested during exercise, the
osmotic and gas-producing effects of variably absorbed FODMAPs may trigger or increase the
magnitude of exercise-associated GIS. Research using FODMAP reduction to address gastrointestinal
issues in clinically healthy athletes is emerging as a promising strategy to reduce exercise-associated
GIS. Applied research and practitioners merging clinical and sports nutrition methods will be
essential for the effective use of a low FODMAP approach to tackle the multifactorial nature of
gastrointestinal disturbances in athletes.
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Abstract
OBJECTIVE:

To compare the performance of IgA anti-tissue transglutaminase antibodies (IgA anti-tTG), IgA antiendomysial antibodies (IgA EMA), and IgA/IgG antibodies against deamidated gliadin peptides
(IgA/IgG anti-DGP) for the diagnosis of celiac disease.

METHODS:
Descriptive study in patients with celiac disease. Anti-DGP (IgA/IgG), IgA EMA, IgA anti-tTG
antibodies were measured and an intestinal biopsy was done. Sex: female (61 %). Median age: 78.4
months old.

RESULTS:
A total of 136 children were included; 108 had high IgA anti-DGP titers; 124, increased IgG anti-DGP
titers; 128, positive IgA EMA titers; and 130, increased IgA anti-tTG titers. High IgG anti-DGP titers
were observed in 4/6 patients with negative IgA anti-tTG antibodies. The combination of IgG antiDGP + IgA anti-tTG antibodies showed a positive correlation in 134 patients and the IgG anti-DGP +
EMA combination was positive in 133 children.

CONCLUSION:
IgA EMA, IgA anti-tTG, and IgG anti-DGP antibodies exhibited an adequate specificity and sensitivity.
The IgG anti-DGP/anti-tTG combination showed a 98-99 % sensitivity and a 100 % specificity. The
anti-tTG and IgG anti-DGP option yields excellent results, with a low cost and independence from
the observer.
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Abstract
Eating disorders are one of the most common chronic conditions in adolescents. The clinical
symptoms can mimic those of other chronic diseases including gastrointestinal and endocrine
disorders. However, an eating disorder can coexist with another chronic disease, making the
diagnosis and management of both conditions challenging. This Review describes what is known
about eating disorders in adolescents with chronic gastrointestinal and endocrine diseases, focusing
on coeliac disease, inflammatory bowel disease, diabetes, and thyroid disorders. The prevalence and
onset of each condition during adolescence is discussed, followed by a description of the
associations among the conditions and eating disorders. We also discuss management challenges
posed by the coexistence of the two conditions. When both diseases coexist, a multidisciplinary
approach is often needed to address the additional complexities posed.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
BACKGROUND:
Videocapsule endoscopy images are useful to detect pathologic alterations, including villous
atrophy, in the small intestinal mucosa, which is helpful for diagnosing celiac disease. In prior work,
quantitative videocapsule analysis was found useful to classify celiac versus control images.
However, the effect of dark/extraneous substances on classification efficacy requires remediation.

METHOD:
For quantitative analysis, data from the Medtronic SB2 and SB3 systems were pooled.
Videocapsule images of the distal duodenum/proximal jejunum were acquired from 13 celiac and
13 control patients. Dark regions, extraneous fluids, and air bubbles were mostly removed by
utilizing color masking. Two different red-green-blue (RGB) color masks were constructed from 20
to 30 reference pixels obtained from mucosal and from extraneous regions. Each image pixel was
accepted or rejected for subsequent analysis based on whether its distance was closest to a
mucosal or to an extraneous reference in RGB space. Four images were then randomly selected
from each videoclip for processing (52 images from each group). After masking, celiac versus
control images were plotted in a three-space consisting of mean and standard deviation in pixel
brightness, and surface area remaining after masking. A linear discriminant function was used for
classification. The paradigm was repeated with a second random data set for validation.

RESULTS:
Masking improved classification of celiac versus control images to nearly 80% accuracy as
compared to 70-77% without masking. Celiac disease patients tended to have lesser mean pixel
brightness and greater variability in brightness, in accord with prior work, and more masking was
needed to remove extraneous features.

CONCLUSIONS:
Color masking is useful to remove dim/extraneous features from videocapsule images and it
results in improved classification/assessment to distinguish celiac with villous atrophy from control
videocapsule image. This can be helpful to detect and map regions of pathology, to screen for
celiac disease, and to determine the efficacy of a gluten free diet.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
BACKGROUND:
Apposite implementation of Electronic Health Records (EHR) is anchoring standards of care in
healthcare settings by reducing long-run operational costs, improving healthcare quality, and
enhancing patient safety.

OBJECTIVE:

This study aims to explore factors that might influence Pediatricians' satisfaction with an
implemented EHR system and its perceived usefulness at a tertiary-care teaching hospital, Riyadh,
Saudi Arabia.

METHODS:
A cross-sectional survey distributed to all physicians working in the pediatric department of King
Saud University Medical City (KSUMC) in the period from June to November 2015, two months
after the launch of the EHR system, internally branded as electronic system for integrated health
information (eSiHi). Bivariate and multivariate regression were analyzed to examine factors
associated with physicians' satisfaction.

RESULTS:
Of the 112 physicians who completed the survey, 97 (86.6%) attended training courses before the
implementation of new EHR. On average, the participants rated the perceived usefulness of the
new system at 6.4/10 for patient care and physicians' satisfaction levels were 5.2/10. The top
indicator of EHR usefulness was the system's ability to reduce errors and improve the quality of
care [mean 3.31, SD 0.9, RII 82.8%]; the lowest-ranking indicator was the physicians' perceived
familiarity with functions and benefits [mean 2.68, SD 0.7, RII 67%]. The top indicator of
satisfaction with the EHR system was enhanced "individual performance" [mean 3.04, SD 1, RII
60.9%]; the lowest-ranking perceived indicator was the limited availability of workplace computers
[mean 1.91, SD 1.2, RII 38.2%].

CONCLUSIONS:
Limited data regarding EHR implementation and end-users satisfaction in the Middle East region
necessitates further work on factors affecting levels of satisfaction with the EHR system among
different health institutes. Lack of information technology (IT) support, hardware, and timeconsuming data entry process are challenging barriers for proper utilization of EHR for pediatric
health care services.
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Abstract
An unbalance between Abs that recognize an autoantigen (idiotypes; IDs) and Igs that bind such
Abs (anti-IDs) is considered a functional event in autoimmune disorders. We investigated the
presence of an ID/anti-ID network in celiac disease (CD), a condition in which antitissue
transglutaminase 2 (TG2) Abs are suspected to contribute to CD pathogenesis. To characterize the
ID side, we reproduced by in vitro yeast display the intestine-resident Abs from CD and control
patients. These TG2-specific IDs were used to identify potential anti-IDs in the serum. We observed
elevated titers of anti-IDs in asymptomatic patients with predisposition to CD and demonstrated
that anti-ID depletion from the serum restores a detectable humoral response against TG2. Our
study provides an alternative approach to quantify CD-related autoantibodies in cases that would
be defined "negative serology" with current diagnostic applications. Therefore, we suggest that
developments of this technology could be designed for perspective routine tests.
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Abstract
Some track-and-field athletes implement special diets aiming to improve health and/or
performance. An evidence-based approach to any diet is recommended to minimize the risks
associated with unnecessary dietary restriction, which may potentially do more harm than good.
Four prevalent diets are reviewed in this study: (a) gluten-free; (b) low fermentable
oligosaccharides, disaccharides, monosaccharides, and polyols (FODMAP); (c) vegetarian; and
(d) fasting diets. Recently, gluten-free diets and low FODMAP diets have emerged as novel regimes
thought to improve gastrointestinal health and reduce the risk of exercise-associated
gastrointestinal symptoms. No direct beneficial outcomes have been associated with avoiding
gluten for clinically healthy athletes. Indirectly, a gluten-free diet is associated with other dietary
changes, particularly FODMAP reduction, which may improve adverse gastrointestinal symptoms.
Vegetarian diets can optimally support athletic demands. However, attention is required to ensure
adequate energy and intake of specific nutrients that are less abundant or less well absorbed from
plant sources. Finally, fasting is a long-standing concept that is undertaken on a voluntary and
obligatory basis. Despite limited supporting research, voluntary fasting is a popular alternative to
conventional diets perceptually offering health and body composition benefits. Strict obligatory
fasting guidelines likely require the implementation of tailored nutrition strategies to help athletes
cope with athletic demands. Overall, a multitude of factors influence adherence to special diets.
Even when adherence to a special diet is a necessity, education and advice from an accredited
dietitian/nutritionist are recommended for track-and-field athletes to optimize nutrition for health
and performance.
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Abstract
Bullous pemphigoid (BP) and dermatitis herpetiformis (DH) are autoimmune bullous skin diseases.
DH has been described to evolve into BP and the two diseases can have overlapping clinical
appearances and diagnostic findings, but the association between DH and BP has not previously
been studied in a large population. To evaluate DH and celiac disease as risk factors for BP, we
conducted a retrospective case-control study of patients with BP and matched controls with basal
cell carcinoma diagnosed in Finland between 1997 and 2013. A total of 3,397 patients with BP and
12,941 controls were included in the study. Forty-one (1.2%) BP patients and 7 (0.1%) controls had
preceding DH. Diagnosed DH increased the risk of BP 22-fold (odds ratio = 22.30; 95% confidence
interval = 9.99-49.70) and celiac disease 2-fold (odds ratio = 2.54; 95% confidence interval = 1.643.92) compared to controls. Eighteen (43.9%) of the patients who had DH and subsequent BP had
bought dapsone during the 2 years prior to their BP diagnosis. Mean time between diagnosed DH
and BP was 3 years. We conclude that diagnosis of DH is associated with a striking increase in the
risk for BP.
Copyright © 2018 The Authors. Published by Elsevier Inc. All rights reserved.
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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.
PMID: 30611490 [Indexed for MEDLINE]
Similar articles

106. Ann Surg Oncol. 2019 Mar;26(3):772-781. doi: 10.1245/s10434-018-07101-0. Epub 2019 Jan 4.

Outcomes and Risk Score for Distal
Pancreatectomy with Celiac Axis Resection
(DP-CAR): An International Multicenter
Analysis.
Klompmaker S1, Peters NA2,3, van Hilst J1, Bassi C4, Boggi U5, Busch OR1, Niesen W6, Van Gulik TM1,
Javed AA2, Kleeff J7, Kawai M8, Lesurtel M9, Lombardo C5, Moser AJ10, Okada KI8, Popescu I11, Prasad
R12, Salvia R4, Sauvanet A13, Sturesson C14, Weiss MJ2, Zeh HJ15, Zureikat AH16, Yamaue H8, Wolfgang
CL2, Hogg ME17, Besselink MG18; E-AHPBA DP-CAR study group.
Collaborators: (25)
Gerritsen SL, Adham M, Albiol Quer MT, Berrevoet F, Cesaretti M, Dalla Valle R, Darnis B, Diener
MK, Del Chiaro M, Hackert TH, Grützmann R, Dumitrascu T, Friess H, Hirono S, Ivanecz A,
Karayiannakis A, Fusai GK, Labori KJ, López-Ben S, Mabrut JY, Miyazawa M, Niesen W, Pardo F,
Perinel J, Roeyen G.
Author information:
1. Department of Surgery, Cancer Center Amsterdam, Amsterdam UMC, University of Amsterdam,
Amsterdam, The Netherlands.
2. Department of Surgery, Johns Hopkins Hospital, Baltimore, MD, USA.
3. Department of Surgery, University of Utrecht Medical Center, Utrecht, The Netherlands.
4. Department of Surgery, Pancreas Institute University of Verona, Verona, Italy.
5. Division of General and Transplant Surgery, University of Pisa, Pisa, Italy.
6. Department of General, Visceral and Transplantation Surgery, Heidelberg University, Heidelberg,
Germany.

