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Abstract 

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

Copyright © 2019 by The American Association of Immunologists, Inc.  
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Abstract 

OBJECTIVE:  

The coexistence of celiac disease (CeD) and eosinophilic esophagitis (EoE) in 
pediatric patients has been increasingly recognized. In the current study, we have 
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aimed to assess the outcomes of therapeutic dietary interventions in a cohort of 
pediatric patients with CeD and EoE. 

METHODS:  

Pediatric patient records obtained from the University of Chicago Celiac Center 
Database from August 2008 to July 2013 were reviewed. Information was collected 
on patients with concomitant CeD and EoE regarding age, gender, dates of 
diagnoses, presenting symptoms, length of symptoms prior to diagnosis, familial and 
personal atopic history, dietary therapy, and esophageal histologic response to 
dietary therapy. 

RESULTS:  

A total of 350 records of CeD patients were reviewed. 22 (6.3%) had a confirmed 
diagnosis of CeD and EoE, 17 had repeat biopsies. 4/17 (23.5%) had resolution of 
esophageal eosinophilia on an exclusive gluten-free diet, 10/17 (59%) required 
additional eliminations to show histologic resolution, 1/17 (6%) hadn't reached 
histological remission, and 2/17 (12%) were lost to follow up. Success rates of single 
food reintroductions were: soy 5/5 (100%), eggs 3/5 (60%), dairy 3/7 (43%), nuts 2/4 
(50%), and fish 2/4 (50%). 

CONCLUSIONS:  

To our knowledge, this is the largest pediatric study to assess the histologic outcome 
of EoE-associated esophageal eosinophilia in response to dietary management of 
pediatric patients with concomitant CeD and EoE. We demonstrate that soy is well 
tolerated in this cohort, and suggest that reintroducing this food first, or trialing a soy-
inclusive elimination diet is a viable strategy.  
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Abstract 

INTRODUCTION:  

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

METHODS:  

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

RESULTS:  

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

CONCLUSIONS:  

This study of crowd-sourced data suggests that a substantial fraction of GF labeled 
restaurant foods contain detectable gluten. Although the highly sensitive Nima device 
may detect gluten at levels <20 parts per million (ppm), leading to gluten exposure of 
unknown clinical significance, our findings raise a potential concern. In addition, our 
findings of higher rates of gluten detection in pizza and pasta provide practical data 
when providing dining strategies for patients with celiac disease.  
PMID: 30920417  

 
Similar articles  

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30920417


 

 

4.  Aliment Pharmacol Ther. 2019 Apr;49(8):1110-1111. doi: 10.1111/apt.15202. 

Letter: the end of duodenal biopsies in coeliac disease? 

Scicluna C1, Ellul P1. 

Author information:  
1. Gastroenterology Department, Mater Dei Hospital, Tal Qroqq, Malta. 

Free Article  
 

PMID: 30920032  
 

Similar articles  
 

 

5.  Aliment Pharmacol Ther. 2019 Apr;49(8):1112. doi: 10.1111/apt.15220. 

Letter: the end of duodenal biopsies in coeliac disease? Authors' reply. 

Kurppa K1,2, Fuchs V3, Kaukinen K3,4. 

Author information:  
1. Center for Child Health Research, Tampere University, Tampere, Finland. 
2. Department of Paediatrics, Tampere University Hospital, Tampere, Finland. 
3. Celiac Disease Research Centre, Tampere University and Tampere University 
Hospital, Tampere, Finland. 
4. Department of Internal Medicine, Tampere University Hospital, Tampere, Finland. 

Free Article  
 

PMID: 30920031  
 

Similar articles  
 

 

6.  World J Gastroenterol. 2019 Mar 21;25(11):1409-1420. doi: 
10.3748/wjg.v25.i11.1409. 

https://www.ncbi.nlm.nih.gov/pubmed/30920032
https://www.ncbi.nlm.nih.gov/pubmed/?term=Scicluna%20C%5BAuthor%5D&cauthor=true&cauthor_uid=30920032
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ellul%20P%5BAuthor%5D&cauthor=true&cauthor_uid=30920032
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30920032
https://www.ncbi.nlm.nih.gov/pubmed/30920031
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kurppa%20K%5BAuthor%5D&cauthor=true&cauthor_uid=30920031
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fuchs%20V%5BAuthor%5D&cauthor=true&cauthor_uid=30920031
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kaukinen%20K%5BAuthor%5D&cauthor=true&cauthor_uid=30920031
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30920031
http://dx.doi.org/10.14309/ajg.0000000000000202
https://doi.org/10.1111/apt.15202
https://doi.org/10.1111/apt.15220


Gluten immunogenic peptide excretion detects dietary transgressions in 
treated celiac disease patients. 

Costa AF1, Sugai E1, Temprano MP1, Niveloni SI1, Vázquez H1, Moreno ML1, 
Domínguez-Flores MR2, Muñoz-Suano A2, Smecuol E1, Stefanolo JP1, González 
AF1, Cebolla-Ramirez A2, Mauriño E1, Verdú EF3, Bai JC4. 

Author information:  
1. Julio César Bai: Small Bowel Section, Department of Medicine, Dr. C. Bonorino 
Udaondo Gastroenterology Hospital, Buenos Aires 1263, Argentina. 
2. Department of Immunology, Biomedal S.L., Sevilla 41092, Spain. 
3. Farncombe Family Digestive Health Research Institute, McMaster University, 
Hamilton, ON L8S4L8, Canada. 
4. Research Institutes, Universidad del Salvador, Buenos Aires 1050, Argentina. 
jbai@intramed.net. 

Abstract 

BACKGROUND:  

Life-long removal of gluten from the diet is currently the only way to manage celiac 
disease (CeD). Until now, no objective test has proven useful to objectively detect 
ingested gluten in clinical practice. Recently, tests that determine consumption of 
gluten by assessing excretion of gluten immunogenic peptides (GIP) in stool and 
urine have been developed. Their utility, in comparison with conventional dietary and 
analytical follow-up strategies, has not been fully established. 

AIM:  

To assess the performance of enzyme-linked immunosorbent assay (ELISA) and 
point-of-care tests (PoCTs) for GIP excretion in CeD patients on gluten-free diet 
(GFD). 

METHODS:  

We conducted an observational, prospective, cross-sectional study in patients 
following a GFD for at least two years. Using the Gastrointestinal Symptom Rating 
Scale questionnaire, patients were classified at enrollment as asymptomatic or 
symptomatic. Gluten consumption was assessed twice by 3-d dietary recall and GIP 
excretion (by ELISA in stool and PoCTs (commercial kits for stool and urine) in two 
consecutive samples. These samples and dietary reports were obtained 10 day apart 
one from the other. Patients were encouraged to follow their usual GFD during the 
study period. 
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RESULTS:  

Forty-four patients were enrolled, of which 19 (43.2%) were symptomatic despite 
being on a GFD. Overall, 83 sets of stool and/or urine samples were collected. 
Eleven out of 44 patients (25.0%) had at least one positive GIP test. The occurrence 
of at least one positive test was 32% in asymptomatic patients compared with 15.8% 
in symptomatic patients. GIP was concordant with dietary reports in 65.9% of cases 
(Cohen´s kappa: 0.317). PoCT detected dietary indiscretions. Both ELISA and PoCT 
in stool were concordant (concomitantly positive or negative) in 67 out of 74 (90.5%) 
samples. Excretion of GIP was detected in 7 (8.4%) stool and/or urine samples from 
patients considered to be strictly compliant with the GFD by dietary reports. 

CONCLUSION:  

GIP detects dietary transgressions in patients on long-term GFD, irrespective of the 
presence of symptoms. PoCT for GIP detection constitutes a simple home-based 
method for self-assessment of dietary indiscretions. 
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Abstract 

Differences in the presence of even a few genes between otherwise identical 
bacterial strains may result in critical phenotypic differences. Here we systematically 
identify microbial genomic structural variants (SVs) and find them to be prevalent in 
the human gut microbiome across phyla and to replicate in different cohorts. SVs are 
enriched for CRISPR-associated and antibiotic-producing functions and depleted 
from housekeeping genes, suggesting that they have a role in microbial adaptation. 
We find multiple associations between SVs and host disease risk factors, many of 
which replicate in an independent cohort. Exploring genes that are clustered in the 
same SV, we uncover several possible mechanistic links between the microbiome 
and its host, including a region in Anaerostipes hadrus that encodes a composite 
inositol catabolism-butyrate biosynthesis pathway, the presence of which is 
associated with lower host metabolic disease risk. Overall, our results uncover a 
nascent layer of variability in the microbiome that is associated with microbial 
adaptation and host health.  
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Abstract 

BACKGROUND:  

Small bowel adenocarcinoma (SBA) is a rare neoplasm, which can occur in a 
sporadic form or can be associated with a number of predisposing conditions such as 
hereditary syndromes and immune-mediated intestinal disorders, e.g. celiac disease 
(CD). However, the features of SBA in the context of CD remain only partly 
understood. This study was aimed to show the main clinical features, diagnostic 
procedures and management options of SBA cases detected in a large cohort of 
celiac patients diagnosed in a single tertiary care center. 

METHODS:  

We retrospectively reviewed all the SBA cases detected in a cohort of 770 CD 
patients (599 females; F / M ratio: 3.5:1; median age at diagnosis 36 years, range 18-
80 years), diagnosed at the Celiac Disease Referral Center of our University Hospital 
(Bologna, Italy) from January 1995 to December 2014. 

RESULTS:  

Five (0.65%) out of our 770 CD patients developed SBA. All of them were female 
with a mean age of 53 years (range 38-72 years). SBA, diagnosed at the same time 
of the CD diagnosis in three cases, was localized in the jejunum in four cases and in 
the duodenum in one case. The clinical presentation of SBA was characterized by 
intestinal sub-occlusion in two cases, while the predominant manifestation of the 
remaining three cases was iron deficiency anaemia, abdominal pain and acute 
intestinal obstruction, respectively. All the patients were referred to surgery, and 
three cases with advanced stage neoplasia were also treated with chemotherapy. 
The overall survival rate at 5 years was 80%. 

CONCLUSIONS:  
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Although in a limited series, herein presented CD-related SBA cases were 
characterized by a younger age of onset, a higher prevalence in female gender and a 
better overall survival compared to sporadic, Crohn- and hereditary syndrome-related 
SBA. 
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Abstract 

OBJECTIVE:  

We describe the indications, surgical technique, outcome, and imaging findings in 
patients with pancreatic ductal adenocarcinoma (PDAC) treated with distal 
pancreatectomy and celiac artery resection (modified Appleby procedure). 

CONCLUSION:  

Distal pancreatectomy and celiac artery resection is a feasible surgery in selected 
patients with locally advanced PDAC. Knowledge of surgical technique and imaging 
features may aid radiologists in identifying patients with locally invasive PDAC who 
might benefit from resection and identifying characteristic distal pancreatectomy and 
celiac artery resection complications.  
PMID: 30917026  

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30917787
https://www.ncbi.nlm.nih.gov/pubmed/30917026
https://www.ncbi.nlm.nih.gov/pubmed/30917026
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cannella%20R%5BAuthor%5D&cauthor=true&cauthor_uid=30917026
https://www.ncbi.nlm.nih.gov/pubmed/?term=Borhani%20AA%5BAuthor%5D&cauthor=true&cauthor_uid=30917026
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zureikat%20AH%5BAuthor%5D&cauthor=true&cauthor_uid=30917026
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tublin%20ME%5BAuthor%5D&cauthor=true&cauthor_uid=30917026
https://bmcgastroenterol.biomedcentral.com/articles/10.1186/s12876-019-0964-6


 

 

10.  Clin Endocrinol (Oxf). 2019 Mar 27. doi: 10.1111/cen.13978. [Epub ahead of print] 

Many women with Turner syndrome lack protective antibodies to common 
respiratory pathogens, Haemophilus influenzae Type B and Streptococcus 
Pneumoniae. 

Swee DS1,2, Spickett G3, Quinton R1,4. 

Author information:  
1. Department of Endocrinology, Newcastle-upon-Tyne Hospitals, NE1 4LP, UK. 
2. Department of Endocrinology, Singapore General Hospital, Singapore. 
3. Clinical Immunology, Royal Victoria Infirmary, Newcastle upon Tyne, NE1 4LP, 
UK. 
4. Institute of Genetic Medicine, University of Newcastle-upon-Tyne, NE1 3BZ, UK. 

Abstract 

Turner syndrome (TS) is a sex chromosomal disorder, affecting approximately 1 in 
2,500 live-born females, and characterised by the absence of all or part of one X 
chromosome. Besides the constellation of phenotypic features that includes short 
stature, gonadal dysgenesis, coarctation of aorta and renal malformation, patients 
are also genetically predisposed to developing a variety of autoimmune disorders, 
including hypothyroidism and coeliac disease1 . This article is protected by 
copyright. All rights reserved. 

This article is protected by copyright. All rights reserved.  
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Abstract 

Genetic polymorphisms in genes coding for inflammasome components nucleotide-
binding oligomerization domain leucine rich repeat and pyrin domain-containing 
protein 3 (NLRP3) and caspase recruitment domain-containing protein 8 (CARD8) 
have been associated with autoinflammatory and autoimmune diseases. On the 
other hand several studies suggested that NLRP3 inflammasome contributes to 
maintenance of gastrointestinal immune homeostasis and that activation of NLRP3 
is regulated by protein tyrosine phosphatase non-receptor 22 (PTPN22). PTPN22 
polymorphism was implicated in the risk for various autoimmune diseases including 
type 1 diabetes (T1D) but not for celiac disease (CD). The aim of our study was to 
evaluate the role of inflammasome related polymorphisms in subjects with either 
T1D or CD as well as in subjects affected by both diseases. We examined PTPN22 
rs2476601 (p.Arg620Trp), NLRP3 rs35829419 (p.Gln705Lys), and CARD8 
rs2043211 (p.Cys10Ter) in 66 subjects with coexisting T1D and CD, 65 subjects 
with T1D who did not develop CD, 67 subjects diagnosed only with CD and 127 
healthy unrelated Slovenian individuals. All results were adjusted for clinical 
characteristic and human leukocyte antigen (HLA) risk. PTPN22 rs2476601 allele 
was significantly more frequent among subjects with T1D (Padj = 0.001) and less 
frequent in subjects with CD (Padj = 0.039) when compared to controls. In patients 
with coexisting T1D and CD this variant was significantly less frequent compared to 
T1D group (Padj = 0.010). Protective effect on CD development in individuals with 
T1D was observed only within the low risk HLA group. On the other hand, we found 
no association of NLRP3 rs35829419 and CARD8 rs2043211 with the development 
of T1D, CD or both diseases together. In conclusion PTPN22 
rs2476601polymorphism was significantly associated with the risk of developing 
T1D in Slovenian population, while no associations of proinflammatory NLRP3 and 
CARD8 polymorphisms with T1D and CD were observed. Interestingly, the same 
PTPN22 variant protected from CD. We hypothesize that this effect may be 
mediated through the NLRP3 inflammasome activation. 
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Abstract 

A 77-year-old man underwent a follow-up examination after distal gastrectomy. 
Contrast-enhanced computed tomography revealed a tumor of the pancreatic body 
and tail that contacted the common hepatic artery/celiac artery. Subsequently, the 
tumor was diagnosed as a borderline resectable pancreatic cancer. After 
chemoradiation therapy, the tumor was considered resectable. Preoperative 
angiography with intraoperative contrast-enhanced ultrasonography and 
indocyanine green fluorescence imaging confirmed blood flow in the residual 
stomach. Postoperatively, ischemic necrosis of the residual stomach was not 
observed. After distal gastrectomy, distal pancreatectomy with en bloc celiac axis 
resection was performed to safely and curatively address the cancer of the 
pancreatic body and tail.  
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Abstract 

Inflammation of intestinal tissue in patients affected by celiac disease (CD) 
originates from the adaptive and innate immune responses elicited by the 
undigested gliadin fragments through molecular mechanisms not yet completely 
described. Undigested A-gliadin peptide P31-43 is central to CD pathogenesis, 
entering enterocytes in vesicular compartments by endocytosis and inducing an 
innate immune response in CD intestinal mucosa. This study focused on the 
reasons why P31-43 does not behave as adaptive immunogenic agent. Once 
obtained by NMR analysis, the three-dimensional model of P31-43 was used to 
implement a series of in silico experiments aimed to explore the ability of the 
peptide to interact with HLA-DQ2 and the corresponding receptor onto T cells. Our 
results show that P31-43 is a poor ligand for DQ2 and/or T-cell receptor. This study 
was also aimed to investigate, from a structural point of view, the previous 
experimental findings by which P31-43 is able to enhance the phosphorylation level 
of the protein ERK2, while some P31-43 Ala-mutants decrease or totally inhibit that 
process. The molecular models of P31-43, P31-43 P36A, and F37A mutants were 
used for in silico docking experiments onto the ERK2 structure. The experiments 
support the hypothesis that P31-43 F37A works as an ERK2 phosphorylation 
inhibitor because it binds to the ERK2 phosphorylation site. This study reports on 
the structural properties of so far never NMR characterized gliadin peptides relevant 
in CD and explores details about their mechanisms of action. 

© 2019 European Peptide Society and John Wiley & Sons, Ltd.  
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Abstract 

Combining HLA-DQ-gluten tetramers with mass cytometry and RNA sequencing 
analysis, we find that gluten-specific CD4+ T cells in the blood and intestines of 
patients with celiac disease display a surprisingly rare phenotype. Cells with this 
phenotype are also elevated in patients with systemic sclerosis and systemic lupus 
erythematosus, suggesting a way to characterize CD4+ T cells specific for disease-
driving antigens in multiple autoimmune conditions.  
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Abstract 

The prevalence of wheat allergy has reached significant levels in many countries. 
Therefore, wheat is a major global food safety and public health issue. Animal 
models serve as critical tools to advance the understanding of the mechanisms of 
wheat allergenicity to develop preventive and control methods. A comprehensive 
review on the molecular mechanisms of wheat allergenicity using animal models is 
unavailable at present. There were two major objectives of this study: To identify the 
lessons that animal models have taught us regarding the molecular mechanisms of 
wheat allergenicity and to identify the strengths, challenges, and future prospects of 
animal models in basic and applied wheat allergy research. Using the PubMed and 
Google Scholar databases, we retrieved and critically analyzed the relevant articles 
and excluded celiac disease and non-celiac gluten sensitivity. Our analysis shows 
that animal models can provide insight into the IgE epitope structure of wheat 
allergens, effects of detergents and other chemicals on wheat allergenicity, and the 
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role of genetics, microbiome, and food processing in wheat allergy. Although animal 
models have inherent limitations, they are critical to advance knowledge on the 
molecular mechanisms of wheat allergenicity. They can also serve as highly useful 
pre-clinical testing tools to develop safer genetically modified wheat, hypoallergenic 
wheat products, novel pharmaceuticals, and vaccines. 
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Abstract 

OBJECTIVE:  

To identify the prevalence and clinical characteristics of children with non-celiac 
gluten sensitivity (NCGS) presenting to a tertiary care center specialized for 
evaluation of gluten-related disorders. 

METHODS:  

The medical records of all patients aged 0-18 years who presented to our center 
over a 4-year period (July 2013-June 2018) and consented to participate in our 
research registry were reviewed. Patients meeting the clinical criteria for NCGS 
were reviewed in detail. 

RESULTS:  

Among 500 pediatric patients who volunteered to participate in the registry during 
the study period, we identified 26 (5.2%) with NCGS. Both gastrointestinal and 
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extra-intestinal symptoms associated with gluten ingestion were common with 
abdominal pain (57.7%), bloating (53.9%), rash (53.9%), diarrhea/loose stool 
(42.3%) and emotional/behavioral issues (42.3%) emerging as the predominant 
complaints. In addition, children with NCGS demonstrated a high personal history 
(61.5%) and family history (61.5%) of concomitant allergic/atopic disease. 

CONCLUSIONS:  

Even within our highly specialized population of patients with a suspected gluten 
related disorder, pediatric NCGS is relatively uncommon. The estimated prevalence 
and clinical features mirror those previously reported in a similarly highly selective 
population of adults. In the absence of celiac disease (CD), clinical suspicion for 
NCGS should arise in a child with gastrointestinal and/or extra-intestinal complaints 
alleviated with gluten removal and considered in symptomatic patients with 
associated allergic/atopic disease. Proper and adequate exclusion of CD and other 
potential causes of the clinical complaints is essential to justify adoption of the 
gluten-free diet according to an appropriate stringency and with dietitian supervision 
to avoid nutritional deficiencies.  
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Abstract 

Immune-mediated diseases, such as celiac disease, type 1 diabetes or multiple 
sclerosis, are a clinically heterogeneous group of diseases that share many key 
genetic triggers. Although the pathogenic mechanisms responsible for the 
development of immune mediated disorders is not totally understood, high-
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throughput genomic studies, such as GWAS and Immunochip, performed in the 
past few years have provided intriguing hints about underlying mechanisms and 
pathways that lead to disease. More than a hundred gene variants associated with 
disease susceptibility have been identified through such studies, but the progress 
toward understanding the underlying mechanisms has been slow. The majority of 
the identified risk variants are located in non-coding regions of the genome making 
it difficult to assign a molecular function to the SNPs. However, recent studies have 
revealed that many of the non-coding regions bearing disease-associated SNPs 
generate long non-coding RNAs (lncRNAs). LncRNAs have been implicated in 
several inflammatory diseases, and many of them have been shown to function as 
regulators of gene expression. Many of the disease associated SNPs located in 
lncRNAs modify their secondary structure, or influence expression levels, thereby 
affecting their regulatory function, hence contributing to the development of disease. 
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Abstract 

INTRODUCTION:  

Haemorheological and haemostatic changes predispose to the development of 
arterial and venous thrombotic events; however, limited information is available on 
the status of these changes in coeliac disease (CeD) and inflammatory bowel 
disease (IBD). In this study, we aim to describe the haemorheological and 
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haemostatic profiles of CeD and IBD patients in a Hungarian cohort of patients to 
investigate whether any alterations contribute to elevated thrombotic risk. 

METHODS AND ANALYSIS:  

This is a case-control study involving newly diagnosed and followed CeD and IBD 
patients with age-matched and sex-matched non-CeD, non-IBD subjects with an 
allocation ratio of 1:1:1.After informed consent is obtained, a detailed medical 
history will be collected, including venous and arterial thrombotic risk factors and 
medications. Symptoms in CeD patients will be assessed with the Gastrointestinal 
Symptoms Rating Scale, and disease activity in IBD patients will be determined by 
disease-specific scores. Dietary adherence will be assessed among CeD patients 
with a thorough interview together with a measurement of self-reported adherence, 
dietary knowledge and urine analysis (detection of gluten immunogenic peptides). In 
addition to routine laboratory parameters, haemorheological (ie, erythrocyte 
deformability and aggregation, viscosity of whole blood and plasma) and 
haemostatic parameters (eg, protein C, protein S and antithrombin) with 
immunological indicators (ie, coeliac-specific serology and antiphospholipid 
antibodies) will be measured from venous blood for every participant.Primary and 
secondary outcomes will be haemorheological and haemostatic parameters, 
respectively. Univariate and multivariate statistics will be used to compare CeD and 
IBD patients to control subjects. Subgroup analysis will be performed by disease 
type in IBD, (Crohn's disease and ulcerose colitis), dietary adherence in CeD, and 
disease activity in IBD and CeD. 

ETHICS AND DISSEMINATION:  

The study was approved by the Regional and Local Research Ethics Committee, 
University of Pécs (Ref. No. 6917). Findings will be disseminated at research 
conferences and in peer-reviewed journals. 

TRIAL REGISTRATION NUMBER:  

ISRCTN49677481. 

© Author(s) (or their employer(s)) 2019. Re-use permitted under CC BY-NC. No 
commercial re-use. See rights and permissions. Published by BMJ. 
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Abstract 

INTRODUCTION:  

Celiac disease (CD) is an autoimmune disease requiring lifelong adherence to the 
gluten-free diet (GFD). The GFD has significant nutritional limitations which may 
result in poor diet quality (DQ). We hypothesized that biopsy-proven children with 
CD (CCD) would have dietary patterns characterized by high saturated fat/simple 
sugar intake with a low micronutrient density contributing to lower DQ when 
compared to children with mild-gastrointestinal complaints (GI-CON). In addition, we 
hypothesized that ethnicity may further impact DQ. 

METHODS:  

Socio-demographic (age, CD duration, parent/child ethnicity, education), household 
characteristics, anthropometric, dietary intake (24-h recalls), gastrointestinal pain 
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and adherence was collected in CCD (n = 243) and GI-CON (n = 148). Dietary 
patterns were determined using k-mean Cluster Analysis. 

RESULTS:  

GI-CON had significantly lower DQ than CCD (p < 0.001). Most CCD and GI-CON 
(>80%) had dietary patterns characterized by1) Western Diet (Cluster 1: %BMR: 
110-150, low DQ, high fat, moderate CHO, high sodium) and 2) High Fat-Western 
Diet (Cluster 2: %BMR:130-150, low DQ, high Fat, high processed meats, high fat 
dairy products, CHO. Fewer children (<20%) had Prudent, Lower Fat/High 
Carbohydrate dietary patterns (% BMR:100-150, higher DQ, lower fat/sodium, 
higher CHO) with a greater proportion of non-Caucasian CCD consuming a Prudent 
dietary pattern. Seventy-seven percent and 37.5% of CCD and GI-CON, 
respectively, did not meet estimated average requirements for folate (p < 0.001). 

CONCLUSIONS:  

CCD and GI-CON have predominantly Western dietary patterns with low DQ, 
particularly GI-CON. Non-caucasian CCD consume more prudent dietary patterns 
with higher DQ. Nutrition education is warranted to ensure optimal DQ in children 
with chronic gastrointestinal diseases. 