7. Department of Visceral, Vascular and Endocrine Surgery, Martin-Luther-University HalleWittenberg, Halle, Saale, Germany.
8. Second Department of Surgery, Wakayama Medical University, Wakayama, Japan.
9. Department of Surgery and Liver Transplantation, Croix-Rousse University Hospital, Hospices
Civils de Lyon, University of Lyon I, Lyon, France.
10. The Pancreas and Liver Institute, Beth Israel Deaconess Medical Center, Harvard Medical
School, Boston, MA, USA.
11. Center of General Surgery and Liver Transplant, Fundeni Clinical Institute, Bucharest, Romania.
12. Department of HPB and Transplant Services, National Health Service, Leeds, UK.
13. Department of HPB Surgery, Hôpital Beaujon, APHP, University Paris VII, Clichy, France.
14. Division of Surgery, Department for Clinical Science, Intervention and Technology (CLINTEC),
Karolinska Institutet at Karolinska University Hospital, Stockholm, Sweden.
15. Department of Surgery, University of Texas Southwestern Medical Center, Dallas, TX, USA.
16. Department of Surgery, University of Pittsburgh Medical Center, Pittsburgh, PA, USA.
17. Department of Surgery, Northshore University HealthSystem, Chicago, IL, USA.
18. Department of Surgery, Cancer Center Amsterdam, Amsterdam UMC, University of
Amsterdam, Amsterdam, The Netherlands. m.g.besselink@amc.nl.

Abstract
BACKGROUND:
Distal pancreatectomy with celiac axis resection (DP-CAR) is a treatment option for selected
patients with pancreatic cancer involving the celiac axis. A recent multicenter European study
reported a 90-day mortality rate of 16%, highlighting the importance of patient selection. The
authors constructed a risk score to predict 90-day mortality and assessed oncologic outcomes.

METHODS:
This multicenter retrospective cohort study investigated patients undergoing DP-CAR at 20
European centers from 12 countries (model design 2000-2016) and three very-high-volume
international centers in the United States and Japan (model validation 2004-2017). The area under
receiver operator curve (AUC) and calibration plots were used for validation of the 90-day
mortality risk model. Secondary outcomes included resection margin status, adjuvant therapy, and
survival.

RESULTS:
For 191 DP-CAR patients, the 90-day mortality rate was 5.5% (95 confidence interval [CI], 2.2-11%)
at 5 high-volume (≥ 1 DP-CAR/year) and 18% (95 CI, 9-30%) at 18 low-volume DP-CAR centers
(P = 0.015). A risk score with age, sex, body mass index (BMI), American Society of
Anesthesiologists (ASA) score, multivisceral resection, open versus minimally invasive surgery, and
low- versus high-volume center performed well in both the design and validation cohorts (AUC,
0.79 vs 0.74; P = 0.642). For 174 patients with pancreatic ductal adenocarcinoma, the R0 resection
rate was 60%, neoadjuvant and adjuvant therapies were applied for respectively 69% and 67% of
the patients, and the median overall survival period was 19 months (95 CI, 15-25 months).

CONCLUSIONS:

When performed for selected patients at high-volume centers, DP-CAR is associated with
acceptable 90-day mortality and overall survival. The authors propose a 90-day mortality risk score
to improve patient selection and outcomes, with DP-CAR volume as the dominant predictor.
PMID: 30610560
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Abstract
BACKGROUND:
The revised paediatric criteria for coeliac disease allow omission of duodenal biopsies in
symptomatic children who have specific serology and coeliac disease-associated genetics. It
remains unclear whether this approach is also applicable for adults with various clinical
presentations.

AIM:
To evaluate the accuracy of serology-based criteria in adults with variable pre-test probabilities for
coeliac disease.

METHODS:
Three study cohorts comprised adults with high-risk clinical coeliac disease suspicion (n = 421),
moderate-risk family members of coeliac disease patients (n = 2357), and low-risk subjects from
the general population (n = 2722). Serological and clinical data were collected, and "triple criteria"
for coeliac disease comprised transglutaminase 2 antibodies >10× the upper limit of normal,
positive endomysium antibodies, and appropriate genetics without requirement of symptoms. The
diagnosis was based on intestinal biopsy.

RESULTS:
The diagnosis of coeliac disease was established in 274 subjects. Of these, 59 high-risk subjects, 17
moderate-risk subjects, and 14 low-risk subjects fulfilled the "triple criteria". All had histologically
proven coeliac disease, giving the criteria a positive predictive value of 100%. Altogether, 90 (33%)
of all 274 newly diagnosed patients could have avoided biopsy, including 37% among high-risk, 20%
among moderate-risk, and 48% among low-risk patients. No histological findings other than coeliac
disease were found in the biopsies of "triple positive" subjects.

CONCLUSIONS:
Coeliac disease can reliably and safely be diagnosed without biopsy in adults fulfilling the "triple
criteria" regardless of the pre-test probability. Revised criteria would enable the number of
endoscopies to be reduced by one-third.
© 2018 John Wiley & Sons Ltd.
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Abstract
Starch-containing food normally has complex components and structure, which control its
digestion kinetic properties and nutritional value. However, interactions among multiple food
components and their effects on starch digestion kinetics are rarely reported. Here, we evaluated
the influence of tea polyphenols [i.e., (-)-epigallocatechin (EGC) and (-)-epigallocatechin-3-gallate
(EGCG)] on the in vitro digestion rate and extent of wheat starch in the presence of gluten under
uncooked and cooked conditions. The addition of EGC (20%, starch basis) did not change the starch
digestion rate and extent for both uncooked and cooked physical forms in the presence and
absence of gluten, whereas EGCG (20%, starch basis) significantly reduced the digestion extent of
wheat starch by 25-30% in the absence of gluten and by 6.6-18.5% in the presence of gluten, a
phenomenon that was caused by the reduced effective EGCG due to its interaction with gluten.
Copyright © 2018 Elsevier B.V. All rights reserved.
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Abstract
If there is a disease in which many myths are part of the daily lives of both patients and clinicians
as well as researchers, this must be celiac disease. Here, we discuss the possibility that modern
wheat varieties used by man do not have led to the increased prevalence of celiac disease.
Copyright © 2018 Elsevier Ltd. All rights reserved.
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Abstract
Sodium salt reduction in cereal products has been one of the top health trends. During pastamaking, kansui (an alkaline salt with reduced sodium) was added at 0, 0.5, 1.0, 1.5, and 2.0% (total
flour weight basis) to modify semolina gluten aggregation reactions in dough production and pasta
cooking. Adding 1.0% kansui enhanced pasta dough elasticity and strength, but cooking quality was
changed barely. These consequences may be attributed to more polymeric glutenin incorporated
in the network through thiol (SH)/disulfide (SS) exchange or other non-redox reactions/interactions
by introducing kansui, which was confirmed by SDS-PAGE, FTIR, and HPLC results. The protein
cross-linking induced by kansui (1.0%) improved the texture properties of pasta without
compromising the cooking and coloration characteristics. Considering the process convenience and
food safety of reducing sodium chloride with natural alkaline salt reagent in industrial pasta
production, this could be a potential approach for sodium reduction.
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Abstract
Inulin can improve the nutritional quality of gluten free (GF) bread and have a prebiotic activity.
However, breadmaking might frustrate the enrichments efforts due to inulin loss. In this study we
aimed at studying the inulin enrichment of GF bread. Two different yeasts [having normal (Y1) or
reduced (Y2) invertase activity] were used to leaven the breads enriched with five marketed
inulins, which differed for the degree of polymerization (DP) and the manufacturer. Inulin replaced
10% of the rice flour and had low, intermediate or high DP, which ranged from 2 to 20; ≈20; ≥20,
respectively. Fructan hydrolysis occurred during leavening of Y1-GF breads, reaching losses up to
40% after baking, depending on the diverse DP of the inulin-forming fructans. Inulin loss was less
relevant in Y2-GF breads (up to 5% after baking) than Y1-GF breads. Crumb texture was not
negatively influenced by inulin presence, even if this was high (e.g., Y2-GF breads). Information
collected within this study may provide further insight to better optimize a GF bread formulation in
view of inulin enrichment.
Copyright © 2018 The Authors. Published by Elsevier Ltd.. All rights reserved.
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Abstract
Background:
Schwannomatosis is a genetic disorder that belongs to NF family. The mutation of SMARCB1 gene
has been related to this entity and Coffin-Siris syndrome, as well. We reported a case of a female
patient with SMARCB1 mutation who has developed a spontaneuous spleen rupture.

Case description:
A 28 years old female patient with a story of a Sjogren syndrome, celiac disease and a surgically
treated schwannoma, presented to our observation in July 2013 for a pain on the left elbow, where
a tumefation was present. After neuroradiological evaluations, a surgical resection was performed
and a schwannoma was diagnosed. Genetic exams revealed a puntiform SMARCB1 gene mutation.
During 2015, she was subdued to the removal of an another schwannoma located into the cervical
medullary canal. Few months later, she was operated in an another hospital for a spontaneous
spleen rupture in a possible context of wandering spleen.