Copyright © 2019 European Society for Clinical Nutrition and Metabolism. Published 
by Elsevier Ltd. All rights reserved.  
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Abstract 

Background An automated multiplex platform using capillary blood can promote 
greater throughput and more comprehensive studies in celiac disease (CD). 
Diagnostic accuracy should be improved using likelihood ratios for the post-test 
probability of ruling-in disease. Methods The Ig_plex™ Celiac Disease Panel on the 
sqidlite™ automated platform measured IgA and IgG antibodies to tTG and DGP in 
n = 224 CD serum or plasma samples. Diagnostic accuracy metrics were applied to 
the combined multiplex test results for several CD populations and compared to 
conventional single antibody ELISA tests. Results With multiple positive antibody 
results, the post-test probability for ruling-in untreated and treated CD increased to 
over 90%. The number of samples positive for more than one antibody also 
increased in untreated CD to ≥90%. Measurement of all four CD antibodies 
generate cut-off dependent accuracy profiles that can monitor response to 
treatment with the gluten-free diet (GFD). Higher positive tTG and DGP antibodies 
are seen more frequently in confirmed CD without (81%-94%) than with GFD 
treatment (44%-64%). In CD lacking biopsy confirmation, overall agreement of 
plasma to serum was ≥98% for all antibodies, and 100% for venous to capillary 
plasma. Conclusions The Ig_plex Celiac Disease Panel increases the likelihood of 
confirming CD based on the post-test probability of disease results for multi-reactive 
markers. Specific positivity profiles and cut-off intervals can be used to monitor GFD 
treatment and likely disease progression. Using serum, venous and capillary 
plasma yield comparable and accurate results.  
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Abstract 

Most viruses that replicate in the cytoplasm of host cells form neoorganelles that 
serve as sites of viral genome replication and particle assembly. These highly 
specialized structures concentrate viral proteins and nucleic acids, prevent the 
activation of cell-intrinsic defenses, and coordinate the release of progeny particles. 
Reoviruses are common pathogens of mammals that have been linked to celiac 
disease and show promise for oncolytic applications. These viruses form 
nonenveloped, double-shelled virions that contain ten segments of double-stranded 
RNA. Replication organelles in reovirus-infected cells are nucleated by viral 
nonstructural proteins µNS and σNS. Both proteins partition the endoplasmic 
reticulum to form the matrix of these structures. The resultant membranous webs 
likely serve to anchor viral RNA⁻protein complexes for the replication of the reovirus 
genome and the assembly of progeny virions. Ongoing studies of reovirus 
replication organelles will advance our knowledge about the strategies used by 
viruses to commandeer host biosynthetic pathways and may expose new targets for 
therapeutic intervention against diverse families of pathogenic viruses. 
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Abstract 

Familial loss-of-function mutations of the gene coding for the cystic fibrosis 
transmembrane conductance regulator (CFTR) channel protein cause cystic fibrosis 
(CF), the most frequent inherited life-threatening disease in the Caucasian 
population. A recent study indicates that the gluten/gliadin-derived peptide (P31-43) 
can cause CFTR inhibition in intestinal epithelial cells, thus causing a local stress 
response that contributes to the immunopathology of celiac disease (CD). 
Accordingly, an increased prevalence of CD has been observed in several cohorts 
of CF patients. CD is characterized by a permanent intolerance to gluten/gliadin 
proteins occurring in a proportion of susceptible individuals who bear the human 
leukocyte antigen (HLA) DQ2/DQ8. In CD, perturbations of the intestinal 
environment, together with the activation of the innate immune system by P31-43, 
are essential for rendering other immunodominant gliadin peptide fully antigenic, 
thus triggering an adaptive immune response with an autoimmune component. P31-
43-induced CFTR inhibition elicits the danger signals that ignite the epithelial stress 
response and perturb epithelial proteostasis. Importantly, potentiators of CFTR 
channel gating, such as the FDA-approved drug Ivacaftor, prevent P31-43 driven 
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CFTR inhibition and suppress the gliadin-induced stress response in cells from 
celiac patients, as well as the immunopathology developing in gliadin-sensitive 
mice. Thus, CFTR potentiators may represent a novel therapeutic option for celiac 
patients. 
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Abstract 

BACKGROUND:  

Diagnosing both celiac disease (CD) and wheat allergy (WA) might be challenging 
due to the increasingly popular gluten-free diets. 

OBJECTIVES:  
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This study investigates the value of anti-tissue transglutaminase IgA (tTGIgA) and 
wheat-specific IgE (WIgE), and identifies clinical and serological features associated 
with CD and WA. 

METHOD:  

Serological markers of autoimmunity and allergy along with medical charts of 
patients assessed for tTGIgA and WIgE between 2010 and 2016 were evaluated. 

RESULTS:  

During the last years, an increasing number of patients have been tested for 
tTGIgA, while the number of positive results decreased linearly. Among the 2,965 
patients included, 128 patients showed at least once a positive tTGIgA. All patients 
with tTGIgA levels higher than the 12-fold upper normal limit had CD. The ratio of 
tTGIgA/total IgA did not perform better as a diagnostic test for CD compared to 
tTGIgA. tTGIgA and anti-nuclear antibodies were significantly associated. WA was 
only rarely investigated, particularly in adults. However, positive WIgE were found in 
nearly 50% of the cases. WIgE and tTGIgA values were negatively correlated. 

CONCLUSIONS:  

tTGIgA were increasingly tested, while the rate of positive results decreased in 
recent years, possibly reflecting the impact of current alimentary trends on clinical 
practice. Associated autoimmune disease was frequently found in CD. High levels 
of tTGIgA accurately predicted CD diagnosis. WA was rarely investigated and 
deserves more attention, in particular in children with atopic background. WA does 
not seem to be associated with CD. 

© 2019 S. Karger AG, Basel.  
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Abstract 

Reduced intestinal absorption of levothyroxine (LT4) is the most common cause of 
failure to achieve an adequate therapeutic target in hypothyroid patients under 
replacement therapy. We present the case of a 63-year-old woman with 
autoimmune hypothyroidism previously well-replaced with tablet LT4 who became 
unexpectedly no more euthyroid. At presentation, the patient reported the onset of 
acute gastrointestinal symptoms characterized by nausea, loss of appetite, 
flatulence, abdominal cramps and diarrhea, associated with increase of thyrotropin 
levels (TSH: 11 mIU/mL). Suspecting a malabsorption disease, a thyroxine solid-to-
liquid formulation switch, at the same daily dose, was adopted to reach an optimal 
therapeutic target despite the gastrointestinal symptoms persistence. Oral LT4 
solution normalized thyroid hormones. Further investigations diagnosed giardiasis, 
and antibiotic therapy was prescribed. This case report is compatible with a 
malabsorption syndrome caused by an intestinal parasite (Giardia lamblia). The 
reduced absorption of levothyroxine was resolved by LT4 oral solution. Learning 
points: The failure to adequately control hypothyroidism with oral levothyroxine is a 
common clinical problem. Before increasing levothyroxine dose in a patient with 
hypothyroidism previously well-controlled with LT4 tablets but no more in 
appropriate therapeutic target, we suggest to investigate non adhesion to LT4 
therapy, drug or food interference with levothyroxine absorption, intestinal infection, 
inflammatory intestinal disease, celiac disease, lactose intolerance, short bowel 
syndrome after intestinal or bariatric surgery, hepatic cirrhosis and congestive heart 
failure. LT4 oral solution has a better absorptive profile than the tablet. In 
hypothyroid patients affected by malabsorption syndrome, switch of replacement 
therapy from tablet to liquid LT4 should be tested before increasing the dose of LT4. 
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Abstract 

AIM:  

Our aim was to compare the presence of various common viruses (rhinovirus, 
enterovirus, adenovirus, Epstein-Barr virus, cytomegalovirus, norovirus, 
parechovirus) in stool and nasal swab samples as well as virus-specific antibodies 
in serum samples between children who developed coeliac disease and controls. 

METHODS:  

A case-control study was established based on the DIABIMMUNE Study cohorts. 
During the study eight Estonian children and 21 Finnish children aged 1.5-5 years 
developed coeliac disease and each was matched with a disease-free control. 
Nasal swabs and stool samples were taken at the age of 3-6 months and the serum 
samples at the time of diagnosis. 

https://www.ncbi.nlm.nih.gov/pubmed/?term=Simre%20K%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Uibo%20O%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Peet%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Puustinen%20L%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Oikarainen%20S%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tamminen%20K%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Blazevic%20V%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tillmann%20V%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=H%C3%A4m%C3%A4l%C3%A4inen%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=H%C3%A4rk%C3%B6nen%20T%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Siljander%20H%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Virtanen%20SM%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Virtanen%20SM%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ilonen%20J%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hy%C3%B6ty%20H%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Knip%20M%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=Uibo%20R%5BAuthor%5D&cauthor=true&cauthor_uid=30896051
https://www.ncbi.nlm.nih.gov/pubmed/?term=DIABIMMUNE%20Study%20Group%5BCorporate%20Author%5D
https://www.ncbi.nlm.nih.gov/pubmed/?term=DIABIMMUNE%20Study%20Group%5BCorporate%20Author%5D


RESULTS:  

Rhinovirus ribonucleic acid was detected in the nasal swabs from five coeliac 
disease children, but none of the control children (p=0.05). There were no 
statistically significant differences in the level of viral antibodies between cases and 
controls. Enterovirus immunoglobulin G class antibodies were found more 
frequently in the Estonian than in the Finnish children (63% versus 23%, p=0.02). 

CONCLUSION:  

This study did not find any marked overall differences in laboratory confirmed 
common viral infections between the children who developed coeliac disease and 
the controls. However, rhinovirus infections were detected slightly more often in 
those patients who developed coeliac disease. This article is protected by copyright. 
All rights reserved. 

This article is protected by copyright. All rights reserved.  
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Abstract 

BACKGROUND:  

Mycobacterium tuberculosis (Mtb) is an etiological agent of tuberculosis (TB). 
Tuberculosis is a mounting problem worldwide. The only available vaccine BCG 
protects the childhood but not adulthood form of TB. Therefore, efforts are made 
continuously to improve the efficacy of BCG by supplementing it with other 
therapies. Consequently, we explored the possibility of employing Mycobacterium 
immunogenum (Mi) to improve BCG potential to protect against Mtb. 

RESULTS:  

We report here the genome mining, comparative genomics, immunological and 
protection studies employing strain CD11_6 of Mi. Mycobacterium immunogenum 
was isolated from duodenal mucosa of a celiac disease patient. The strain was 
whole genome sequenced and annotated for identification of virulent genes and 
other traits that may make it suitable as a potential vaccine candidate. Virulence 
profile of Mi was mapped and compared with two other reference genomes i.e. 
virulent Mtb strain H37Rv and vaccine strain Mycobacterium bovis (Mb) 
AFF2122/97. This comparative analysis revealed that Mi is less virulent, as 
compared to Mb and Mtb, and contains comparable number of genes encoding for 
the antigenic proteins that predict it as a probable vaccine candidate. Interestingly, 
the animals vaccinated with Mi showed significant augmentation in the generation of 
memory T cells and reduction in the Mtb burden. 

CONCLUSION:  

The study signifies that Mi has a potential to protect against Mtb and therefore can 
be a future vaccine candidate against TB. 
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Abstract 

In a recent issue of Cell, Mayassi et al. (2019) show that chronic inflammation in 
celiac disease (CeD) patients changes the repertoire and functional phenotype of 
intestinal TCR γδ+ intraepithelial lymphocytes. These changes are not reversed by 
gluten-free dietary regimens, suggesting that they might underlie the long-term 
sensitivity of CeD patients to gluten. 

Copyright © 2019 Elsevier Inc. All rights reserved.  
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Headache in Patients with Celiac Disease and Its Response to the Gluten-Free 
Diet. 
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AIMS:  
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To describe headache characteristics among celiac disease (CD) patients and to 
analyze the relationship between CD and headache. 

METHODS:  

An online survey analyzing the characteristics of headache and its response to the 
gluten-free diet (GFD) in celiac patients was published on Argentinean Celiac social 
networks, open to the public to complete. The results were analyzed using chi-
square test or Mann-Whitney test accordingly. 

RESULTS:  

A total of 1,517 subjects completed the survey, and 866 (55.2%) met the inclusion 
criteria (headache and CD confirmed with positive biopsy). The subjects were 
predominantly female (94.5%) and had a median age of 39 ± 11.27 years. Tension-
type headache was the most prevalent headache type (52%), followed by migraine 
without (32.5%) and with aura (15.4%), respectively. Of the included participants, 
24% reported headache as the main symptom that resulted in the diagnosis of CD. 
Following initiation of GFD, headache frequency and intensity improved significantly 
more in participants with migraine than tension-type headache (P = .02 and P = 
.013, respectively). Compliance to GFD was higher among subjects with severe 
manifestations (77% vs 66%, P = .05), and compliant individuals showed a 48% 
improvement in headache frequency (P = .049). An association between food 
transgressions and headache was better recognized by migraineurs (P = .02). 

CONCLUSION:  

These results suggest that strict compliance to the GFD could improve headache in 
celiac patients with headache, even in those without gastrointestinal symptoms. 
This observation could provide an additional factor when convincing patients to 
follow a GFD, thus reducing the morbidity related to CD.  
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Abstract 

BACKGROUND:  

Inflammation and immune dysregulation have been implicated in the pathogenesis 
of pediatric-onset obsessive-compulsive disorder (OCD) and tic disorders such as 
Tourette syndrome (TS). Though few replicated studies have identified markers of 
immune dysfunction in this population, preliminary studies suggest that serum 
immunoglobulin A (IgA) concentrations may be abnormal in these children with 
these disorders. 

METHODS:  

This observational retrospective cohort study, conducted using electronic health 
records (EHRs), identified 206 children with pediatric-onset OCD and 1024 adults 
diagnosed with OCD who also had testing for serum levels of IgA. IgA deficiency 
and serum IgA levels in pediatric OCD were compared with IgA levels from children 
diagnosed with autism spectrum disorders (ASD; n = 524), tic disorders (n = 157), 
attention-deficit/hyperactivity disorder (ADHD; n = 534), anxiety disorders (n = 1206), 
and celiac disease, a condition associated with IgA deficiency (n = 624). 

RESULTS:  

Compared with ASD and anxiety disorder cohorts, the pediatric OCD cohort 
displayed a significantly higher likelihood of IgA deficiency (OR = 1.93; 95% 
CI = 1.18-3.16, and OR = 1.98; 95% CI = 1.28-3.06, respectively), though no 
difference was observed between pediatric OCD and TS cohorts. Furthermore, the 
pediatric OCD cohort displayed similar rates of IgA deficiency and serum IgA levels 
when compared with the celiac disease cohort. The pediatric OCD cohort also 
displayed the highest percentage of IgA deficiency (15%,) when compared with TS 
(14%), celiac disease (14%), ADHD (13%), ASD (8%), and anxiety disorder (8%) 
cohorts. When segregated by sex, boys with OCD displayed a significantly higher 
likelihood of IgA deficiency when compared with all comparison cohorts except for 
celiac disease and tic disorders; no significant difference in IgA deficiency was 
observed between female cohorts. Pediatric OCD subjects also displayed 
significantly lower adjusted serum IgA levels than the ASD and anxiety disorder 
cohorts. Adults with OCD were also significantly less likely than children with OCD 



to display IgA deficiency (OR = 2.71; 95% CI = 1.71-4.28). When compared with 
children with celiac disease, no significant difference in IgA levels or rates of IgA 
deficiency were observed in the pediatric OCD cohort. 