Conclusion:
We think that the patient could suffer from a partially expressed Coffin-Siris syndrome. No cases of
spontaneous rupture in a context of wandering spleen have been ever described as for as
schwannomatosis or Coffin-Siris syndrome are concerned. More cases are necessary to establish a
direct relationship.
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Abstract
Gluten is only partially digested by intestinal enzymes and can generate peptides that can alter
intestinal permeability, facilitating bacterial translocation, thus affecting the immune system. Few
studies addressed the role of diet with gluten in the development of colitis. Therefore, we
investigate the effects of wheat gluten-containing diet on the evolution of sodium dextran
sulphate (DSS)-induced colitis. Mice were fed a standard diet without (colitis group) or with 4·5 %
wheat gluten (colitis + gluten) for 15 d and received DSS solution (1·5 %, w/v) instead of water
during the last 7 d. Compared with the colitis group, colitis + gluten mice presented a worse clinical
score, a larger extension of colonic injury area, and increased mucosal inflammation. Both

intestinal permeability and bacterial translocation were increased, propitiating bacteria migration
for peripheral organs. The mechanism by which diet with gluten exacerbates colitis appears to be
related to changes in protein production and organisation in adhesion junctions and desmosomes.
The protein α-E-catenin was especially reduced in mice fed gluten, which compromised the
localisation of E-cadherin and β-catenin proteins, weakening the structure of desmosomes. The
epithelial damage caused by gluten included shortening of microvilli, a high number of digestive
vacuoles, and changes in the endosome/lysosome system. In conclusion, our results show that
wheat gluten-containing diet exacerbates the mucosal damage caused by colitis, reducing
intestinal barrier function and increasing bacterial translocation. These effects are related to the
induction of weakness and disorganisation of adhesion junctions and desmosomes as well as
shortening of microvilli and modification of the endocytic vesicle route.
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Abstract
Breach of tolerance to gluten leads to the chronic small intestinal enteropathy celiac disease. A key
event in celiac disease development is gluten-dependent infiltration of activated cytotoxic

intraepithelial lymphocytes (IELs), which cytolyze epithelial cells causing crypt hyperplasia and
villous atrophy. The mechanisms leading to gluten-dependent small intestinal IEL infiltration and
activation remain elusive. We have demonstrated that under homeostatic conditions in mice,
gluten drives the differentiation of anti-inflammatory T cells producing large amounts of the
immunosuppressive cytokine interleukin-10 (IL-10). Here we addressed whether this dominant IL10 axis prevents gluten-dependent infiltration of activated cytotoxic IEL and subsequent small
intestinal enteropathy. We demonstrate that IL-10 regulation prevents gluten-induced cytotoxic
inflammatory IEL infiltration. In particular, IL-10 suppresses gluten-induced accumulation of a
specialized population of cytotoxic CD4+CD8αα+ IEL (CD4+ CTL) expressing Tbx21, Ifng, and Il21, and
a disparate non-cytolytic CD4+CD8α- IEL population expressing Il17a, Il21, and Il10. Concomitantly,
IL-10 suppresses gluten-dependent small intestinal epithelial hyperproliferation and upregulation
of stress-induced molecules on epithelial cells. Remarkably, frequencies of granzyme B+CD4+CD8α+
IEL are increased in pediatric celiac disease patient biopsies. These findings demonstrate that IL-10
is pivotal to prevent gluten-induced small intestinal inflammation and epithelial damage, and imply
that CD4+ CTL are potential new players into these processes.
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Abstract
The inflammatory bowel diseases (IBDs), which include Crohn's disease (CD) and ulcerative colitis
(UC), are multifactorial chronic conditions of the gastrointestinal tract. While IBD has been
associated with dramatic changes in the gut microbiota, changes in the gut metabolome-the
molecular interface between host and microbiota-are less well understood. To address this gap, we
performed untargeted metabolomic and shotgun metagenomic profiling of cross-sectional stool
samples from discovery (n = 155) and validation (n = 65) cohorts of CD, UC and non-IBD control
patients. Metabolomic and metagenomic profiles were broadly correlated with faecal calprotectin
levels (a measure of gut inflammation). Across >8,000 measured metabolite features, we identified
chemicals and chemical classes that were differentially abundant in IBD, including enrichments for
sphingolipids and bile acids, and depletions for triacylglycerols and tetrapyrroles. While > 50% of
differentially abundant metabolite features were uncharacterized, many could be assigned
putative roles through metabolomic 'guilt by association' (covariation with known metabolites).

Differentially abundant species and functions from the metagenomic profiles reflected adaptation
to oxidative stress in the IBD gut, and were individually consistent with previous findings.
Integrating these data, however, we identified 122 robust associations between differentially
abundant species and well-characterized differentially abundant metabolites, indicating possible
mechanistic relationships that are perturbed in IBD. Finally, we found that metabolome- and
metagenome-based classifiers of IBD status were highly accurate and, like the vast majority of
individual trends, generalized well to the independent validation cohort. Our findings thus provide
an improved understanding of perturbations of the microbiome-metabolome interface in IBD,
including identification of many potential diagnostic and therapeutic targets.
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Abstract
Introduction The association between type 1 diabetes (T1D) and other auto-immune diseases is
well known. However, a quantitative overview of all associated auto-immune diseases and their
prevalence in T1D is lacking. Methods We searched PubMed, Web of Science, EMBASE and
Cochrane library in September 2018 to identify relevant articles about the prevalence of the
following associated auto-immune diseases in T1D cohorts: auto-immune thyroid disease, celiac
disease, gastric autoimmunity including pernicious anemia, vitiligo and adrenal gland insufficiency.
A meta-analysis was performed to estimate pooled prevalence using a random-effects model.
Furthermore, random-effects meta-regression analysis was performed to assess the association
between prevalence and mean age or diabetes duration. Results One hundred eighty articles were
eligible including a total of 293 889 type 1 diabetes patients. Hypothyroidism (65 studies) was
prevalent in 9.8% (95% CI: 7.5-12.3) of patients. Meta-regression showed that for every 10-year
age increase, hypothyroidism prevalence increased 4.6% (95% CI: 2.6-6.6, P < 0.000, 54 studies).
Weighted prevalence of celiac disease was 4.5% (95% CI: 4.0-5.5, 87 studies). Gastric autoimmunity

was found in 4.3% of patients (95% CI: 1.6-8.2, 8 studies) and vitiligo in 2.4% (95% CI: 1.2-3.9, 14
studies) of patients. The prevalence of adrenal insufficiency was 0.2% (95% CI: 0.0-0.4, 14 studies)
and hyperthyroidism was found in 1.3 percent (95% CI: 0.9-1.8, 45 studies) of type 1 diabetes
patients. For all analyses, statistical heterogeneity between studies was moderate to high.
Conclusions The prevalence of antibody-mediated auto-immune disease is high among type 1
diabetes patients. Especially hypothyroidism and celiac disease are frequently found.
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Abstract
Gluten-free bread was fortified with modified dietary fibers (wheat bran, resistant starch and
inulin) and their effects on water mobility, friction coefficient, thermal behavior, crystalline pattern
and textural properties were evaluated. Moreover, time-intensity evaluation was used to study
temporal dynamics of sensory attributes of fortified-breads. Dietary fibers increased gelatinization
temperature while decreasing gelatinization enthalpy, more notably when inulin was used. X-ray
diffraction patterns of bread showed the appearance of new peaks after addition of resistant
starch and wheat bran, coinciding with an increase in crumb hardness. In contrast, inulin
considerably decreased starch crystallinity in the bread, resulting in a softer crumb. Faster decay
and shifting of protons to shorter times were found with incorporation of dietary fibers. Friction
coefficient determined by tribology measurement was higher in the breads containing resistant
starch and wheat bran compared to other samples. Pearson's correlation analysis indicated the
sensory attributes of firmness, chewiness and dryness were positively correlated with instrumental
findings. Time-intensity evaluation revealed inulin-fortified bread had the lowest firmness and
chewiness with less dryness, whereas resistant starch-fortified bread showed the highest intensity
of these descriptors.
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Abstract
The low solubility of wheat gluten (WG) considerably limits its application. Owing to its high
hydrolytic efficiency, alcalase was the protease selected for the enzymatic hydrolysis of WG. The
functional properties of WG hydrolysate prepared by alcalase (AHWG) with a hydrolysis degree
(DH) of 10% were better than those with DH 5% and DH 15%. The application of AHWG was
hindered by its bitterness. To mask the bitterness of AHWG, WG was respectively deamidated with
acetic acid, tartaric acid, and citric acid, followed by being hydrolyzed by alcalase to DH 10%. The
citric acid deamidation-alcalase hydrolysis WG hydrolysate (CDAH) exhibited the best functional
properties. Partial least squares regression analysis results indicated that CDAH exhibited an
enhanced bitter-masking property attributable to a high content of umami taste amino acids
(glutamic acid and aspartic acid). Thus, CDAH showed the greatest potential as a modified WG
product to expand the application of WG.
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Abstract
Spring wheat plants were grown under two CO2 concentrations (380 and 550 μmol mol-1) and two
temperature treatments (ambient and post-anthesis heat stress) to investigate the effects of
elevated CO2 and heat stress on grain protein quality. Contents of protein components, glutenin
macropolymers (GMP) and amino acids in grains decreased due to elevated CO2, while increased
by high temperature. The combination of elevated CO2 and heat stress increased the contents of
total protein and albumin, but decreased the contents of gliadin and glutenin, while the content
and particle size distribution of GMP as well as the contents of amino acids were not significantly
affected. Furthermore, we found that the content and particle size distribution of GMP were not
only determined by the contents of proteins and high-molecular-weight glutenin subunits, but also
related to the contents of amino acids containing disulfide bonds, which favor the formation of
large insoluble polymers.
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Abstract
Nitrogen fertilization regimes significantly affect both grain quality and yield. Wheat plants were
subjected to different application timing of topdressed nitrogen at the emergence of the top fifth
(TL5), top third (TL3) and top first leaf (TL1), respectively. The iTRAQ (isobaric tag for relative and
absolute quantitation) technology was adopted to obtain the complete proteome of wheat flour
and to identify the differentially expressed proteins (DEPs) as regulated by nitrogen topdressing
timing. Collectively, 591 proteins into 17 functional categories in flour of mature grains were

identified. In comparison to TL3, 50 and 63 DEPs were identified in TL5 and TL1, respectively. Nine
of the DEPs commonly dependent on nitrogen topdressing timing are the γ-gliadins or highmolecular-weight glutenin subunits. Additionally, delaying nitrogen topdressing modified the grain
hardness and allergic protein content. The results suggested that altering nitrogen topdressing
timing is a potential strategy for pursuing targeted processing quality of wheat flour.
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Abstract
Celiac disease (CD) is an intestinal issue activated by the inappropriate immune reaction towards
gluten protein of wheat, rye, barley, oats, and autoantigen, tissue transglutaminase. Regardless of
the accessibility of immunochemical conventions for research facility analysis of CD, there is as yet
a need of speedier, less expensive, and simpler devices for diagnosing CD. This review concentrates
on progresses in biosensors for diagnosing CD in perspective of the scaled down hardware,
multianalyte discovery and low sample volume necessity. Various recently developed biosensors in
this field are presented.
© 2018 Wiley Periodicals, Inc.
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Abstract
OBJECTIVE:
The objective of this study was to investigate the morphologic features and Ga-prostate-specific
membrane antigen (PSMA)-11 avidity of celiac ganglia (CG) on multimodal PET/MRI.

MATERIALS AND METHODS:
Ga-PSMA-11 whole-body PET/MR examinations in 120 patients, referred for staging or follow-up of
prostate cancer, were retrospectively reviewed to investigate the radiotracer uptake [maximum
standardized uptake value (SUVmax)] and morphologic features (size, shape, location) of CG.
Nodular, oval and longitudinal nodular, thick or with oval parts shapes of CG were regarded as
mistakable with lymph nodes, whereas linear and longitudinal shapes were considered as not
mistakable.

RESULTS:
On MR scans, CG were visible in 98% (117/120) on both sides and in two patients only on the left
side. Mistakable CG shape was detected in 69% (83/120) of patients on both or at least one side.
The left CG were thicker (4±1.4 mm; range: 1.5-7.5 mm) than the right ones (3±1.3 mm; range: 0.57 mm). Mean SUVmax was 2.51±1.17 (range: 0.02-5.48) in the left CG and 2.23±1.22 (range: 0.025.91) in the right CG. Increased Ga-PSMA-11 uptake, SUVmax at least 2, was detected in 75%
(90/120), and both - erroneous shape and elevated Ga-PSMA-ligand uptake - was observed in 55%
(66/120) of all patients on both sides or at least one side.

CONCLUSION:
Frequently observed, the nodular, oval and longitudinal (nodular, thick or with oval parts) shape of
CG, especially of the thicker left CG, on MR scans may cause mistaking them for lymph nodes, even
abnormal or metastatic. On whole-body PET/MRI, evident and sometimes high Ga-PSMA-11
uptake in CG increases the risk of a misinterpretation of them as metastases.
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Abstract
OBJECTIVE:
Celiac disease (CD) is an autoimmune disorder associated with numerous health problems,
including reproductive disorders. This study was performed to analyze the association between CD
and the menstrual cycle in a group of patients with CD and compare these patients' characteristics
with those of healthy women.

METHODS:
The study included 145 patients with CD (age, 15-51 years) and 162 healthy women (age, 18-55
years). Age at menarche and characteristics of the menstrual cycle were obtained by an
anonymous questionnaire developed for the study.

RESULTS:
The age at onset of menarche was 12 to 14 years in 72.9% of the patients with CD and 77.3% of the
healthy controls. For most patients (74.2%), the length of the menstrual cycle was around 27 to 28
days with 4 to 5 days of bleeding. Furthermore, 8.4% of patients versus 5.9% of controls
experienced bleeding between cycles.

CONCLUSIONS:
Our results suggest that in Slovenia, the age at menarche in patients with CD is 12.7 years, which is
comparable with that in healthy women. We conclude that CD (treated or untreated) may not be
associated with late menarche.
PMCID: PMC6381496 Free PMC Article
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Abstract
Fabry disease results from deficiency of the lysosomal enzyme alpha-galactosidase A. The families
of 11 index cases were screened by enzyme and molecular assays. Further clinical and laboratory
investigations were carried out in all cases. Including 33 new patients, a total of 28 females (Age
25,82 ± 12,1 Range 8-46) and 16 males (Age 24,56 ± 15,04 Range 2-48) were investigated. Ten
different disease-causing variants were found two of them being novel. One patient had coexisting familial mediteranian fever, one had celiac disease and three had rheumatological
disorders. Lipoprotein (a) levels were elevated in 17,6%, homocysteine in 22,2%, total and low
density cholesterol in 12% and antithrombin 3 levels were elevated in 13,3%. One patient was
found to be heterozygous for prothrombin p.G20210A disease-causing variant (5,8%) and two for
factor V Leiden disease-causing variant (11,7%). Anticardiolipin IgM antibody was found to be
positive in 11,7%. The patients with abnormal cranial imaging were also noticed to have additional
risk factors for thrombosis. This study provides the largest data about Fabry patients from Turkey
and implies that co-existing risk factors unrelated to Fabry Disease have significant association with
the presence of clinical symptoms in females and might cause an early and severe clinical course in
males.
Copyright © 2018 Elsevier B.V. All rights reserved.
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Abstract
INTRODUCTION:
the secretion of antigens from the diet into breast milk has been extensively documented. The
transfer of gliadin could be critical for the development of an immune response.

OBJECTIVES:

to investigate the presence of immunogenic gluten peptides in the feces of infants fed with
different diets.

MATERIAL AND METHODS:
a blind, prospective, controlled, collaborative study was performed in three hospitals, between
September 2016 and January 2017. The study protocol was approved by the Ethics Committee of
the hospitals in Seville prior to starting the study.

RESULTS:
the cohort was divided into three groups of 30 infants: an experimental group (average age 9.2 ±
2.8 weeks) with exclusive breastfeeding, a control group 1 (average age 10.3 ± 3.3 weeks)
exclusively fed with onset formula and a control group 2 (average age 56 ± 3.7 weeks) with infants
that consumed gluten on a regular basis. The peptide 33-mer of gliadin was negative in all feces
samples from both the experimental and control group 1. With regard to control group 2, the
peptide 33-mer of gliadin was negative in 23% of cases (seven children). There was no difference in
the amount of gluten ingested by these children compared to those who excreted the 33-mer
peptide.

CONCLUSIONS:
the failure to detect gluten in the feces of infants that were exclusively breastfed indicates that it is
probably below the limits of detection. Healthy children who consume gluten may not excrete it in
feces.
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Abstract
OBJECTIVES:
To perform long-term celiac disease (CD) screening in an HLA-DQ2 (+) cohort from the general
population and to assess the influence of risk genotypes on its development.

METHODS:
In 2004, an HLA-DQ2 (+) cohort was selected. After the first CD screening at age 2 to 3 years, we
performed a follow-up screening 8 to 10 years later. Antitransglutaminase 2 antibodies were
determined using a rapid test kit. Results were confirmed by serum IgA antitransglutaminase 2 and
IgA endomysial antibody determination. CD diagnosis was carried out by intestinal biopsies. Four
HLA-DQ2 genotypic groups were used: G1: DQ2.5/DQ2.5 (G1A) or DQ2.5/ DQ2.2 (G1B); G2:
DQ2.2/DQ7.5 (DQ2.5 trans); G3: DQ2.5/ X; G4: DQ2.2/X.

RESULTS:
CD prevalence after 10 years of follow-up was 5.8% (95% confidence interval 3.8-8.7). One of every
3 HLA-DQ2(+) children carried at least 1 haplotype DQ2.2 or DQ7. The homozygous genotype
DQ2.5/DQ2.5 and the HLA-DQ2.5 trans genotype increased CD risk 4- and 3-fold, respectively. The
homozygous genotype DQ2.5/ DQ2.2 did not increase the CD risk. Children carrying G1 or G2
genotypes were diagnosed with CD earlier and more frequently during the follow-up compare with
those carrying G3 or G4 genotypes. Approximately 81% of children with spontaneous antibody
negativization after the first screening maintained negative antibodies.

CONCLUSIONS:
A repeated screening of at-risk children during their follow-up allowed us to diagnose new CD
cases. In our cohort, HLA- DQ2.5 trans genotype conferred a higher risk in the development of CD
than HLA- DQ2.5/DQ2.2. The majority of children with potential CD and CD autoimmunity at 10
years of age remained healthy.
PMID: 30418411
Similar articles

131. Psychiatr Genet. 2019 Apr;29(2):37-43. doi: 10.1097/YPG.0000000000000212.

Familial association of attention-deficit
hyperactivity disorder with autoimmune
diseases in the population of Sweden.
Li X1, Sjöstedt C1, Sundquist J1,2, Zöller B1, Sundquist K1,2.
Author information:
1. Center for Primary Health Care Research, Lund University, Malmö, Sweden.
2. Department of Family Medicine and Community Health, Department of Population Health
Science and Policy, Icahn School of Medicine at Mount Sinai, New York City, New York, USA.

Abstract
AIMS:
In the era of genome-wide association studies, familial risks are used to estimate disease
heritability and success in gene identification. We wanted to estimate associations of 42
autoimmune diseases with attention-deficit hyperactivity disorder (ADHD) between individuals and
family members.

PARTICIPANTS AND METHODS:
The availability of a Multigeneration Register in Sweden provides reliable access to family data that
covers the last century. An open cohort design of the diseases in individual and family members
was obtained through linkage to the Hospital Discharge Register. Standardized incidence ratios
were calculated as relative risks for ADHD in family members of affected patients compared with
those without affected family members.

RESULTS:
Among a total of 86 493 patients, 18 153 had a family history of autoimmune diseases. ADHD was
associated with 14 autoimmune diseases in the first-degree relatives, including ankylosing
spondylitis (standardized incidence ratio:1.13), celiac disease (1.16), Crohn's disease (1.07),
diabetes mellitus type 1 (1.19), discoid lupus erythematosus (1.26), glomerular nephritis chronic
(1.13), Hashimoto/hypothyroidism (1.11), lupoid hepatitis (1.44), multiple sclerosis (1.11), psoriasis
(1.18), Reiter's disease (1.38), rheumatoid arthritis (1.07), Sjögren's syndrome (1.21), and
ulcerative colitis (1.05).

CONCLUSION:
Familial associations with several autoimmune diseases suggest genetic sharing and challenge to
gene identification.
PMID: 30407269
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Abstract
Autoimmune diseases like celiac disease (CeD) and ulcerative colitis (UC) show a common genetic
background defined by the existence of shared susceptibility loci. We aimed to go deeper into this
common genetic background through performing a cross-disease study based on gene expression.
We measured the expression of 21 genes located in 13 CeD-UC susceptibility regions, and 10 genes
in five CeD risk regions. Determinations were carried out in colon/rectum samples from 13 UC
patients (inflamed and uninflamed tissue) and four colon samples from controls. Duodenal samples
from 19 CeD patients and 12 controls were used for comparisons. Differences were analyzed using
the Bayesian method. The shared chromosomal regions containing TNFAIP3, PTPN2, ICOSLG,
C1orf106, and IL21 showed similar results in both diseases. FASLG, PLEK, CCR4, and TAGAP, all
located in CeD risk loci, were up-regulated in both CeD and UC patients. Finally, ZFP36L1, ZMIZ1,
PUS10, UBE2L3, and BACH2 showed opposite results in CeD and UC. A high complexity underlies
autoimmune common susceptibility loci, as the expression pattern of the studied genes does not
always correlate with the one expected attending to the apparent genetic background.
Differentially expressed genes such as ZFP36L1, ZMIZ1, PUS10, and BACH2 deserve further
research in autoimmune diseases.
© 2018 John Wiley & Sons Ltd/University College London.
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Abstract
BACKGROUND:
Wheat is a common food allergen that can cause anaphylaxis.

OBJECTIVE:
We sought to determine the efficacy and safety of vital wheat gluten (VWG) oral immunotherapy
(OIT).

METHODS:
After baseline double-blind, placebo-controlled food challenge (DBPCFC), 46 patients with wheat
allergy (median age, 8.7 years; range, 4.2-22.3 years) were randomized 1:1 to low-dose VWG OIT
or placebo, with biweekly escalation to 1445 mg of wheat protein (WP). After a year 1 DBPCFC,
active subjects continued low-dose VWG OIT for another year and underwent a year 2 DBPCFC

and, if passed, a subsequent off-therapy DBPCFC. Placebo-treated subjects crossed over to highdose VWG OIT (maximum, 2748 mg of WP).