CONCLUSIONS:  

We provide further evidence of IgA abnormalities in pediatric-onset OCD. These 
results require further investigation to determine if these abnormalities impact the 
clinical course of OCD in children.  
PMID: 30892924  
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Abstract 

BACKGROUND:  

Coeliac disease is an autoimmune enteropathy characterised by mucosal 
inflammation subsequent to gluten exposure, leading to malabsorption. Treatment is 
strict dietary control, relying on the patient's ability to maintain lifestyle modifications. 
The present study aimed to compare clinical presentation and adherence to a 
gluten-free diet between South Asian and Caucasian patients with coeliac disease 
in East Lancashire METHODS: In total, 33 South Asian and 113 Caucasian adult 
patients diagnosed with coeliac disease under the care of the Dietetics Department 
at East Lancashire Hospitals NHS Trust were selected using a convenience 
sampling method and then allocated to the South Asian or Caucasian group. A 
subjective assessment of dietetic notes from follow-up visits within 1 year of the first 
appointment was undertaken by two investigators who subsequently allocated the 
patients to one of the three categories: (i) fully-adherent; (ii) partly-adherent; and (iii) 
non-adherent. Presenting complaint, vitamin D, vitamin B12 , folate and ferritin levels 
were also compared. 
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RESULTS:  

There was a significant difference in adherence to gluten-free diet between the 
groups, with a larger proportion of Caucasian patients being fully adherent to gluten-
free diet compared to South Asian patients (64.6% versus 12.1%, P < 0.001). In 
addition, a significantly higher proportion of South Asian patients were vitamin D 
deficient compared with Caucasian patients (70.8% versus 32.8%, P = 0.002). 

CONCLUSIONS:  

The rates of strict adherence to gluten-free diet and vitamin D levels were 
significantly lower in South Asian patients with coeliac disease compared to the 
Caucasian coeliac population. Further studies are required to investigate the causes 
and improve adherence in the South Asian population. 

© 2019 The British Dietetic Association Ltd.  
PMID: 30891843  
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Abstract 

Celiac disease (CD) is a systemic autoimmune disease due to a dysregulated 
mucosal immune response to gluten and related prolamines in genetically 
predisposed individuals. It is a common disorder affecting ~1% of the general 
population, its incidence is steadily increasing. Changes in the clinical presentation 
have become evident since the 80s with the recognition of extra-intestinal 
symptoms like short stature, iron deficiency anemia, altered bone metabolism, 
elevation of liver enzymes, neurological problems. Recent studies have shown that 
the overall prevalence of extra-intestinal manifestations is similar between pediatric 
and adult population; however, the prevalence of specific manifestations and rate of 
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improvement differ in the two age groups. For instance, clinical response in children 
occurs much faster than in adults. Moreover, an early diagnosis is decisive for a 
better prognosis. The pathogenesis of extra-intestinal manifestations has not been 
fully elucidated yet. Two main mechanisms have been advanced: the first related to 
the malabsorption consequent to mucosal damage, the latter associated with a 
sustained autoimmune response. Importantly, since extra-intestinal manifestations 
dominate the clinical presentation of over half of patients, a careful case-finding 
strategy, together with a more liberal use of serological tools, is crucial to improve 
the detection rate of CD. 
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Abstract 

BACKGROUND:  

Patients with type 1 diabetes (T1D) and their first-degree relatives (FDRs) have an 
increased risk of developing celiac disease (CD) compared to the general 
population. This is largely explained by the shared association with major 
histocompatibility class II human leukocyte antigen (HLA) DQ2 and/or DQ8 between 
the two disease states. 

AIM:  

To describe the frequency of CD autoimmunity (CDA) and the distribution of HLA 
and haptoglobin genotypes in patients with T1D and their FDRs. Additionally, we 
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aimed at identifying predictors associated with an increased risk of developing CDA 
in patients with T1D and their family members. 

METHODS:  

We obtained clinical information and blood samples from 1027 participants (302 
with T1D and 725 FDRs) over a five-year period. Samples were tested for 
autoantibodies associated with CD, HLA-DQ alleles, and haptoglobin genotype. We 
fit univariate and multiple logistic regression models for CDA separately for subjects 
with T1D and for FDRs of subjects with T1D. 

RESULTS:  

Implementation of a screening program increased the frequency of CDA by 2-fold in 
participants with T1D and 2.8-fold in their FDRs. Multivariate analysis found that, in 
participants with T1D, having both DR7-DQ2 and DR4-DQ8 was associated with an 
increased frequency of CDA. In FDRs of T1D patients, reported CD in the family 
was associated with an increased frequency of CDA during screening. Haptoglobin 
2 genotype was not associated with developing CDA in the multivariate analysis. 

CONCLUSION:  

Patients with T1D and their FDRs have a high frequency of CDA. Carrying both 
DR7-DQ2 and DR4-DQ8 was associated with development of CDA in patients with 
T1D. 
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Abstract 

This study defines network types of wheat gluten to describe spatial arrangements 
of gluten networks in relation to dough mechanical behaviour. To achieve a high 
variety in gluten arrangements, ten specific and unspecific gluten-modifying agents 
in increasing concentrations were added to wheat dough. Gluten microstructure was 
visualized by confocal laser scanning microscopy and quantified by protein network 
analysis. Dough rheological behaviour was determined by both oscillatory and 
creep-recovery tests. Based on correlation matrices and principal component 
analysis, six different network types were identified and associated to their 
rheological characteristics: a cleaved (low viscous), rigid (highly viscous), spread 
(viscoelastic), strengthened (viscoelastic), particulate and dense (highly viscous) or 
particulate and loose (low viscous) network. Furthermore, rheological dough 
properties of specifically gluten-modified samples were predicted with five 
microstructural gluten attributes (lacunarity, branching rate, end-point rate, protein 
width, average protein length) and assigned properly by the obtained partial least 
square model with an accuracy up to 90% (e.g., R2Y = 0.84 for G*, 0.85 for tanδ, 
0.90 for Jmax). As a result, rheological properties of wheat doughs were predicted 
from microstructural investigations. This novel, quantitative definition of the relation 
between structure and mechanical behaviour can be used for developments of new 
wheat products with targeted properties. 
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Abstract 

BACKGROUND & AIMS:  

Celiac disease is an autoimmune disorder induced by ingestion of gluten that 
affects 1% of the population and is characterized by gastrointestinal symptoms, 
weight loss, and anemia. We evaluated the presence of neurologic deficits and 
investigated whether the presence of antibodies to TG6 increases the risk of 
neurologic defects in patients with a new diagnosis of celiac disease. 

METHODS:  

We performed a prospective cohort study at a secondary-care gastroenterology 
center of 100 consecutive patients who received a new diagnosis of celiac disease 
based on gastroscopy and duodenal biopsy. We collected data on neurologic 
history, and patients were evaluated in a clinical examination along with magnetic 
resonance imaging (MRI) of the brain, MR spectroscopy of the cerebellum, and 
measurements of antibodies against TG6 in serum samples. The first 52 patients 
recruited underwent repeat MR spectroscopy at 1 year after a gluten-free diet 
(GFD). The primary aim was to establish if detection of antibodies against TG6 can 
be used to identify patients with celiac disease and neurologic dysfunction. 

RESULTS:  

Gait instability was reported in 24% of the patients, persisting sensory symptoms in 
12%, and frequent headaches in 42%. Gait ataxia was found in 29% of patients, 
nystagmus in 11%, and distal sensory loss in 10%. Sixty percent of patients had 
abnormal results from the MRI, 47% had abnormal results from MR spectroscopy of 
the cerebellum, and 25% had brain white matter lesions beyond that expected for 
their age group. Antibodies against TG6 were detected in serum samples from 40% 
of patients-these patients had significant atrophy of subcortical brain regions 
compared to patients without TG6 autoantibodies. In patients with abnormal results 
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from MR spectroscopy of the cerebellum, those on the GFD had improvements 
detected in the repeat MR spectroscopy 1 year later. 

CONCLUSIONS:  

In a prospective cohort study of patients with a new diagnosis of celiac disease at a 
gastroenterology clinic, neurological deficits were common and 40% had circulating 
antibodies against TG6. We observed a significant reduction in volume of specific 
brain regions in patients with TG6 autoantibodies, providing evidence for a link 
between autoimmunity to TG6 and brain atrophy in patients with celiac disease. 
There is a need for early diagnosis, increased awareness of the neurological 
manifestations amongst clinicians and reinforcement of adherence to a strict GFD 
by patients in order to avoid permanent neurological disability. 

Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.  
PMID: 30885888  
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Abstract 

This work introduces a novel methodological approach to study both the geometry 
of complex protein networks and the nature of the interacting proteins. This 
approach is based on the high reactivity of Au+ ions on the surface of gold 
nanoparticles (AuNPs) towards thiols, that allows fast formation of a covalent bond 
between accessible protein thiols and AuNPs. In the case of the durum wheat 
semolina used in the exploratory studies reported here, the nature of proteins 
covalently bound to AuNPs is expected to be affected by both the compactness of 
the protein network and by the AuNPs size. Simple centrifugation procedures 
allowed recovery of the protein-loaded AuNPs that remained soluble, and the 
protein(s) covalently bound on the surface of soluble AuNP were identified by MS 
analysis of their proteolytic fragments. Gluten-forming proteins were found to be 
bound to soluble AuNPs only when detergents or chaotropes were added to the 
semolina/AuNPs suspension at room temperature. AuNPs-bound proteins also 
included gluten-forming proteins with no reported free thiols, suggesting that they 
are piggybacked on other thiol-containing gluten-forming proteins via disulfide 
bonds already present in the otherwise untreated semolina. The potential of this 
approach is discussed in terms of the possibility of developing a methodology 
suitable for further clarification of the geometrical features of protein networks, of 
the nature of the involved proteins, and of the type of interaction they establish, as 
well as any modifications of these features upon processing. 

Copyright © 2019 Elsevier Ltd. All rights reserved.  
PMID: 30884681  
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Abstract 

Dermatitis herpetiformis (DH) and celiac disease (CD) are considered to be 
autoimmune diseases that share a specific trigger (gluten) and a common genetic 
background (HLA-DQ2/DQ8). However, the pathogenesis of DH is not yet fully 
understood and no data are available regarding a possible role of fibroblasts in this 
disease. The aim of this study was to assess baseline DNA damage in fibroblasts in 
DH-diagnosed patients vs. fibroblasts of controls without DH or CD. Primary 
fibroblast cultures were derived from dermal biopsies from DH patients and controls 
(without DH or CD). In vitro genotoxic damage was investigated using the comet 
assay and ɣH2AX test after different treatments (with 33mer peptide and digested 
gliadin [DG]) in order to investigate a correlation between oxidative stress 
(evaluated by reactive oxygen species formation) and glutathione content. Our 
results demonstrate a difference in baseline DNA damage between cutaneous 
fibroblasts of controls and DH patients, moreover, DNA damage significantly 
increased after exposure to gluten (DG and 33mer peptide) in fibroblasts from DH 
patients. DNA damage in fibroblasts from patients under dapsone treatment was 
similar to that of the control group. Our data indicate that oxidative stress and DNA 
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damage may be characteristics of fibroblasts from DH patients who are not treated 
with dapsone, particularly after exposure to gliadin peptides.  
PMID: 30882351  
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Abstract 

Introduction Celiac disease (CD) is a gluten-triggered autoimmune disorder of the 
small intestine, which can occur in genetically susceptible individuals at any age. A 
strict life-long gluten free diet (GFD) is the only medically approved treatment, and 
non-adherence is associated with significant morbidity. However, gluten use is 
widespread, complicating efforts to follow the diet. Youth with CD are especially 
challenged with dietary adherence, as they strive for peer acceptance and personal 
autonomy in the context of managing a chronic disease. Methods A scoping review 
was conducted to identify mechanisms to assist youth with remaining gluten free. 
Results There is a paucity of literature regarding best approaches to improve diet 
adherence by youth, however, lessons can also be learned by borrowing ideas from 
self-management approaches of other chronic diseases. Several mechanisms for 
improving GFD adherence among youth are identified, including regular 
engagement of the youth with CD and their family with an experienced 
multidisciplinary team, electronic tool utilization and awareness of accurate 
resources for self-guided education and resources. Conclusions Improvement in 
GFD adherence by youth is achievable and may influence long-term health 
outcomes.  
PMID: 30875325  
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Abstract 

Under physiological conditions, a finely tuned system of cellular adaptation allows 
the intestinal mucosa to maintain the gut barrier function while avoiding excessive 
immune responses to non-self-antigens from dietary origin or from commensal 
microbes. This homeostatic function is compromised in cystic fibrosis (CF) due to 
loss-of-function mutations in the CF transmembrane conductance regulator (CFTR). 
Recently, we reported that mice bearing defective CFTR are abnormally susceptible 
to a celiac disease-like enteropathy, in thus far that oral challenge with the gluten 
derivative gliadin elicits an inflammatory response. However, the mechanisms 
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through which CFTR malfunction drives such an exaggerated response to dietary 
protein remains elusive. Here we demonstrate that the proteostasis 
regulator/transglutaminase 2 (TGM2) inhibitor cysteamine restores reduced Beclin 1 
(BECN1) protein levels in mice bearing cysteamine-rescuable F508del-CFTR 
mutant, either in homozygosis or in compound heterozygosis with a null allele, but 
not in knock-out CFTR mice. When cysteamine restored BECN1 expression, 
autophagy was increased and gliadin-induced inflammation was reduced. The 
beneficial effects of cysteamine on F508del-CFTR mice were lost when these mice 
were backcrossed into a Becn1 haploinsufficient/autophagy-deficient background. 
Conversely, the transfection-enforced expression of BECN1 in human intestinal 
epithelial Caco-2 cells mitigated the pro-inflammatory cellular stress response 
elicited by the gliadin-derived P31-43 peptide. In conclusion, our data provide the 
proof-of-concept that autophagy stimulation may mitigate the intestinal malfunction 
of CF patients. 

PMCID: PMC6420598 Free PMC Article  
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Abstract 

AIM:  

To assess dietary intake and nutritional adequacy amongst self-identified 
symptomatic wheat-avoiders. 

METHODS:  

Thirty-four self-identified symptomatic avoiders of wheat-based products without a 
diagnosis of coeliac disease or wheat allergy were recruited to participate in a 
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dietary assessment study. Dietary intake was assessed via a three-day weighed 
food record. Participants were aged 33 to 83 years, were predominantly women 
(n = 30) and had been avoiding wheat for a mean of six years. Nutrient intakes were 
compared with Nutrient Reference Values. Food group intakes were assessed and 
consumption of wheat-containing and wheat-free cereal-based foods described. 