RESULTS:
The median baseline successfully consumed dose (SCD) was 43 mg of WP in both groups. At year 1,
12 (52.2%) of 23 low-dose VWG OIT-treated and 0 (0%) of 23 placebo-treated subjects achieved
the primary end point of an SCD of 4443 mg of WP or greater (P < .0001); median SCDs were 4443
and 143 mg, respectively. At year 2, 7 (30.4%) of 23 low-dose VWG OIT-treated subjects were
desensitized to an SCD of 7443 mg of WP; 3 (13%) achieved sustained unresponsiveness 8 to
10 weeks off therapy. Among placebo-treated subjects who crossed over to high-dose VWG OIT, 12
(57.1%) of 21 were desensitized after 1 year (median SCD, 7443 mg of WP; nonsignificant vs lowdose VWG OIT). At year 1, skin prick test responses and wheat- and omega-5 gliadin-specific IgE
levels did not differ between groups; the low-dose VWG OIT median specific IgG4 level was greater
than placebo (wheat, P = .0005; omega-5 gliadin, P = .0001). Year 1 SCDs correlated with wheatspecific (rho = 0.55, P = .0003) and omega-5 gliadin-specific (rho = 0.51, P = .001) IgG4 levels in all
subjects. Among 7822 low-dose VWG OIT doses in year 1, 15.4% were associated with adverse
reactions: 0.04% were severe, and 0.08% subjects received epinephrine. Among 7921 placebo
doses, 5.8% were associated with adverse reactions; none were severe.

CONCLUSIONS:
Low- and high-dose VWG OIT induced desensitization in about one half of the subjects after 1 year
of treatment. Two years of low-dose VWG OIT resulted in 30% desensitization, and 13% had
sustained unresponsiveness.
Copyright © 2018 American Academy of Allergy, Asthma & Immunology. Published by Elsevier Inc.
All rights reserved.
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Abstract
Wheat- and gluten-containing products are often blamed for triggering a wide range of
gastrointestinal symptoms, and this has fueled demand for gluten-free products worldwide. The
best studied 'gluten intolerance' is coeliac disease, an auto-immune disease that affects the small
intestine. Coeliac disease occurs in 1% of the population and requires strict, life-long avoidance of
gluten-containing foods as the only medical treatment. There is a larger group of individuals
(around 10-15% of the population) who report a wide-range of gastrointestinal symptoms that
respond well to a 'gluten-free diet', but who do not have coeliac disease - so called 'non-coeliac
gluten sensitivity (NCGS)'. The team at Monash University has identified other factors in glutencontaining foods that may be responsible for symptoms in this group of individuals with so-called,
NCGS. We have evidence that certain poorly absorbed short chain carbohydrates (called
FODMAPs) present in many gluten-containing food products, induce symptoms of abdominal pain,
bloating, wind and altered bowel habit (associated with irritable bowel syndrome, IBS). Our
research has shown that FODMAPs, and not gluten, triggered symptoms in NCGS. Going forward,
there are great opportunities for the food industry to develop low FODMAP products for this
group, as choice of grain variety and type of food processing technique can greatly reduce the
FODMAP levels in foods. The use of sourdough cultures in bread making has been shown to reduce
the quantities of FODMAPs (mostly fructan), resulting in bread products that are well tolerated by
patients with IBS. Greater interaction between biomedical- and food-scientists will improve
understanding about the clinical problems many consumers face, and lead to the development of
food products that are better tolerated by this group.
Copyright © 2018 Elsevier B.V. All rights reserved.
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Abstract
INTRODUCTION:
The prevalence of celiac disease (CD) is increased in diabetes mellitus type 1 (DM1) patients. In
most cases, CD is diagnosed in asymptomatic patients and hence periodic screening tests are
recommended, but the timing, frequency of tests and indication for duodenal biopsy is unclear.
The purpose of this study was to investigate the dynamics of CD serology in DM1 and identify risk
factors for CD.

METHODS:
Celiac serology and duodenal biopsy results from 1990 until 2015 were collected from patients
with DM1. The outcome of positive celiac serology, the incidence and risk factors for CD in DM1
patients were investigated.

RESULTS:
A total of 314 DM1 patients who had celiac serology were identified, with follow-up period up to
23 years. Of 31 patients (9.9%) with positive celiac serology, 11(35.4%) had spontaneous
normalization after various time periods. Eighteen patients were diagnosed with CD (58.1% of
positive celiac serology, 5.73% of the study cohort). Age under 4.5 years was a risk factor for CD,
but not family background of autoimmune diseases or gender. All patients with CD diagnosis were
diagnosed during the first 6 years following DM1 diagnosis.

CONCLUSION:
Screening asymptomatic DM1 patients for CD beyond 6 years after diagnosis is not recommended.
Spontaneous normalization of CD serology occurs, and hence, serologic follow-up may be
performed. In children with DM1 diagnosis under the age of 4.5 years or with positive CD serology
at DM1 diagnosis, there is an increased risk for CD and therefore positive serology should lead to
biopsy.
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Abstract
Starch is a major determinant of the glycemic responses elicited by our diets, but the exact
contribution of the two main amylolytic enzymes (salivary and pancreatic α-amylases) remains a
matter of debate. Our aim was to investigate the contribution of the oral, gastric and intestinal
phases to the hydrolysis of starch in bread and pasta during dynamic in vitro digestions using
DiDGI®. Before its inactivation by the low gastric pH, salivary α-amylase released about 80% of the
starch in bread and 30% of that in pasta, hydrolysing over half of it into oligosaccharides.
Accordingly, the contribution of pancreatic α-amylase during the intestinal phase was lower for
bread than pasta. Our results are well correlated with in vivo data, and demonstrate the
importance of salivary α-amylase during oro-gastric processing of starchy foods. This finding is
discussed in relation with observations regarding salivary α-amylase from other fields of
knowledge.
Copyright © 2018 Elsevier Ltd. All rights reserved.
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Abstract
BACKGROUND & AIMS:
Celiac disease (CeD) has characteristics of an autoimmune disease, such as increased antibody
levels to tissue transglutaminase (tTG). However, assays to measure these biomarkers in blood
samples do not identify patients with sufficient accuracy for diagnosis or monitoring of CeD. We
aimed to discover biomarkers of CeD derived from neoepitopes of deamidated gliadin peptides
(DGP) and tTG fragments and to determine if immune reactivity against these epitopes can identify
patients with CeD with mucosal healing.

METHODS:
We analyzed serum samples from 90 patients with biopsy-proven CeD and 79 healthy individuals
(controls) for immune reactivity against the tTG-DGP complex (discovery cohort). A fluorescent
peptide microarray platform was used to estimate the antibody-binding intensity of each
synthesized tTG-DGP epitope. We validated our findings in 82 patients with newly diagnosed CeD
and 217 controls. We tested the ability of our peptide panel to identify patients with mucosal
healing (based on the histologic analysis) using serum samples from patients with treated and
healed CeD (n = 85), patients with treated but unhealed CeD (n = 81; villous atrophy despite a
adhering a gluten-free diet), patients with untreated CeD (n = 82) and disease controls (n = 27),
villous atrophy without CeD), and healthy controls (n = 217). Data were analyzed using principal
component analysis followed by machine learning and support vector machine modeling.

RESULTS:
We identified 172 immunogenic epitopes of the tTG-DGP complex. We found significantly
increased immune reactivity against these epitopes vs controls. In the both cohort, the set of
neoepitopes derived from the tTG-DGP complex identified patients with CeD with 99% sensitivity
and 100% specificity. Serum samples from patients with untreated CeD had the greatest mean
antibody-binding intensity against the tTG-DGP complex (32.5 ± 16.4). The average antibodybinding intensity was significantly higher in serum from patients with treated but unhealed CeD
mucosa (15.1 ± 7.5) than in patients with treated and healed CeD mucosa (5.5 ± 3.4) (P < .001). The
assay identified patients with mucosa healing status with 84% sensitivity and 95% specificity.

CONCLUSIONS:
We identified immunogenic epitopes of the tTG-DGP complex, and found that an assay to measure
the immune response to epitopes accurately identified patients with CeD, as well as patients with
mucosal healing. This biomarker assay might be used in detection and monitoring of patients with
CeD.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
Refractory celiac disease (RCD) is a rare condition, usually managed at specialized centers.
However, gastroenterologists and pathologists in general practices are often the first to consider a
diagnosis of RCD in celiac patients with persistent symptoms. The distinction between type I and
type II RCD is crucial as patients with RCD II have a shortened life expectancy. The diagnosis of RCD
II requires the demonstration of abnormal intraepithelial lymphocytes and/or monoclonal T-cell
populations in duodenal biopsies, typically assessed in formalin-fixed paraffin-embedded tissue.
We investigated the clinical significance of T-cell receptor gene rearrangements and CD3/CD8
staining in formalin-fixed paraffin-embedded biopsies from 32 patients with RCD I (4), RCD II (3),
newly diagnosed celiac disease (CD) (10), established CD patients with follow-up biopsies (10), and
Helicobacter pylori-associated lymphocytosis (5). Clonal T-cell populations were present in all
lymphocytosis groups but not in normal controls. No difference in the frequency of clonal
populations or persistence of identical clones was found between RCD I and II patients. The degree
of villous blunting did not correlate with clonal status in any group. No difference in the number of
CD3/CD8-positive intraepithelial lymphocytes per 100 enterocytes was found between groups. We
suggest that clonal evaluation of T cells should not be employed routinely in the evaluation of CD
patients with persistent symptoms until common causes of "apparent refractoriness" have been
excluded. In addition, lymphocyte phenotyping and T-cell clonal analysis appear to be insufficient
as stand-alone tests to reliably distinguish RCD I and II.
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Abstract
Humankind has existed for 2·5 million years but only in the past 10 000 years have we been
exposed to wheat. Therefore, it could be considered that wheat (gluten) is a novel introduction to
humankind's diet! Prior to 1939, the rationing system had already been devised. This led to an
imperative to try to increase agricultural production. Thus, it was agreed in 1941 that there was a
need to establish a Nutrition Society. The very roots of the Society were geared towards
necessarily increasing the production of wheat. This goal was achieved and by the end of the 20th
century, global wheat output had expanded by 5-fold. Perhaps, as a result, the epidemiology of
coeliac disease (CD) or gluten sensitive enteropathy has changed. CD now affects 1 % or more of all
adults. Despite this, delays in diagnosis are common, for every adult patient diagnosed
approximately three-four cases are undetected. This review explores humankind's relationship
with gluten, wheat chemistry, the rising prevalence of modern CD and the new entity of noncoeliac gluten or wheat sensitivity. The nutritional interventions of a low fermentable oligo-, diand mono-saccharides and polyols diet and gluten-free diet (GFD) for irritable bowel syndrome and
the evidence to support this approach (including our own published work) are also reviewed. There
appears to be a rising interest in the GFD as a 'lifestyler', 'free from' or 'clean eater' choice, causing
concern. Restrictive diets may lead to potential nutritional implications, with long-term effects
requiring further exploration.
PMID: 30322423
Similar articles

140. J Pediatr Gastroenterol Nutr. 2019 Mar;68(3):e43-e50. doi: 10.1097/MPG.0000000000002171.

Intracellular Localization of Microbial
Transglutaminase and Its Influence on the
Transport of Gliadin in Enterocytes.
Stricker S1, de Laffolie J1, Rudloff S1,2, Komorowski L3, Zimmer KP1.
Author information:
1. Department of Paediatrics.

2. Institute of Nutritional Science, Justus-Liebig-University Giessen, Giessen.
3. Institute of Experimental Immunology, Euroimmun AG, Lübeck, Germany.

Abstract
OBJECTIVE:
Celiac disease (CD) is a systemic inflammatory disorder, characterized by the destruction of
duodenal epithelium. The CD8 T cells involved are associated with cross-presentation. In addition
to other factors, the rising prevalence of CD might be induced by microbial transglutaminase (mTG)
an enzyme frequently used in food production that shares enzymatic and antigenic properties of
tissue transglutaminase (TG2), the autoantigen in CD. We hypothesized that mTG and gliadin are
transported into the endoplasmic reticulum (ER), indicating cross-presentation of both antigens.

METHODS:
Apical incubation of duodenal biopsies from CD and control patients was performed with mTG
alone or with mTG and simultaneously with Frazer's fraction. Evaluation was carried out by
immunofluorescence and electron microscopy.

RESULTS:
Approximately 6% to 9% of the intracellular mTG and gliadin were transported to the ER of
enterocytes. RACE cells (Rapid uptake of Antigen into the Cytosol of Enterocytes) displayed an
enhanced antigen uptake into a dilated ER. mTG strongly localized at the basolateral membrane
and the lamina propria.

CONCLUSIONS:
mTG and gliadin are transported to the ER of enterocytes and to a greater extent to the ER of RACE
cells, suggesting cross-presentation of exogenous antigens. The strong localization of mTG at the
basolateral membrane and the lamina propria may also indicate a potential antigenic interaction
with cells of the immune system. Since mTG may not only been taken up with food stuffs but could
also be released by bacteria within the intestinal microbiota, further investigations are needed
regarding the role of mTG in CD pathogenesis.
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Abstract
BACKGROUND:
there are no effective methods to easily control the correct adherence to a gluten-free diet (GFD)
in celiac disease (CD) patients.

AIM:
to assess the sensitivity and specificity of a rapid immunochromatographic (IC) test that detects
gluten immunogenic peptides (GIP) in feces, compared to an enzyme-linked immunosorbent assay
(ELISA) method.

METHODS:
fecal samples from healthy infants were analyzed by a rapid IC test and ELISA, both methods are
based on the anti-gliadin 33-mer monoclonal antibody. Group 1 included infants aged from 6 to 24
months, with an unrestricted consumption of gluten containing cereals. Group 2 (negative
controls) was comprised of infants aged from 0 to 6 months, either breastfed or formula fed who
had never ingested gluten.

RESULTS:
in group 1 (n = 34), all infants had positive values by ELISA, the mean was 13.13 μgGIP/g (range
0.56-46.79). The IC test was negative in 5/20 cases and there was a significant correlation
(p=0.006) between the mean daily gluten intake and GIP in feces. In group 2 (n = 20), all the
samples were negative by both methods. Moreover, the Kappa Fleiss concordance index (Kappa =
0.79 CI95% [0.616, 0.965]) indicated a moderate concordance between both methods.

CONCLUSIONS:
according to our results, both methods are highly specific. However, the ELISA test had a higher
sensitivity. Although we found a significant correlation between the amount of gluten consumed
and GIP recovery in feces, further studies are needed to clarify the impact of individual
confounding factors in GIP recovery.
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Abstract
BACKGROUND:
Coeliac disease is an autoimmune disorder triggered by the ingestion of gluten. In recent years,
there has been considerable increase in the availability of gluten-free products in North America.
The present study investigated how the recent proliferation of the gluten-free industry has
affected individuals living with coeliac disease, with a primary focus on their social lives and
relationships.

METHODS:
Interpretive phenomenology was utilised for study design and analysis. Semi-structured interviews
were conducted with 17 adults diagnosed with coeliac disease in Calgary, Alberta. Interviews were
audio recorded and then transcribed for analysis.

RESULTS:
People living with coeliac disease experience the growth of the gluten-free industry as a 'doubleedged sword'. Although they are grateful for more palatable gluten-free options, they are
increasingly faced with misunderstandings about the severity of coeliac disease as a result of many
noncoeliac disease individuals subscribing to the gluten-free diet. This 'double-edged sword' made
certain types of social situations more easily manageable (e.g. more gluten-free options available
at restaurants), whereas others produced distress (e.g. increased risk of inadvertently consuming
gluten). Participants also felt they may be perceived or even perceived themselves differently (e.g.

felt high maintenance). To help mitigate these social ramifications of following the gluten-free diet,
participants utilised various strategies.

CONCLUSIONS:
The sole medical recommendation of a gluten-free diet fails to acknowledge the ongoing
difficulties those with coeliac disease can endure in the current gluten-free landscape.
Recommendations beyond the gluten-free diet are advisable to alleviate many of the indirect
burdens revealed in the present study.
© 2018 The British Dietetic Association Ltd.
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Abstract
Celiac disease (CD) is a T-cell mediated genetically inherited autoimmune disease affecting
approximately 1% of the population. Research suggests that CD impacts executive functioning (EF)
and social phobia (SP). However, most of the literature in this area focuses on age groups outside
of the traditional college age range and has never measured EF and SP together. This descriptive
study compared traditional age female college students with CD to age- and sex-matched college
students without CD on measures of EF and SP. Participants completed the Behavior Rating
Inventory of Executive Function-Adult version (BRIEF-A), the Social Anxiety Questionnaire for
Adults-Short Form (SAQ-A30), and a demographic questionnaire. Results indicated that
participants with CD reported lower grade point averages; scored lower on BRIEF-A measures of
working memory, planning/organization, and organization of materials; and scored higher on SAQA30 measures involving interactions with the opposite sex and strangers. Implications for nursing
practice are discussed. [Journal of Psychosocial Nursing and Mental Health Services, 57(2), 25-34.].
Copyright 2018, SLACK Incorporated.
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Abstract
School nurses play a major role in the care of students with food-related diversities balancing
responsibilities such as providing a safe environment, encouraging leadership and community
outreach, giving guidance to family and peers with care coordination, and providing needed
accommodations so that all students may thrive in the school setting. It is essential that school
nurses share their understanding of what it is like to live with the serious genetic autoimmune
disorder known as celiac disease. With improved knowledge, the school education team,
nutritional staff, and guidance counselors will have a better understanding of what the student is
facing and the unique challenges it presents, because celiac disease is not a food allergy, but much
more.
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Abstract
We have recognized red spot lesions (RSLs) in the duodenal bulb in children with celiac disease
(CD) and believe they may represent an underappreciated and distinct endoscopic sign of CD. A
total of 171 pediatric patients undergoing esophagogastroduodenoscopy with duodenal biopsy for
symptoms consistent with CD were prospectively recruited. There were 75 patients who met
criteria for CD and the remaining 96 patients served as symptomatic controls. As compared to
endoscopic markers frequently mentioned in literature, RSLs had comparable sensitivity,
specificity, positive predictive value, and negative predictive value of 31%, 94%, 80%, and 64%,
respectively. If RSLs are noted during endoscopy in a patient with gastrointestinal symptoms that
might be the result of CD, then sufficient duodenal biopsies to make the diagnosis of CD should be
obtained.
PMCID: PMC6344298 [Available on 2020-02-01]
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Abstract
PURPOSE:
To compare image quality of abdominal arteries between full-iodine-dose conventional CT and
half-iodine-dose virtual monochromatic imaging (VMI).

MATERIALS AND METHODS:
We retrospectively evaluated images of 21 patients (10 men, 11 women; mean age, 73.9 years)
who underwent both full-iodine (600 mg/kg) conventional CT and half-iodine (300 mg/kg) VMI. For
each patient, we measured and compared CT attenuation and the contrast-to-noise ratio (CNR) of
the aorta, celiac artery, and superior mesenteric artery (SMA). We also compared CT dose index
(CTDI). Two board-certified diagnostic radiologists evaluated visualisation of the main trunks and
branches of the celiac artery and SMA in maximum-intensity-projection images. We evaluated
spatial resolution of the two scans using an acrylic phantom.

RESULTS:
The two scans demonstrated no significant difference in CT attenuation of the aorta, celiac artery,
and SMA, but CNRs of the aorta and celiac artery were significantly higher in VMI (p = 0.011 and
0.030, respectively). CTDI was significantly higher in VMI (p = 0.024). There was no significant
difference in visualisation of the main trunk of the celiac artery and SMA, but visualisation of the
gastroduodenal artery, pancreatic arcade, branch of the SMA, marginal arteries, and vasa recta
was significantly better in the conventional scan (p < 0.001). The calculated modular transfer
function (MTF) suggested decreased spatial resolution of the half-iodine VMI.

CONCLUSION:
Large-vessel depiction and CNRs were comparable between full-iodine conventional CT and halfiodine VMI images, but VMI did not permit clear visualisation of small arteries and required a
larger radiation dose.