RESULTS:  

Inadequate intakes of key protective nutrients such as fibre and calcium were 
common; many participants reported avoiding dairy as well as wheat. Intakes of 
total and saturated fat exceeded recommendations. Although 85% of the sample 
reported avoiding all wheat products, at least one third of cereal products and 
dishes consumed in this group, comprising mostly discretionary-type foods, were 
wheat based. 

CONCLUSIONS:  

Dietary intake patterns and resulting nutrient imbalances in individuals restricting or 
eliminating wheat to manage symptoms are cause for concern. The situation is 
likely exacerbated by the tendency for many wheat avoiders to report also avoiding 
other foods, especially dairy products. A bi-disciplinary approach from medical 
practitioners and dietitians to individuals experiencing unexplained gastro-intestinal 
symptoms and strategies to support informed food choice is needed to combat 
longer-term health consequences of a diet with this nutritional profile. 

© 2019 Dietitians Association of Australia.  
PMID: 30873744  

 
Similar articles  

  
42.  J Clin Pathol. 2019 Mar 14. pii: jclinpath-2018-205667. doi: 10.1136/jclinpath-2018-

205667. [Epub ahead of print] 

Measuring too much or too little in adult coeliac disease. 

Lenti MV1, Corazza GR2. 

Author information:  
1. First Department of Internal Medicine, Fondazione IRCCS Policlinico San Matteo, 
University of Pavia, Pavia, Italy. 
2. First Department of Internal Medicine, Fondazione IRCCS Policlinico San Matteo, 
University of Pavia, Pavia, Italy gr.corazza@smatteo.pv.it.  
PMID: 30872383  

 
Similar articles  

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30873744
https://www.ncbi.nlm.nih.gov/pubmed/30872383
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lenti%20MV%5BAuthor%5D&cauthor=true&cauthor_uid=30872383
https://www.ncbi.nlm.nih.gov/pubmed/?term=Corazza%20GR%5BAuthor%5D&cauthor=true&cauthor_uid=30872383
mailto:gr.corazza@smatteo.pv.it
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30872383


 

 

 
Conflict of interest statement 

Competing interests: None declared. 
43.  J Ethnopharmacol. 2019 Mar 11;237:92-107. doi: 10.1016/j.jep.2019.03.019. [Epub 

ahead of print] 

Ribes orientale: A novel therapeutic approach targeting rheumatoid arthritis 
with reference to pro-inflammatory cytokines, inflammatory enzymes and anti-
inflammatory cytokines. 

Uttra AM1, Alamgeer2, Shahzad M3, Shabbir A4, Jahan S5, Bukhari IA6, Assiri AM7. 

Author information:  
1. Laboratory of Cardiovascular Research and Integrative Pharmacology, 
Department of Pharmacology, College of Pharmacy, University of Sargodha, 
Sargodha 40100, Pakistan. 
2. Laboratory of Cardiovascular Research and Integrative Pharmacology, 
Department of Pharmacology, College of Pharmacy, University of Sargodha, 
Sargodha 40100, Pakistan. Electronic address: alam_yuchi@yahoo.com. 
3. Department of Pharmacology, University of Health Sciences, Lahore 54600, 
Pakistan. 
4. Department of Pharmacy, The University of Lahore-Gujrat Campus, Gujrat 
50700, Pakistan. 
5. Department of Immunology, University of Health Sciences, Lahore 54600, 
Pakistan. 
6. Department of Pharmacology, College of Medicine, King Saud University Riyadh, 
Saudi Arabia. 
7. Prince Abdullah Ben Khaled Celiac Disease Research Chair, Department of 
Pediatrics, Faculty of Medicine, King Saud University, Riyadh, Saudi Arabia. 

Abstract 

ETHNOPHARMACOLOGICAL RELEVANCE:  

The roots of Ribes orientale (Family Grossulariaceae) have long been used as a 
folk remedy to treat rheumatism and joints pain in Northern Areas of Pakistan. 

AIM OF THE STUDY:  

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

MATERIAL AND METHODS:  

Arthritis was evaluated in vitro using heat induced bovine serum albumin and egg 
albumin denaturation and membrane stabilizing assays at 50-6400 μg/ml 
concentration of extract/fractions whereas, in vivo arthritis was evaluated at 50, 100, 
200 mg/kg doses of extract/fractions in formaldehyde model by measuring rat paw 
volume/diameter. Moreover, highest effective dose (200 mg/kg) of extract/fractions 
was evaluated in Freünd complete adjuvant (FCA) model. Arthritis was induced in 
Sprague Dawley rats by immunization with 0.1 ml FCA in left footpad. RO 
extract/fractions at 200 mg/kg were orally administered from day 0, 30 min prior to 
adjuvant injection and sustained for 28 days. Paw volume/diameter, arthritic score, 
body weight, and hematological (WBC, RBC, ESR, Hb and Platelet count) and 
biochemical (AST, ALT, ALP, urea, creatinine, CRP and RF) parameters were 
observed. The mRNA expression levels of COX-2, IL-1β, IL-6, NF-kB, TNF-α, IL-4 
and IL-10 were measured by real time reverse transcription polymerase chain 
reaction (RT-PCR) whereas, PGE2 and TNF-α levels in serum samples were 
measured by Enzyme linked immunosorbent assay (ELISA). Furthermore, 
radiographs of hind paws and histological changes in ankle joint were analyzed in 
adjuvant injected rats. The anti-oxidant activity of plant extract and fractions was 
evaluated using DPPH and reducing power assays. In addition, phytochemistry, 
total phenolic and flavonoid contents, and HPLC analysis of most active fraction 
(aqueous fraction) were performed. 

RESULTS:  

Results showed that RO extract and fractions (notably aqueous fraction) 
significantly reduced protein denaturation and protected erythrocyte membrane in 
concentration dependent manner. Similarly, extract/fractions induced dose-
dependent decrease in paw volume/diameter in the formaldehyde model. Plant 
extract and fractions significantly suppressed paw swelling and arthritic score, 
prevented cachexia and remarkably ameliorated hematological and biochemical 
changes. Furthermore, RO extract/fractions downregulated gene expression levels 
of PGE2, COX-2, IL-1β, IL-6, NF-kB and TNF-α whereas, upregulated those of IL-4 
and IL-10, compared with FCA control rats. The radiographic and histopathologic 
improvement in joint architecture was also observed in RO treated rats. Piroxicam, 
used as reference drug, also significantly suppressed arthritis. Additionally, plant 
exhibited notable anti-oxidant activity and phytochemical analysis revealed the 
presence of flavonoids and polyphenols. 

CONCLUSION:  

Results indicated that suppression of pro-inflammatory enzymes/cytokines, 
inhibition of protein denaturation, lysosomal membrane stabilizing abilities, and 



redox/free radical scavenging properties of RO extract and fractions support anti-
arthritic and immunomodulatory property of Ribes orientale that might be due to its 
polyphenolic and flavonoid constituents. This suggests that Ribes orientale roots 
may be used as a therapeutic agent for treating human arthritis. 

Copyright © 2019. Published by Elsevier B.V.  
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Abstract 

This study aimed to determine the utility of coeliac serology for monitoring dietary 
adherence in coeliac disease. Serum anti-tTg IgA and anti-DGP IgG levels of 42 
newly diagnosed patients were measured at diagnosis and at intervals of three, six 
and 12 months after starting a gluten-free diet. Both anti-tTg and anti-DGP 
antibodies decreased in all patients. The decline in the former was significantly 
greater at 3-12 months throughout, while in the latter the decline was seen only at 
three months but not subsequently. Serial measurement of coeliac serology may 
help in monitoring adherence to a gluten-free diet.  
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Abstract 

HISTORY AND CLINICAL FINDINGS:  

 A 72-year-old female presented with a therapy-resistant diarrhea. 

EXAMINATIONS:  

 In the case of negative stool cultures and inconspicuous radiological imaging, 
further endoscopic diagnostics were performed. Histological implicated the image of 
a celiac disease in the duodenum and lymphocytic colitis reaching into the terminal 
ileum. In the case of negative antibody detection for celiac disease, a medication 
side effect was considered by differential diagnosis. 

TREATMENT:  

 When olmesartan was discontinued, she developed a rapid improvement of the 
symptoms. 

CONCLUSION AND DIAGNOSIS:  

 For the angiotensin receptor antagonist olmesartan, the occurrence of a sprue-like 
enteropathy has rarely described. Microscopic colitis is an exception. 

© Georg Thieme Verlag KG Stuttgart · New York.  
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https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30871417
https://www.ncbi.nlm.nih.gov/pubmed/30870870
https://www.ncbi.nlm.nih.gov/pubmed/30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Israel%20H%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hartig%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Siebolts%20U%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wickenhauser%20C%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tannapfel%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ernst%20F%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wahl%20U%5BAuthor%5D&cauthor=true&cauthor_uid=30870870
http://journals.sagepub.com/doi/full/10.1177/0049475519835732?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed


 
Similar articles  

 

 

 
Conflict of interest statement 

Disclosure The authors report no conflicts of interest in this work. 
46.  Hautarzt. 2019 Mar 12. doi: 10.1007/s00105-019-4378-8. [Epub ahead of print] 

[Dermatitis herpetiformis]. 

[Article in German] 

Juratli HA1, Görög A2, Sárdy M2. 

Author information:  
1. Klinik für Dermatologie und Allergologie, Universitätsklinikum Gießen und 
Marburg, Standort Marburg, Baldingerstr. 1, 35043, Marburg, Deutschland. 
juratlih@med.uni-marburg.de. 
2. Klinik für Dermatologie, Venerologie und Dermatoonkologie, Fakultät für Medizin, 
Semmelweis Universität, Budapest, Ungarn. 

Abstract 

Dermatitis herpetiformis (DH) is a genetically determined, gluten sensitive 
autoimmune bullous dermatosis related to celiac disease in which granular, 
insoluble aggregates in the papillary dermis of epidermal transglutaminase (TG3), 
immunoglobulin A (IgA), and fibrinogen are present. Detection of the dermal IgA-
TG3 immune complex is the gold standard of diagnosis. DH develops in 
a subpopulation of patients with gluten sensitive enteropathy, characterized by 
itching, erythematous, excoriated papules showing characteristic distribution over 
the knees, elbows and buttocks; vesicles are rarely seen. The primary therapy of 
DH is a strict, lifelong gluten-free diet, and it may be necessary to temporarily give 
dapsone in case of severe symptoms.  
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Abstract 

PURPOSE:  

Pancreatic body/tail cancer commonly invades the hepatic artery or celiac artery, 
making surgical resection difficult. Distal pancreatectomy with celiac axis resection 
(DP-CAR) has recently been performed to achieve curative resection of these 
tumors. However, the safety and efficacy remain unclear. This study aimed to clarify 
the efficacy and safety of DP-CAR, mainly focusing on the combination with 
neoadjuvant therapy (NAT). 

METHODS:  

We retrospectively reviewed 31 consecutive patients with pancreatic ductal 
adenocarcinoma who underwent DP-CAR between 2010 and 2016. Data from 7 
patients who underwent DP-CAR without NAT were used as a reference (upfront 
surgery, US). 

RESULTS:  

Gemcitabine + S-1 (GS) (n = 17) and gemcitabine + albumin-bound paclitaxel (GnP) 
(n = 8) were frequently used as NAT. DP-CAR following NAT was performed safely 
with 1 death, resulting in a mortality rate of 3%. The median survival time (MST) in 
the NAT group was 38.6 months, while that in the US group was 15.6 months. The 
NAT group had a high R0 resection rate (74%), while only 1 of 7 cases in the US 
group achieved R0 resection. Within the NAT group, patients treated with GS 
showed favorable overall survival with 39.5 months of MST, while that of patients 
treated with GnP was 19.8 months. 

CONCLUSION:  
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The combination of NAT and DP-CAR was feasible and safe for pancreatic body/tail 
cancer invading the celiac artery and/or hepatic artery. This strategy should be 
further assessed for the optimal regimen and duration of NAT in prospective 
studies.  
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Abstract 

Microbe-host interactions are generally homeostatic, but when dysfunctional, they 
can incite food sensitivities and chronic diseases. Celiac disease (CeD) is a food 
sensitivity characterized by a breakdown of oral tolerance to gluten proteins in 
genetically predisposed individuals, although the underlying mechanisms are 
incompletely understood. Here we show that duodenal biopsies from patients with 
active CeD have increased proteolytic activity against gluten substrates that 
correlates with increased Proteobacteria abundance, including Pseudomonas. 
Using Pseudomonas aeruginosa producing elastase as a model, we show gluten-
independent, PAR-2 mediated upregulation of inflammatory pathways in C57BL/6 
mice without villus blunting. In mice expressing CeD risk genes, P. aeruginosa 
elastase synergizes with gluten to induce more severe inflammation that is 
associated with moderate villus blunting. These results demonstrate that proteases 
expressed by opportunistic pathogens impact host immune responses that are 
relevant to the development of food sensitivities, independently of the trigger 
antigen. 
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Abstract 

Corn gluten meal (CGM) is an important alternative protein source in aquafeed 
production. However, in turbot (Scophthalmus maximus), CGM could not be 
effectively utilized because of its low digestibility, the reason for which is still 
unclear. The purpose of the present study was to investigate and elucidate the 
cause for the poor utilization of CGM by turbot from the view of gut health. An 8-
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week feeding trial was conducted with turbot individuals (initial body weight 11.4 ± 
0.2 g), which were fed with one of four isonitrogenous and isolipidic diets formulated 
to include 0%, 21.2%, 31.8%, and 42.6% CGM to progressively replace 0%, 33%, 
50%, and 67% fish meal (FM) protein in a FM-based diet, respectively. The results 
showed that CGM caused dose-dependent decreases in (1) growth performance, 
nutrient digestibility, and feed utilization; (2) activities of brush-border membrane 
enzymes; (3) intestinal antioxidant indices of superoxide dismutase, catalase, 
glutathione peroxidase, glutathione reductase activities, and reduced glutathione 
level; (4) intestinal immune parameters of acid phosphatase activity, complement 3, 
complement 4, and IgM concentrations. Dose-dependent increases in the severity 
of the inflammation, with concomitant alterations on microvilli structure and 
increasing expression of inflammatory cytokine genes of Il-1β, Il-8, and Tnf-α were 
observed but without a change in the intracellular junctions and the epithelial 
permeability established by the plasma diamine oxidase activity and D-lactate level 
examinations. In conclusion, the present work proved that CGM negatively affected 
the gut health of turbot by inducing enteritis and by decreasing intestinal immunity 
and antioxidant capacity, which could be one of the reasons for the reduced 
utilization of CGM by turbot. 
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Abstract 

N6-methyladenosine (m6A) is the most common and abundant RNA modification. 
Recent studies have shown its importance in the regulation of several biological 
processes, including the immune response, and different approaches have been 
developed in order to map and quantify m6A marks. However, site specific 
detection of m6A methylation has been technically challenging, and existing 
protocols are long and tedious and often involve next-generation sequencing. Here, 
we describe a simple RT-QPCR based approach for the relative quantification of 
candidate m6A regions that takes advantage of the diminished capacity of BstI 
enzyme to retrotranscribe m6A residues. Using this technique, we have been able 
to confirm the recently described m6A methylation in the 3'UTR of SOCS1 and 
SOCS3 transcripts. Moreover, using the method presented here, we have also 
observed alterations in the relative levels of m6A in specific motifs of SOCS genes 
in celiac disease patients and in pancreatic β-cells exposed to inflammatory stimuli. 
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Abstract 

Celiac disease (CD) is a gluten-dependent autoimmune disorder affecting a 
significant percentage of the general population, with increasing incidence 
particularly for children. Reliable analytical methods suitable for the serological 
diagnosis of the disorder are urgently required for performing both the early 
diagnosis and the follow-up of a patient adhering to a gluten-free diet. Herein we 
report on the preparation and application of a novel electrochemical immunosensor 
based on the use of ensembles of gold nanoelectrodes (NEEs) for the detection of 
anti-tissue transglutaminase (anti-tTG), which is considered one reliable serological 
marker for CD. To this end, we take advantage of the composite nature of the 
nanostructured surface of membrane-templated NEEs by functionalizing the 
polycarbonate surface of the track-etched membrane with tissue transglutaminase. 
Incubation of the functionalized NEE in anti-tTG samples results in the capture of 
the anti-tTG antibody. Confirmation of the recognition event is achieved by 
incubating the NEE with a secondary antibody labelled with horseradish peroxidase 
(HRP): in the presence of H₂O₂ as substrate and hydroquinone as redox mediator, 
an electrocatalytic current is indeed generated whose increment is proportional to 
the amount of anti-tTG captured from the sample. The optimized sensor allows a 
detection limit of 1.8 ng mL-1, with satisfactory selectivity and reproducibility. 
Analysis of serum samples from 28 individuals, some healthy and some affected by 
CD, furnished analytical results comparable with those achieved by classical 
fluoroenzyme immunoassay (FEIA). We note that the NEE-based immunosensor 
developed here detects the IgG isotype of anti-tTG, while FEIA detects the IgA 
isotype, which is not a suitable diagnostic marker for IgA-deficient patients. 
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Abstract 

For decades, gluten-free dieting (GFD) has been accepted as the only therapeutic 
approach to coeliac disease (CD) and, more recently, for non-coeliac gluten 
sensitivity (NCGS), a term to refer to the so-called gluten-related disorders (GRD) 
[...]. 
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Abstract 

INTRODUCTION:  

celiac disease is an immune condition that results in histologic changes in the small 
bowel and produces both digestive and extra-digestive symptoms. Intestinal 
damage results in malabsorption and impaired weight or impaired optimal weight 
gain. However, these patients may be overweight or obese in spite of histologic 
damage. The aim of this study was to determine the prevalence of excess weight in 
newly diagnosed (adult) celiac patients. 

METHODS:  

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

RESULTS:  

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

CONCLUSIONS:  

further studies are needed to jointly assess energy intake and intestinal absorption 
in these patients, in order to explain the high rate of excess weight. 
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Abstract 

Median arcuate ligament syndrome (MALS) or celiac artery compression syndrome 
is caused by extrinsic compression by the median arcuate ligament. It is often 
asymptomatic, but it can cause intestinal symptoms suggestive of angina. We 
present a patient with repeated episodes of postprandial pain, nausea and 
occasional vomiting. After several studies, it was concluded that the 
symptomatology was attributable to this syndrome. Conservative treatment was 
performed due to the coexistence of underlying neoplastic disease and low life 
expectancy. 
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Abstract 

BACKGROUND:  

Starches and hydrocolloids are commonly used in gluten-free sorghum bread 
formulations to mimic wheat gluten functionality. The effect of different starches and 
hydrocolloids on the sensory profile and quality of gluten-free sorghum bread is 
unknown. In this research, a lexicon for chemically leavened gluten-free sorghum 
bread was developed and used to evaluate the sensory profile of sorghum bread 
made with potato starch plus xanthan, rice starch plus xanthan and tapioca starch 
plus hydroxypropyl methyl cellulose (HPMC). 

RESULTS:  

A lexicon containing 28 attributes and references for appearance, aroma, flavor and 
texture/mouthfeel was developed by a highly trained descriptive sensory panel. 
Results from sensory analysis and objective testing techniques showed that 
chemically leavened gluten-free sorghum bread containing rice starch plus xanthan 
or tapioca starch plus HPMC had significantly better appearance while bread 
containing potato starch plus xanthan or rice starch plus xanthan had significantly 
better texture/mouthfeel. 

CONCLUSION:  

The combination of rice starch plus xanthan produced chemically leavened gluten-
free sorghum bread with better crumb appearance and texture/mouthfeel properties 
than bread made with potato starch plus xanthan or tapioca starch plus HPMC. 
Xanthan significantly increased the dietary fiber content of chemically leavened 
gluten-free sorghum bread. This article is protected by copyright. All rights reserved. 
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Abstract 

In this study, the inhibiting effects of low-molecular weight polyols on the 
deterioration of gluten network and noodle texture were systematically investigated, 
based on dough rheological properties, and the macroscopic, structural and water 
status changes of gluten protein during storage of fresh noodles. Both glycerol and 
propylene glycol significantly restrained the decrease of GMP gel weight, LA-SRC 
value, hardness and springiness, and the increase of cooking loss. SEM showed 
that polyols retarded the collapse of gluten network, with still continuous gluten 
fibrils. The inner structure of polyol noodles was much less damaged after 2 days, 
with more uniform moisture distribution in MRI images. Potential dynamic 
depolymerization and repolymerization interactions were detected for protein 
components during processing and cooking, which might contribute to the textural 
changes. Low-molecular weight polyols inhibited the collapse of gluten network and 
deterioration of noodle texture although they showed no inhibiting effect on 
microbial growth. 

Copyright © 2019 Elsevier Ltd. All rights reserved.  
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Abstract 

Pancreaticoduodenal and gastroduodenal artery aneurysms are rare but require 
early radiological or surgical intervention due to a high risk (61%) of rupture. A 71-
year-old woman presented with an incidental 30-mm aneurysm arising from the 
inferior pancreaticoduodenal artery associated with coeliac axis stenosis. She 
underwent embolisation of the pancreaticoduodenal aneurysm, but the coeliac axis 
stenosis was not amenable to radiological intervention. She remained well at six 
months of follow-up and a repeat computed tomography angiogram six months later 
reported stable appearances. The management of pancreaticoduodenal aneurysms 
is discussed.  
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Abstract 

BACKGROUND:  

Distal pancreatectomy with en-bloc celiac axis resection (DP-CAR) for borderline 
resectable pancreatic body cancer is increasingly being performed [1,2]. For 
survival benefits, obtaining margin-free resection (R0 resection) is crucial [3]. 
However, in patients with cancer abutting the root of the celiac axis and/or SMA, 
accurate resectability using preoperative imaging is difficult to judge [4]. Recently, 
we developed a novel strategy named "Retlap: Retroperitoneal-first laparoscopic 
approach" to achieve accurate evaluation of resectability and minimal invasiveness 
for difficult hepatopancreatobiliary malignancies and retroperitoneal tumors. Retlap 
enables direct evaluation of invasion of the roots of the celiac axis and SMA through 
the retroperitoneal approach. 

METHODS:  

This video demonstrates the case of a 50-year-old man with a 47 × 36-mm 
pancreatic body tumor after chemoradiotherapy. Preoperative computed 
tomography revealed tumor abutting on the roots of the celiac axis and SMA. 
Changes in the surrounding tissues due to chemoradiotherapy prevented accurate 
determination of the tumor invasion extent via preoperative imaging; thus, Retlap 
was applied. Retlap enabled us to identify and secure the roots of the celiac axis 
and SMA easily despite the advanced tumor. After confirming resectability, DP-CAR 
was performed. 

RESULTS:  

The operative time and estimated blood loss were 841 min and 572 mL. A negative 
surgical margin using Retlap was confirmed in frozen sections and R0 resection 
was achieved with uneventful postoperative course. 

CONCLUSION:  

Retlap was technically feasible and useful for achieving accurate evaluation of 
resectability and minimal invasiveness for DP-CAR. Retlap can help provide optimal 
outcomes in locally advanced pancreatic cancer cases. 

Copyright © 2018 Elsevier Ltd. All rights reserved.  
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Abstract 

BACKGROUND AND AIMS:  

The epidemiology of gluten-related disorders (GRDs) is still an open field to be 
explored. We conducted this systematic review based on the current epidemiology 
knowledge of GRDs, focusing on the changing prevalence of GRDs reported in the 
Asia-Pacific region. 

METHODS:  

We searched Medline, PubMed, Scopus, Web of Science and Cochrane database 
with the following MeSH terms and keywords: celiac disease (CD), wheat allergy 
(WA), non-celiac gluten sensitivity (NCGS), dermatitis herpetiformis (DH) and gluten 
ataxia (GA) and the prevalence studies published from January 1991 to January 
2018. Each article was cross-referenced with "Asia-Pacific region" and countries in 
this region such as Australia, New Zealand, India, Pakistan, Turkey, Iran and 
others. 

RESULTS:  

We included 66 studies, which reported the prevalence of GRDs in the Asia-Pacific 
region. Prevalence of celiac disease was 0.32%-1.41% in healthy children and 
0.05%-1.22% in the adult population, while the prevalence in the high risk 
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population was higher (0.6%-11.8%). Previous studies have shown a very low 
incidence of dermatitis herpetiformis (DH) (<0.001%) and gluten ataxia (GA) in this 
area. Few studies on NCGS outbreaks have been found in this area due to the lack 
of specific diagnostic biomarkers. Wheat allergy (WA), although uncommon in most 
Asian-Pacific countries, is the most common cause of anaphylaxis in this region. 

CONCLUSION:  

The results of this systematic review suggest the need to plan further proper 
epidemiological studies in order to understand the natural history of GRDs and to 
assess its burden on health systems. 
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Abstract 

BACKGROUND AND AIMS:  

There is no literature on the role of repeat small bowel capsule endoscopy (SBCE) 
in patients with refractory coeliac disease (RCD) following treatment with steroids 
+/- immunosuppressants. 

METHODS:  
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The findings on SBCEs from a group of patients with histologically proven RCD 
(n=23) were compared to the findings from patients with uncomplicated coeliac 
disease (n=48). All patients had concurrent duodenal histology and serology taken 
at the time of SBCE. 

RESULTS:  

Patients with RCD had a greater extent of mucosal involvement on SBCE than 
patients with uncomplicated CD (42.4+/-34.1% vs 9.7+/-21.7%, p=0.0001). 
Following treatment with steroids and / or immunosuppressants, patients with RCD 
had an improvement in the extent of affected small bowel mucosa (42.4+/-34.1% vs 
26.4+/-28.9% p=0.012). There was no statistical difference in histology and serology 
taken at the time of the first and second SBCE in patients with RCD. 

CONCLUSIONS:  

Our study suggests that SBCE is valuable in documenting the extent of mucosal 
involvement in patients with RCD. This is the first study that delineates the value of 
a second look SBCE to assess improvement in the extent of disease in the small 
bowel following treatment. 
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Abstract 

OBJECTIVE:  

Olmesartan-induced enteropathy consists a syndrome that mimics celiac disease 
both clinically and histologically. Cases of this entity have sporadically been 
reported since 2012 and are usually characterized by severe diarrhea and 
malabsorption, followed by significant weight loss. 

CASE REPORT:  

Herein, we report an uncommon case of this syndrome, where weight loss 
preceded several months the onset of gastrointestinal symptoms. Physicians should 
be aware of unexplained weight loss in patients taking olmesartan, as prompt 
discontinuation of the drug may prevent the deleterious consequences of 
malabsorption. 

Copyright© Bentham Science Publishers; For any queries, please email at 
epub@benthamscience.net.  
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Abstract 

A molecularly imprinted polymer (MIP) recognition system was devised for selective 
determination of an immunogenic gluten octamer epitope, PQQPFPQQ. For that, a 
thin MIP film was devised, guided by density functional theory calculations, and then 
synthesized to become the chemosensor recognition unit. Bis(bithiophene)-based 
cross-linking and functional monomers were used for this synthesis. An extended-
gate field-effect transistor (EG-FET) was used as the transduction unit. The EG-FET 
gate surface was coated with the PQQPFPQQ-templated MIP film, by 
electropolymerization, to result in a complete chemosensor. X-ray photoelectron 
spectroscopy analysis confirmed the presence of the PQQPFPQQ epitope, and its 
removal from the MIP film. The chemosensor selectively discriminated between the 
octamer analyte and another peptide of the same number of amino acids but with 
two of them mismatched (PQQQFPPQ). The chemosensor was validated with 
respect to both the PQQPFPQQ analyte and a real gluten extract from semolina 
flour. It was capable to determine PQQPFPQQ in the concentration range of 0.5-45 
ppm with the limit of detection (LOD) = 0.11 ppm. Moreover, it was capable of 
determining gluten in real samples in the concentration range of 4-25 ppm with LOD 
= 4 ppm, which is a value sufficient for discriminating between gluten-free and non-
gluten-free food products. The gluten content in semolina flour determined with the 
chemosensor well correlated with that determined with a commercial ELISA gluten 
kit. The Langmuir, Freundlich, and Langmuir-Freundlich isotherms were fitted to the 
epitope sorption data. The sorption parameters determined from these isotherms 
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indicated that the imprinted cavities were quite homogeneous and that the epitope 
analyte was chemisorbed in them.  
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Erratum for 

• A Low FODMAP Gluten-Free Diet Improves Functional Gastrointestinal 
Disorders and Overall Mental Health of Celiac Disease Patients: A 
Randomized Controlled Trial. [Nutrients. 2018] 

Abstract 

The authors have requested that the following changes be made to their paper [...]. 