KEY POINTS:
・Reducing the dose of iodine contrast medium is essential for chronic kidney disease patients to
prevent contrast-induced nephropathy. ・In virtual monochromatic images at low keV, contrast of
relatively large vessels is maintained even with reduced iodine load, but visibility of small vessels is
impaired with decreased spatial resolution. ・We should be aware about the advantages and
disadvantages associated with virtual monochromatic imaging with reduced iodine dose.
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Abstract
Hashimoto's thyroiditis (HT) and Graves' disease (GD) are examples of autoimmune thyroid disease
(AITD), the commonest autoimmune condition. Antibodies to thyroid peroxidase (TPO), the
enzyme that catalyses thyroid-hormone production and antibodies to the receptor for the thyroidstimulating hormone, are characteristic of HT and GD, respectively. It is presently accepted that
genetic susceptibility, environmental factors, including nutritional factors and immune disorders
contribute to the development of AITD. Aiming to investigate the effect of iodine, iron and
selenium in the risk, pathogenesis and treatment of thyroid disease, PubMed and the Cochrane
Library were searched for relevant publications to provide a narrative review. Iodine: chronic
exposure to excess iodine intake induces autoimmune thyroiditis, partly because highly-iodinated
thyroglobulin (Tg) is more immunogenic. The recent introduction of universal salt iodisation can
have a similar, although transient, effect. Iron: iron deficiency impairs thyroid metabolism. TPO is a
haem enzyme that becomes active only after binding haem. AITD patients are frequently irondeficient since autoimmune gastritis, which reduces iron absorption and coeliac disease which
causes iron loss, are frequent co-morbidities. In two-thirds of women with persistent symptoms of
hypothyroidism despite appropriate levothyroxine therapy, restoration of serum ferritin above 100
µg/l ameliorated symptoms. Selenium: selenoproteins are essential to thyroid action. In particular,
the glutathione peroxidases remove excessive hydrogen peroxide produced there for the
iodination of Tg to form thyroid hormones. There is evidence from observational studies and
randomised controlled trials that selenium, probably as selenoproteins, can reduce TPO-antibody
concentration, hypothyroidism and postpartum thyroiditis. Appropriate status of iodine, iron and
selenium is crucial to thyroid health.
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Abstract
BACKGROUND:
Autoimmune liver disease (AILD) includes autoimmune hepatitis (AIH) and autoimmune sclerosing
cholangitis (ASC). AILD is often associated with other extra-hepatic immune-mediated disorders
(EDs), but there are few pediatric studies available to date. In this study we evaluated the
association between AILD and EDs in our pediatric series.

METHODS:
In this single centre retrospective study 48 patients (39 AIH and 9 ASC children) were evaluated.
Thirty-six children were primarily referred to our Centre for liver disease suspicion, while the
remaining twelve had a previous diagnosis of EDs. All the patients were screened for various EDs at
AILD diagnosis and yearly during the follow-up.

RESULTS:
Mean duration of follow-up was 9 years and 1 month. Twenty-two (46%) patients had a diagnosis
of EDs. Ulcerative colitis (UC) was the most frequent EDs (9 patients), followed by autoimmune
thyroid disease (5 patients) and celiac disease (5 patients). In 7 out of 9 UC patients, ASC was
present.

CONCLUSIONS:
Our study showed a high association (46%) between AILD and EDs. In particular, in 8 out of 9 ASC
patients UC was diagnosed (p-value 0.007). It is important to look for EDs in AILD children and,
conversely, AILD in EDs children with abnormal liver function tests.
Copyright © 2018. Published by Elsevier Ltd.
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Abstract
BACKGROUND & AIMS:
Studies of non-celiac gluten or wheat sensitivity (NCGWS) have increased but there are no
biomarkers of this disorder. We aimed to evaluate histologic features of colon and rectal tissues
from patients with NCGWS.

METHODS:
We performed a prospective study of 78 patients (66 female; mean age, 36.4 years) diagnosed
with NCGWS by double-blind wheat challenge at 2 tertiary care centers in Italy, from January 2015
through September 2016. Data were also collected from 55 patients wither either celiac disease or
self-reported NCGWS but negative results from the wheat-challenge test (non-NCGWS controls).
Duodenal and rectal biopsies were collected and analyzed by immunohistochemistry to quantify
intra-epithelial CD3+ T cells, lamina propria CD45+ cells, CD4+ and CD8+ T cells, mast cells, and
eosinophils and to determine the presence and size of lymphoid nodules in patients with NCGWS
vs patients with celiac disease or non-NCGWS controls.

RESULTS:
Duodenal tissues from patients with NCGWS had significantly higher numbers of intra-epithelial
CD3+ T cells, lamina propria CD45+ cells, and eosinophils than duodenal tissues from non-NCGWS
controls. Duodenal tissues from patients with NCGWS and dyspepsia had a higher number of
lamina propria eosinophils than patients with NCGWS without upper digestive tract symptoms.
Rectal mucosa from patients with NCGWS had a larger number of enlarged lymphoid follicles,
intra-epithelial CD3+ T cells, lamina propria CD45+ cells, and eosinophils than rectal mucosa from
non-NCGWS controls. Duodenal and rectal mucosal tissues from patients with celiac disease had
more immunocytes (CD45+ cells, CD3+ cells, and eosinophils) than tissues from patients with
NCGWS or non-NCGWS controls.

CONCLUSIONS:
We identified markers of inflammation, including increased numbers of eosinophils, in duodenal
and rectal mucosa from patients with NCGWS. NCGWS might therefore involve inflammation of

the entire intestinal tract. Eosinophils could serve as a biomarker for NCGWS and be involved in its
pathogenesis. Clinicaltrials.gov: NCT01762579.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
Background:

Growth monitoring of apparently healthy children aims at early detection of serious conditions by
use of both clinical expertise and algorithms that define abnormal growth. The seven existing
algorithms provide contradictory definitions of growth abnormality and have a low level of
validation.

Objective:
An external validation study with head-to-head comparison of the seven algorithms combined with
study of the impact of use of the World Health Organization (WHO) vs national growth charts on
algorithm performance.

Design:
With a case-referent approach, we retrospectively applied all algorithms to growth data for
children with Turner syndrome, GH deficiency, or celiac disease (n = 341) as well as apparently
healthy children (n = 3406). Sensitivity, specificity, and theoretical reduction in time to diagnosis
for each algorithm were calculated for each condition by using the WHO or national growth charts.

Results:
Among the two algorithms with high specificity (>98%), the Grote clinical decision rule had higher
sensitivity than the Coventry consensus (4.6% to 54% vs 0% to 8.9%, P < 0.05) and offered better
theoretical reduction in time to diagnosis (median: 0.0 to 0.9 years vs 0 years, P < 0.05). Sensitivity
values were significantly higher with the WHO than national growth charts at the expense of
specificity.

Conclusion:
The Grote clinical decision rule had the best performance for early detection of the three studied
diseases, but its limited potential for reducing time to diagnosis suggests the need for betterperforming algorithms based on appropriate growth charts.
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Abstract
BACKGROUND:
The development of new products with a focus on nutrition, rather than other technical aspects, is
essential to improve the quality of celiac diets. Nutritional attributes of white and brown sorghum
gluten-free pasta developed in a previous work were analyzed. The extent and kinetics of starch in
vitro digestion, estimated glycemic index (eGI), potentially bioaccessible and dialyzable
polyphenols, and antioxidant activity were evaluated and compared with commercial products.

RESULTS:
Sorghum flour samples were used to obtain pasta with high protein (≈170 g kg-1 ), dietary fiber
(≈80 g kg-1 ), polyphenols (2.6 g GA kg-1 pasta), and antioxidant activity. This sorghum pasta showed
slower starch in vitro digestion than the other gluten-free pasta, with a high level of protein
hydrolysis (76%). The highest eGI was observed in a rice sample (69.8) followed by a corn-based
pasta (66.4). White and brown sorghum gluten-free pasta showed 2.9 and 2.4 times, respectively,
higher potentially bioaccessible polyphenol content compared to that in cooked pasta. No
significant variation in antioxidant activity was found in sorghum pasta after digestion and around
48% and 36% of activity was detected in dialysate.

CONCLUSION:
Both types of sorghum gluten-free pasta have demonstrated their nutritional value and represent
a good potential alternative to current commercial pasta. © 2018 Society of Chemical Industry.
© 2018 Society of Chemical Industry.
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Abstract
Celiac disease is a common immune-mediated disease, that may present, after gluten ingestion,
with various and heterogeneous symptoms that can vary according to patients' age. The diagnostic
screening test is serum anti-tissue transglutaminase IgA level. In doubt cases, antiendomysium IgA
and the antideamidated gliadin peptides IgG could be useful to confirm the suspicion, before a
biopsy will be perform. Since 2012, guidelines have made it possible to avoid the biopsy in
symptomatic pediatric patients with high levels of antitransglutaminase IgA, positivity to
antiendomysium IgA, and with HLA DQ2 or DQ8. In all other cases duodenal biopsy is still
mandatory to confirm the diagnosis. The therapy of celiac disease is a lifelong gluten free diet. In
children prognosis of celiac disease is good, without complications. Here we review and discuss the
present literature about celiac disease in childhood.
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Abstract
OBJECTIVE:
As our collective experience with complex endovascular aneurysm repair (EVAR) has grown, an
increasing number of older patients are being offered endovascular repair of juxtarenal aneurysms.
Outcomes after complex EVAR in this older subpopulation are not well-described. We sought to

specifically evaluate clinical outcomes after complex EVAR compared with infrarenal EVAR in a
cohort of octogenarians.

METHODS:
A single-center retrospective review was conducted using a database of consecutive patients
treated with elective EVAR for abdominal aortic aneurysms (AAAs) between 2009 and 2015. Only
patients 80 years of age or older were included. Patients in the complex EVAR group were treated
with either snorkel/chimney or fenestrated techniques, whereas infrarenal EVAR consisted of
aneurysm repair without renal or visceral involvement. Relevant demographic, anatomic, and
device variables, and clinical outcomes were collected.

RESULTS:
There were 103 patients (68 infrarenal, 35 complex) treated within the study period with a mean
follow-up of 21 months. A total of 75 branch grafts were placed (59 renal, 11 celiac, 5 superior
mesenteric artery) in the complex group, with a target vessel patency of 98.2% at latest follow-up.
Patients undergoing complex EVAR were more likely to be male (82.8% vs 60.2%; P = .02) and have
a higher prevalence of renal insufficiency (71.4% vs 44.2%; P = .008). The 30-day mortality was
significantly greater in patients treated with complex EVAR (8.6% vs 0%; P = .03). There were no
differences in major adverse events (P = .795) or late reintervention (P = .232) between groups.
Interestingly, sac growth of more than 10 mm was noted to be more frequent with infrarenal EVAR
(17.6% vs 2.8%; P = .039). However, both type IA (5.7% infrarenal; 4.9% complex) and type II
endoleaks (32.3% infrarenal; 25.7% complex) were found to be equally common in both groups.
Complex EVAR was not associated with increased all-cause mortality at latest follow-up (P = .322).
Multivariable Cox modeling demonstrated that AAAs greater than 75 mm in diameter (hazard
ratio; 4.9; 95% confidence interval, 4.6-48.2) and renal insufficiency (hazard ratio, 3.71; 95%
confidence interval, 1.17-11.6) were the only independent risk factors of late death.

CONCLUSIONS:
Complex EVAR is associated with greater perioperative mortality compared with infrarenal EVAR
among octogenarians. However, late outcomes, including the need for reintervention and all-cause
mortality, are not significantly different. Larger aneurysms and chronic kidney disease portends
greater risk of late death after EVAR, regardless of AAA complexity. These patient-related factors
should be considered when offering endovascular treatment to older patients.
Copyright © 2018 Society for Vascular Surgery. Published by Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND & AIMS:
Given the increased morbidity and potential mortality of celiac disease, guidelines recommend
screening high-risk individuals, including first-degree relatives of patients. We assessed how
commonly celiac disease testing occurs in these individuals and identified factors that influence
testing.