Free Article  
 

PMID: 30845754  
 

Similar articles  
 

 

65.  J Clin Gastroenterol. 2019 Apr;53(4):313. doi: 10.1097/MCG.0000000000001198. 

World Gastroenterology Organisation Global Guidelines - Celiac Disease, 
February 2017: Erratum. 

[No authors listed] 
 

PMID: 30845076  
 

Similar articles  
 

 

mailto:bernardo.dellosso@unimi.it
mailto:bernardo.dellosso@unimi.it
mailto:montanari.valeria8@gmail.com
mailto:mariateresa.bardella@yahoo.com
mailto:luca.elli@policlinico.mi.it
https://www.ncbi.nlm.nih.gov/pubmed/30081576
https://www.ncbi.nlm.nih.gov/pubmed/30081576
https://www.ncbi.nlm.nih.gov/pubmed/30081576
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30845754
https://www.ncbi.nlm.nih.gov/pubmed/30845076
https://www.ncbi.nlm.nih.gov/pubmed/30845076
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30845076
http://www.mdpi.com/resolver?pii=nu11030566
http://insights.ovid.com/pubmed?pmid=30845076


66.  Autoimmun Rev. 2019 Mar 4. pii: S1568-9972(19)30065-5. doi: 
10.1016/j.autrev.2019.03.012. [Epub ahead of print] 

The role of interleukin-13 in chronic inflammatory intestinal disorders. 

Giuffrida P1, Caprioli F2, Facciotti F3, Di Sabatino A4. 

Author information:  
1. First Department of Internal Medicine, University of Pavia, Fondazione IRCCS 
Policlinico San Matteo, Pavia, Italy. 
2. Gastroenterology and Endoscopy Unit, Fondazione IRCCS Cà Granda, Ospedale 
Policlinico di Milano, Milan, Italy; Department of Pathophysiology, Department of 
Transplantation, University of Milan, Milan, Italy. 
3. Department of Experimental Oncology, European Institute of Oncology, Milan, 
Italy. 
4. First Department of Internal Medicine, University of Pavia, Fondazione IRCCS 
Policlinico San Matteo, Pavia, Italy. Electronic address: a.disabatino@smatteo.pv.it. 

Abstract 

Interleukin (IL)-13 is a cytokine playing a pivotal role in T helper (Th)2 immune 
response supposed to be implicated in some intestinal disorders. IL-13 is produced 
by Th2 cells, natural killer T cell, innate lymphoid cells and innate immune cells, 
which contribute to trigger and maintain a chronic idiopathic intestinal inflammation. 
In murine models IL-13 exerts pleiotropic functions, playing either pathogenic or 
protective roles according to the different experimental conditions. As regards celiac 
disease, IL-13 is considered to be involved mostly in the refractory phase rather 
than at uncomplicated stage. Discrepancies have been observed in the role of IL-13 
upon the inflammation and fibrosis in ulcerative colitis (UC) and in Crohn's disease, 
respectively. Failure of the anti-IL-13 monoclonal antibodies tralokinumab and 
anrukinzumab in UC patients in clinical trials support the absence of a role for IL-13 
in UC. This review deals with IL-13 in several experimental colitis models -such as 
oxazolone-, trinitrobenzene sulfonic acid- or dextran sodium sulphate-induced 
colitis- and chronic intestinal inflammatory disorders -including celiac disease, UC 
and Crohn's disease-, and it also highlights the attempts to modulate IL-13 as 
therapeutic tool. 

Copyright © 2019 Elsevier B.V. All rights reserved.  
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Abstract 

BACKGROUND:  

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

METHODS:  

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

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

CONCLUSIONS:  

The proposed supplementation beneficially altered bone metabolism, through 
increased bone formation rates and decreased bone resorption process rates. 
Supplementation of GFD with prebiotic oligofructose-enriched inulin may be a 
promising auxiliary therapy for bone metabolism improvements in children with CD. 

Copyright © 2019 Elsevier Inc. All rights reserved.  
PMID: 30840918  

 
Similar articles  

 
 

68.  J Vasc Surg. 2019 Mar 2. pii: S0741-5214(19)30079-5. doi: 
10.1016/j.jvs.2018.11.043. [Epub ahead of print] 

Stenting of superior mesenteric and celiac arteries does not increase 
complication rates after fenestrated-branched endovascular aneurysm repair. 

Motta F1, Crowner JR1, Kalbaugh CA1, Knowles M2, Pascarella L1, McGinigle KL1, 
Farber MA3. 

Author information:  
1. Division of Vascular Surgery, Department of Surgery, School of Medicine, The 
University of North Carolina at Chapel Hill, Chapel Hill, NC. 
2. Vascular Surgery, University of North Carolina, Raleigh, NC. 
3. Division of Vascular Surgery, Department of Surgery, School of Medicine, The 
University of North Carolina at Chapel Hill, Chapel Hill, NC. Electronic address: 
mark_farber@med.unc.edu. 

Abstract 

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30840918
https://www.ncbi.nlm.nih.gov/pubmed/30837181
https://www.ncbi.nlm.nih.gov/pubmed/30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=Motta%20F%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=Crowner%20JR%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kalbaugh%20CA%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=Knowles%20M%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pascarella%20L%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=McGinigle%20KL%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
https://www.ncbi.nlm.nih.gov/pubmed/?term=Farber%20MA%5BAuthor%5D&cauthor=true&cauthor_uid=30837181
mailto:mark_farber@med.unc.edu
https://linkinghub.elsevier.com/retrieve/pii/S8756-3282(19)30077-8


OBJECTIVE:  

This study compared complications in patients undergoing fenestrated-branched 
endovascular aneurysm repair (F-BEVAR) without and with stenting of the superior 
mesenteric artery (SMA) or celiac artery (CA), with particular attention to the length 
of coverage above the CA. 

METHODS:  

A retrospective review was performed of a prospectively maintained database of 
patients treated with F-BEVAR for thoracoabdominal aortic aneurysms between 
July 2012 and May 2017. Data included demographics, risk factors, comorbidities, 
preoperative aneurysm characteristics, procedural data, and outcomes. Patients 
were grouped as follows: group 1, no SMA or CA stent; group 2, SMA or CA stent 
and <5 cm of coverage above the CA; and group 3, SMA or CA stent and ≥5 cm of 
coverage above the CA. Complications measured included death, myocardial 
infarction, respiratory failure, stroke or transient ischemic attack, paraplegia, acute 
kidney injury, mesenteric ischemia, and vascular complications. Individual and 
composite complications were compared between groups. 

RESULTS:  

There were 223 patients who had data analyzed (group 1, 53 [24%]; group 2, 101 
[45%]; and group 3, 69 [31%]). Mean age was 72 years (76% male). There was no 
difference in patients' characteristics between groups, except for hypertension (less 
common in group 2) and history of previous aortic surgery (more common in group 
3). Group 2 (15%) and group 3 (90%) had higher spinal drain use than group 1 (2%; 
P < .0001). Mean operative time was longer in groups 2 and 3 compared with group 
1 (group 1, 224 minutes; group 2, 253 minutes; and group 3, 313 minutes; P < 
.0001). Group 1 had more intraoperative complications, without difference in the 
technical success and mortality rates. Failure to deliver a bridging stent occurred in 
only 3 of 695 vessels (0.4%) intended, without difference between groups (P = .79). 
The incidence of major complications (individually and composite analysis) was 
similar between groups. On 30-day computed tomography angiography, there was 
no difference in type I or type III endoleaks (2%, 3%, and 6%) and branch patency 
(98%, 99%, and 99%) for groups 1, 2, and 3, respectively. At 3 years of follow-up, 
there was no difference in survival, stent patency, and branch instability. Group 3 
had a higher reintervention rate compared with groups 1 and 2 (P < .0001); 
however, there was no difference between groups 1 and 2 (P = .31). 

CONCLUSIONS:  

Patients who needed SMA or CA incorporation with stents during F-BEVAR for 
aortic repair had more complex procedures, as assessed by operative time, brachial 
access, number of vessels incorporated, and spinal drain use. However, the 



extension of the repair did not affect the outcomes, demonstrated by similar 
mortality and morbidity rates between groups. 

Published by Elsevier Inc.  
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Abstract 

BACKGROUND & AIMS:  

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

METHODS:  

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

RESULTS:  

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

mailto:stine.dydensborg.sander@rsyd.dk


CONCLUSION:  

In a nationwide study of children in Denmark and Norway, we found exposure to 
systemic antibiotics in the first year of life to be associated with a later diagnosis of 
celiac disease. These findings indicate that childhood exposure to systemic 
antibiotics may be a risk factor for celiac disease. 

Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.  
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Abstract 

BACKGROUND:  

Certain approaches to managing a strict gluten-free diet (GFD) for coeliac disease 
(CD) may lead to impaired psychosocial well-being, a diminished quality of life 
(QOL) and disordered eating. The present study aimed to understand adolescents' 
approaches to managing a GFD and the association with QOL. 

METHODS:  

Thirty adolescents with CD (13-17 years old) following the GFD for at least 1 year 
completed the Celiac Dietary Adherence Test (CDAT) and QOL survey. Their 

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30836095
https://www.ncbi.nlm.nih.gov/pubmed/30834587
https://www.ncbi.nlm.nih.gov/pubmed/30834587
https://www.ncbi.nlm.nih.gov/pubmed/30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cadenhead%20JW%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wolf%20RL%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lebwohl%20BL%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20AR%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zybert%20P%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Reilly%20NR%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Schebendach%20J%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Satherley%20R%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://www.ncbi.nlm.nih.gov/pubmed/?term=Green%20PHR%5BAuthor%5D&cauthor=true&cauthor_uid=30834587
https://linkinghub.elsevier.com/retrieve/pii/S0016-5085(19)32507-7


approaches to GFD management were explored using a semi-structured interview, 
where key themes were developed using an iterative process, and further analysed 
using a psychosocial rubric to classify management strategies and QOL. CDAT 
ratings were compared across groups. 

RESULTS:  

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

CONCLUSIONS:  

Adolescents with CD who manage a GFD with maladaptive eating behaviours 
similar to known risk factors for feeding and eating disorders experience diminished 
QOL. In accordance with CD management recommendations, we recommend 
ongoing follow-up with gastroenterologists and dietitians and psychosocial support 
referrals, as needed. 

© 2019 The British Dietetic Association Ltd.  
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Abstract 

BACKGROUND Celiac crisis is an uncommon but critical complication of celiac 
disease (CD) manifesting with copious diarrhea, dehydration, and severe metabolic 
imbalances. Celiac crisis occurring in individuals who have been formerly diagnosed 
with CD and displaying severe coagulopathy is tremendously rare. CASE REPORT 
We report a case of a 76-year-old male, previously diagnosed with CD and non-
compliant with gluten free diet, who presented with severe coagulopathy 
manifesting as gastrointestinal bleeding in addition to other features of celiac crisis, 
including severe diarrhea, dehydration, metabolic acidosis, electrolyte disturbances, 
and renal dysfunction. Esophagogastroduodenoscopy revealed flattened mucosa 
and mucosal nodularity in the duodenum. Duodenal biopsies exhibited active 
chronic inflammation with intraepithelial lymphocytosis and subtotal villous blunting. 
The patient was diagnosed with celiac crisis and treatment with vitamin K, 
parenteral nutrition, and steroids was commenced. After initial clinical improvement, 
a gluten-free diet was implemented with complete resolution of symptoms. 
CONCLUSIONS Though celiac crisis typically presents in patients with 
undiagnosed CD, it should be considered in patients who have been previously 
diagnosed CD but who are non-compliant with gluten free diet. Severe 
coagulopathy, though extremely rare, can be a feature of celiac crisis and should be 
consider when encountered in a patient with history of steatorrhea and 
gastrointestinal bleeding.  
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OBJECTIVE:  

Examine the correspondence between autonomous motivation, self-control lapses, 
and adherence, to a gluten-free diet (GFD) and weight loss plan in adults with 
coeliac disease; and assess the impact of the interaction of motivation style and 
self-control lapses on adherence to both diets. 

DESIGN:  

Cross-sectional survey in 519 adults with coeliac disease, 238 of whom were also 
attempting weight loss. 

MAIN OUTCOME MEASURES:  

Adherence, motivation style, frequency of temptation and self-control lapses (e.g. 
when tired, stressed, happy) for GFD and weight loss plan. 

RESULTS:  

Autonomous motivation was higher, and amotivation lower, for the GFD than weight 
loss; adherence to the two diets was unrelated. Similar circumstances led to 
temptation and self-control lapses across diets; both were less frequent for the GFD 
than weight loss. Motivation and self-control lapses explained 21% and 35% of the 
variance in adherence, respectively; the interaction between motivation and lapse 
frequency did not explain additional variance for either diet. 

CONCLUSIONS:  

There are clear benefits to developing autonomous motivations and strategies to 
resist temptation for both the GFD and weight loss. Understanding how these 
processes differ and interact across diets may lead to the design of interventions to 
improve adherence and weight outcomes in coeliac disease.  
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Abstract 

Vitamin D-deficient Saudi adolescent girls were screened for anti-tissue 
transglutaminase (IgA-tTG) antibodies to determine whether the presence of severe 
vitamin D deficiency was associated with celiac disease. All 9 participants who were 
positive for IgA-tTG antibodies had severe vitamin D deficiency (25(OH)D 
< 12.5 nmol/l), suggesting that this population should be screened for celiac 
disease. 