METHODS:
Relatives of 2081 patients with biopsy-diagnosed celiac disease and followed up at Columbia
University Medical Center were identified using relationship inference from the electronic health
record-a validated method that uses emergency contact information to identify familial
relationships. We manually abstracted data from each record and performed univariate and
multivariate analyses to identify factors associated with testing relatives for celiac disease.

RESULTS:
Of 539 relatives identified, 212 (39.3%) were tested for celiac disease, including 50.4% (193 of 383)
of first-degree relatives and 71.5% (118 of 165) of symptomatic first-degree relatives. Of the 383
first-degree relatives, only 116 (30.3%) had a documented family history of celiac disease. On
multivariate analysis, testing was more likely in adults (odds ratio [OR], for 18-39 y vs younger than
18 y, 2.27; 95% CI, 1.12-4.58); relatives being seen by a gastroenterologist (OR, 15.16; 95% CI, 7.7229.80); relatives with symptoms (OR, 3.69; 95% CI, 2.11-6.47); first-degree relatives of a patient
with celiac disease (OR, 4.90, 95% CI, 2.34-10.25); and relatives with a documented family history
of celiac disease (OR, 11.9, 95% CI, 5.56-25.48).

CONCLUSIONS:
By using an algorithm to identify relatives of patients with celiac disease, we found that nearly 30%
of symptomatic first-degree relatives of patients with celiac disease have not received the tests
recommended by guidelines. Health care providers should implement strategies to identify and

screen patients at increased risk for celiac disease, including methods to ensure adequate
documentation of family medical history.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
AIM:
This study investigated the seasonality of birth in children diagnosed with coeliac disease (CD) at a
tertiary University hospital in Southern Israel.

METHODS:
This was a population-based retrospective time series analysis study from January 1988 to
December 2014. There were 308 903 live births at Soroka University Medical Centre during the
study period and 699 were diagnosed with CD. We combined three databases covering births, CD
diagnoses and weather indices. The daily proportion of births that resulted in CD for the different
four seasons and high seasons were compared to the weather indices on the day of birth using
negative binomial regression.

RESULTS:
Statistically significant associations were found between the season of birth and the rate of CD,
with autumn births being associated with a higher risk for the development of CD than births
during the summer, with an incidence ratio of 1.22. The association was further increased when

the defined summer and autumn high seasons were used, with an incidence ratio of 1.40. No
association was found between CD and the mean temperature and global radiation.

CONCLUSION:
Coeliac disease was associated with birth during the autumn and the autumn high season posed an
even more significant risk factor.
©2018 Foundation Acta Paediatrica. Published by John Wiley & Sons Ltd.
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Abstract
BACKGROUND AND AIMS:
Coeliac disease (CD) is more common in those with type 1 diabetes mellitus (T1DM) and may be
asymptomatic despite the presence of intestinal histological changes. Optimal screening practice
guidelines differ internationally. We undertook a retrospective audit to determine the efficacy of
current screening practice for CD in T1DM in our centre.

METHODS:
All children and adolescents < 16 years, diagnosed with T1DM in our service and continuing to
attend the service in January 2017 were included. Data on CD screening was collected and
compared to current NICE, NASPGHAN and ESPGHAN guidelines.

RESULTS:
Of the 355 patients attending our service, 253 attended from T1DM diagnosis and all had CD
screening performed in our centre. In 37 of 253 patients, IgA-TTG was positive, providing a
cumulative prevalence of 14.6%. Of these, 31(83.78%) with an elevated TTG on screening had no
recorded gastrointestinal symptoms or CD-related clinical signs. Of the 35 TTG plus EMA-positive
patients, 22/35 (59.46%) had diagnostic endoscopic biopsy. Nineteen (83.4%) had CD confirmed, 1
(4.54%) had negative biopsy and 2 (9%) had equivocal, non-diagnostic changes.

CONCLUSIONS:
Timely diagnosis of CD can prevent chronic ill health in affected individuals, and in patients with
T1DM, CD is an independent risk factor for increased morbidity and mortality. Given the high
prevalence of atypical symptoms and silent CD in those with T1DM, in this and other studies, and
the benefits of detection and treatment of CD, screening is essential. Large-scale data collection
allowing for the development of evidence-based guidelines is required.
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Abstract
GOALS:
The goals of this study were to evaluate the efficacy and safety of a probiotic mixture in patients
with celiac disease (CD) with irritable bowel syndrome (IBS)-type symptoms despite a strict glutenfree diet (GFD).

BACKGROUND:
About 30% of patients with CD adherent to a GFD suffer from IBS-type symptoms; a possible cause
resides in the imbalances of the intestinal microbiota in CD. Probiotics may represent a potential
treatment.

STUDY:
CD patients with IBS-type symptoms entered a prospective, double-blind, randomized placebocontrolled study. A 6-week treatment period was preceded by a 2-week run-in and followed by a 6week follow-up phase. Clinical data were monitored throughout the study by validated
questionnaires: IBS Severity Scoring System (IBS-SSS); Gastrointestinal Symptom Rating Scale
(GSRS); Bristol Stool Form Scale (BSFS); and IBS Quality of Life Questionnaire (IBS-QOL). The fecal
microbiota were assayed using plate counts and 16S rRNA gene-based analysis.

RESULTS:
In total, 109 patients were randomized to probiotics (n=54) or placebo (n=55). IBS-SSS and GSRS
decreased significantly in probiotics, as compared with placebo [(-15.9%±14.8% vs. 8.2%±25.9%;
P<0.001) and (-19.8%±16.6% vs. 12.9%±31.6%; P<0.001)], respectively. Treatment success was
significantly higher in patients receiving probiotics, as compared with placebo (15.3% vs. 3.8%;

P<0.04). Presumptive lactic acid bacteria, Staphylococcus and Bifidobacterium, increased in
patients receiving probiotic treatment. No adverse events were reported.

CONCLUSIONS:
A 6-week probiotic treatment is effective in improving the severity of IBS-type symptoms, in CD
patients on strict GFD, and is associated with a modification of gut microbiota, characterized by an
increase of bifidobacteria.
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Abstract
BACKGROUND & AIMS:
Information about the clinical outcome of patients with non-celiac wheat sensitivity (NCWS)
treated with gluten-free diet (GFD) derive from studies assessing the symptom response in the first
few weeks of treatment. We aimed to evaluate the clinical response to the GFD and the quality of
life (QoL) of NCWS patients in the long term.

METHODS:
Forty-four NCWS (diagnosed according to the Salerno criteria) participated in the study.
Participants rated their symptoms according to a 0-10 scale patients and filled in a QoL
questionnaire (CDQ) before the beginning of the GFD and during a follow-up evaluation performed
after at least one year. To assess the reliability of the questionnaire we also included a control
group of 43 matched patients with celiac disease (CD).

RESULTS:
Upon diagnosis, NCWS patients had a high prevalence of intestinal and extraintestinal symptoms.
Also, most symptoms were described as severe and the QoL questionnaire showed high scores. On
follow-up, both prevalence and severity of the most common symptoms were significantly
reduced. However, persistent intestinal and extraintestinal symptoms of mild severity were found
in 65.9 and 72.7% of NCWS patients. In comparison, in the CD group, the prevalence was lower
(32.6 and 23.2% respectively) and consistent with previous studies. The analyses of the
determinant of QoL showed that, upon diagnosis, NCWS patients had higher scores in the CDQ
"gastrointestinal symptoms" (p < 0.001), "emotional aspects" (p < 0.001) and "social problems"

(p < 0.001) subclasses compared to CD patients. After the GFD, NCWS and CD patients shared
similar scores in all of the subclasses.

CONCLUSIONS:
A significant proportion of NCWS patients still complains of intestinal and extraintestinal
symptoms, even if significantly attenuated by the GFD, even years after the diagnosis. A
comprehensive nutritional evaluation of these patients is required to further improve their
symptoms and their QoL.
Copyright © 2017 Elsevier Ltd and European Society for Clinical Nutrition and Metabolism. All
rights reserved.
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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.
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Abstract
GOAL:
The goal of this study is to determine factors associated with performance of duodenal biopsy
during upper endoscopy.

BACKGROUND:
Celiac disease (CD) prevalence approaches 1% in the United States and Europe, yet CD remains
underdiagnosed, in part because of low rates of duodenal biopsy during upper endoscopy. We
aimed to identify patient and provider factors associated with performance of duodenal biopsy
during upper endoscopy.

STUDY:
In our hospital-based endoscopy suite, we identified all patients not previously diagnosed with CD
who underwent upper endoscopy during a 5-year period for one of the following indications:
abdominal pain/dyspepsia, gastroesophageal reflux (GERD), anemia/iron deficiency, diarrhea, and
weight loss. We employed univariate and multivariate analysis to determine the association
between clinical factors and the performance of duodenal biopsy.

RESULTS:
Of 8572 patients included in the study, 4863 (57%) underwent duodenal biopsy. Of those who
underwent duodenal biopsy, 24 (0.49%) were found to have CD. On multivariate analysis, age,
gender, indication, gross endoscopic appearance, physician affiliation with a celiac disease center,
and absence of a participating trainee were all significantly associated with the performance of
duodenal biopsy. There was wide variability among providers, with duodenal biopsy rates ranging
from 27% to 91% during these procedures.

CONCLUSIONS:
A duodenal biopsy is more likely to be performed in younger patients, females, and for key
indications such as weight loss, diarrhea, and anemia. Providers varied widely in the performance
of duodenal biopsy. Further study is warranted to better understand the decision to perform
duodenal biopsy and to determine the optimal scenarios for its performance.
PMCID: PMC5930163 [Available on 2020-02-01]
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Abstract
BACKGROUND:
Celiac disease (CD) is an immunologically-mediated enteropathy resulting in small-bowel mucosal
villous atrophy with crypt hyperplasia. Iron malabsorption is usually observed in CD. Only few
studies investigated oral iron absorption in subjects with gastrointestinal diseases and Iron
Deficiency Anemia (IDA), using the oral iron absorption test (OIAT). We considered useful to
investigate the OIAT, using ferrous bisglycinate chelate (FBC), in patients with CD at diagnosis or on
gluten free diet (GFD) from at least 1 year.

METHODS:
A total of 25 patients with CD (3-18 years old) and iron depletion, at diagnosis of CD (N.=12) or on
GFD from at least 12 months (N.=13), were considered. Serum iron was evaluated at baseline (T0)
and after 3 hours (T1) from the oral iron ingestion. Statistical analyses were conducted using SPSS
21.0 software for Mac.

RESULTS:
OIAT was well tolerated by all patients. An important increase of the serum iron at T1, of at least
twice the baseline values, occurred in all patients except in one (P value <0.0005).

CONCLUSIONS:
These results demonstrated good efficacy of the FBC, not only in patients with CD on GFD but also
in children with newly diagnosed CD with the characteristic intestinal lesions.
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