PURPOSE:  

The current cross-sectional study aimed to see if severe vitamin D deficiency is 
associated with celiac disease (CD) among Saudi adolescent girls. 

METHODS:  

A total 200 adolescent females aged 13-19 years old with vitamin D deficiency 
(serum 25(OH)D < 50 nmol/l) were screened for IgA tTG (anti-tissue 
transglutaminase antibodies). 

RESULTS:  

Of the 200 girls, 9 (4.5%) were positive for IgA tTG antibodies; all of whom had 
serum 25(OH)D < 12.5 nmol/l. A strong significant inverse association was 
observed between tTG antibody levels and serum 25(OH)D (R = - 0.53; p < 0.001) 
among antibody negative participants. Finally, participants with positive IgA tTG 
antibodies was 37.2 times higher for participants with 25(OH)D < 12.5 nmol/l than 
those whose vitamin D status was higher [OR = 37.2 (95% CI 4.6-299.7) 
(p = 0.0002)]. 

CONCLUSION:  

The data suggests that CD maybe a risk factor for severe vitamin D deficiency and 
that patients presenting with very low levels of 25(OH)D of less than 12.5 nmol/l-in 
the absence of an obvious cause-may need to be screened for CD.  
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Abstract 

Thymic stromal lymphopoietin (TSLP) is a cytokine produced by epithelial cells in 
the lungs, skin and intestinal mucosa, and is involved in several physiological and 
pathological processes. In this study, we evaluated serum TSLP levels in patients 
with celiac disease (CD). The prospective study was conducted at a 
gastroenterology outpatient clinic between March 2018 and August 2018. Eighty-
nine participants aged between 18 and 75 years were classified into following 
groups: 22 patients with newly diagnosed CD; 20 patients with CD who were 
compliant with a gluten-free diet (GFD); 32 patients with CD who were not compliant 
with a GFD; and 15 healthy controls. Demographic characteristics, disease 
duration, and selected biochemical and hematologic parameters were recorded and 
compared between groups. Median serum TSLP levels were 1193.65 pg/mL (range: 
480.1-1547.1) in newly diagnosed CD patients, 110.25 pg/mL (range: 60.3-216.7) in 
CD patients who were compliant with a GFD, 113.1 pg/mL (range: 76.3-303.4) in 
CD patients who were not compliant with a GFD, and 57 pg/mL (range: 49-67.8) in 
healthy controls. Overall, there was a significant difference in serum TSLP levels 
between groups (p = 0.001). Patients with newly diagnosed CD had the highest 
serum TSLP levels. There was no significant difference in serum TSLP levels 
between patients with CD who were or were not compliant with a GFD. TSLP 
appears to be involved in the pathogenesis of CD. Further studies are required to 
determine if the TSLP signaling pathway can be used in the treatment of CD. 
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Abstract 

Celiac disease (CD) is an immune-mediated gastrointestinal (GI) disorder driven by 
innate and adaptive immune responses to gluten. Presentation of CD has changed 
over time, with non-GI symptoms, such as anemia and osteoporosis, presenting 
more commonly. With improved screening and diagnostic methods, the reported 
prevalence of CD has increased globally, and there is considerable global variation 
in diagnostic and treatment practices. The objective of this study was to describe 
the current state of CD diagnosis and treatment patterns. A targeted review of 
literature from MEDLINE, Embase, the Cochrane Library, and screening of relevant 
conference abstracts was performed. The generally recommended diagnostic 
approach is GI endoscopy with small bowel biopsy; however, in selected patients, 
biopsy may be avoided and diagnosis based on positive serology and clinical 
symptoms. Diagnosis often is delayed; the average diagnostic delay after symptom 
onset is highly variable and can last up to 12 years. Barriers to accurate and timely 
diagnosis include atypical presentation, lack of physician awareness about current 
diagnostic criteria, misdiagnosis, and limited access to specialists. Currently, strict 
adherence to a gluten-free diet (GFD) is the only recommended treatment, which is 
not successful in all patients. Only one-third of patients are monitored regularly 
following diagnosis. Unmet needs for CD include improvements in the accuracy and 
timeliness of diagnosis, and the development of treatments for both refractory CD 
and GFD nonresponsive CD. Further research should investigate the impact of 
education about gluten-free eating and the availability of gluten-free foods support 
adherence and improve outcomes in patients with CD.  
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Abstract 

Transthoracic esophagectomy with gastric tube formation is the surgical treatment 
of choice for esophageal cancer. The surgical reconstruction induces changes of 
gastric microcirculation, which are recognized as potential risk factors of 
anastomotic leak. This prospective observational study investigates the association 
of celiac trunk (TC) stenosis with postoperative anastomotic leak. One hundred fifty-
four consecutive patients with esophageal cancer scheduled for Ivor-Lewis 
esophagectomy were included. Preoperative staging computed tomography (CT) 
was used to identify TC stenosis. Any narrowing of the lumen due to atherosclerotic 
changes was classified as stenosis. Percentage of stenotic changes was calculated 
using the North American Symptomatic Carotid Endarterectomy Trial formula. 
Multivariable analysis was used to identify possible risk factors for leak. The overall 
incidence of TC stenosis was 40.9%. Anastomotic leak was identified in 15 patients 
(9.7%). Incidence of anastomotic leak in patients with stenosis was 19.4% 
compared to 2.3% in patients without stenosis. Incidence of stenosis in patients with 
leak was 86.7% (13 of 15 patients) and significantly higher than 38.8% (54 of 139 
patients) in patients without leak (P < 0.001). There was a significant difference in 
median degree of TC stenosis (50.0% vs 39.4%; P = 0.032) in patients with and 
without leak. In the multivariable model, TC stenosis was an independent risk factor 
for anastomotic leak (odds ratio: 5.98, 95% CI: 1.58-22.61). TC stenosis is 
associated with postoperative anastomotic leak after Ivor-Lewis esophagectomy. 
Routine assessment of TC for possible stenosis is recommended to identify patients 
at risk. 
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Comparative Study on the Bread Making Quality of Normoxia- and Hypoxia-
Germinated Wheat: Evolution of γ-Aminobutyric Acid, Starch Gelatinization, 
and Gluten Polymerization during Steamed Bread Making. 

Wang P, Liu K, Yang R, Gu Z, Zhou Q, Jiang D. 

Abstract 

To explore the bread making characteristics of germinated wheat flour, the current 
study focused on the componential evolution throughout the steamed bread making 
process. Hypoxia-germinated wheat (HGW) dough produced the maximum γ-
aminobutyric acid as a result of high glutamic acid decarboxylase activity during 
fermentation compared to 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 cross-linking degree of glutenin-gliadin was suppressed. In 
comparison to NGW bread, more high-molecular-weight glutenin subunits but less 
α-gliadin fractions polymerized upon steaming of HGW dough. Results demonstrate 
that HGW has great potential to be exploited as a nutritious functional ingredient for 
wheat-based food.  
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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 

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 random-intercept 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.  
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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 
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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.  
PMID: 30779970  
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Abstract 

Rice flour is commonly used as a 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, 2-
aminoacetophenone 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)-2-nonenal, and 4-methylquinazoline reached significantly 
higher FD factors than in the wheat bread crust, while those of maltol and 2-
methoxy-4-vinylphenol 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, 2-propyl-2-octenal, 4-hydroxy-2-octenoic acid lactone, 4-
hydroxy-2-nonenoic acid lactone, and 4-methylquinazoline, were identified for the 
first time in rice-containing products.  
PMID: 30779560 [Indexed for MEDLINE] 
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Abstract 

BACKGROUND AND PURPOSE:  

Magnitude of gluten-specific T-cell responses in coeliac disease (CD) might be 
dependent on HLA-DQ2 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.  
PMID: 30779476  
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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 host-genetic-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.  
PMID: 30778224  
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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 
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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.  
PMID: 30776469  
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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 
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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 pre-extraction 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 Tris-HCl 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.  
PMID: 30776456  
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Abstract 

ETHNOPHARMACOLOGICAL RELEVANCE:  

Ribes alpestre Decne has been commonly used in the treatment of joint complaints. 

AIM OF STUDY:  

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

MATERIAL AND METHODS:  

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

RESULTS:  

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

CONCLUSION:  

Present communication suggests Ribes alpestre a potent antiarthritic therapy by 
ameliorating adjuvant arthritis in rats by downregulating proinflammatory mediators 
with up regulation of anti-inflammatory cytokines. 

Copyright © 2019. Published by Elsevier B.V.  
PMID: 30771518  

 
Similar articles  

 
 

89.  J Gastrointest Surg. 2019 Apr;23(4):882-884. doi: 10.1007/s11605-019-04142-y. 
Epub 2019 Feb 13. 

Feasibility and Safety of Spleno-Aortic Bypass in Patients with Atheromatous 
Celiac Trunk Stenosis in Pancreaticoduodenectomy. 

Piardi T1, Rhaiem R2, Aghei A1, Fleres F1, Renard Y1, Duprey A3, Sommacale D1, 
Kianmanesh R1. 

Author information:  
1. Department of General, Digestive and Hepatobiliary Surgery, Robert Debré 
University Hospital, University of Champagne-Ardenne, Ave Général Koenig, 
51100, Reims, France. 
2. Department of General, Digestive and Hepatobiliary Surgery, Robert Debré 
University Hospital, University of Champagne-Ardenne, Ave Général Koenig, 
51100, Reims, France. rrhaiem@chu-reims.fr. 
3. Department of Vascular Surgery, Robert Debré University Hospital, University of 
Champagne-Ardenne, Reims, France.  
PMID: 30761469  

 
Similar articles  

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30771518
https://www.ncbi.nlm.nih.gov/pubmed/30761469
https://www.ncbi.nlm.nih.gov/pubmed/30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Piardi%20T%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rhaiem%20R%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Aghei%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fleres%20F%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Renard%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Duprey%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sommacale%20D%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kianmanesh%20R%5BAuthor%5D&cauthor=true&cauthor_uid=30761469
mailto:rrhaiem@chu-reims.fr
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30761469
https://linkinghub.elsevier.com/retrieve/pii/S0378-8741(18)30809-2


 

 

90.  Aliment Pharmacol Ther. 2019 Mar;49(5):619. doi: 10.1111/apt.15110. 

Letter: anxiety after coeliac disease diagnosis predicts mucosal healing-a 
population-based study. 

Kilincalp S1, Haji AY1. 

Author information:  
1. Department of Gastroenterology, Lanstinghet Gävleborg, Region Gävleborg, 
Sweden.  
PMID: 30746773  

 
Similar articles  

 

 

91.  Aliment Pharmacol Ther. 2019 Mar;49(5):620. doi: 10.1111/apt.15130. 

Letter: anxiety after coeliac disease diagnosis predicts mucosal healing-a 
population-based study. Authors' reply. 

Emilsson L1,2,3, Ludvigsson JF4,5. 

Author information:  
1. Department of Epidemiology, Harvard T.H. Chan School of Public Health, 
Boston, Massachusetts. 
2. Department of Health Management and Health Economy, Institute of Health and 
Society, University of Oslo, Oslo, Norway. 
3. Centre for Clinical Research, Vårdcentralen Värmlands Nysäter, Värmland 
County, Sweden. 
4. Department of Medical Epidemiology and Biostatistics, Karolinska Institutet, 
Stockholm, Sweden. 
5. Department of Pediatrics, Örebro University Hospital, Örebro, Sweden.  
PMID: 30746768  

 
Similar articles  

 

 

92.  J Agric Food Chem. 2019 Mar 6;67(9):2660-2669. doi: 10.1021/acs.jafc.8b06646. 
Epub 2019 Feb 20. 

https://www.ncbi.nlm.nih.gov/pubmed/30746773
https://www.ncbi.nlm.nih.gov/pubmed/30746773
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kilincalp%20S%5BAuthor%5D&cauthor=true&cauthor_uid=30746773
https://www.ncbi.nlm.nih.gov/pubmed/?term=Haji%20AY%5BAuthor%5D&cauthor=true&cauthor_uid=30746773
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30746773
https://www.ncbi.nlm.nih.gov/pubmed/30746768
https://www.ncbi.nlm.nih.gov/pubmed/30746768
https://www.ncbi.nlm.nih.gov/pubmed/?term=Emilsson%20L%5BAuthor%5D&cauthor=true&cauthor_uid=30746768
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ludvigsson%20JF%5BAuthor%5D&cauthor=true&cauthor_uid=30746768
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30746768
https://dx.doi.org/10.1007/s11605-019-04142-y
https://doi.org/10.1111/apt.15110
https://doi.org/10.1111/apt.15130


Characterization and Exploration of Recombinant Wheat Catalase for 
Improvement of Wheat-Flour-Processing Quality. 

Zhang Y1, Chen M2, Chen Y3, Hou Y4, Hu SQ1. 

Author information:  
1. Overseas Expertise Introduction Center for Discipline Innovation of Food Nutrition 
and Human Health (111 Center), School of Food Science and Engineering , South 
China University of Technology , Guangzhou , Guangdong 510640 , China. 
2. Graduate School of Life Science , Hokkaido University , Sapporo 060-0810 , 
Japan. 
3. Guangdong Food Industry Research Institute Company Ltd. , Guangzhou , 
Guangdong 511400 , China. 
4. State Key Laboratory of Pulp and Paper Engineering , South China University of 
Technology , Guangzhou , Guangdong 510640 , China. 

Abstract 

The wheat catalase gene ( wcat1) was cloned and overexpressed in Pichia pastoris. 
The purified wCat1 exhibits its highest activity at pH 7.5 and 35 °C with Km and Vmax 
of 22.95 mM and 0.24 μmol/min, respectively. wCat1 could markedly improve the 
farinographic properties of dough, with the stability time increasing and degree of 
softening decreasing, and enhance the rheological properties of dough. wCat1 
could also elevate bread-making quality, with increased specific volume of the 
bread and decreased hardness, gumminess, and chewiness, which are attributable 
to increased amounts of SDS-insoluble protein in dough, resulting in extended 
glutenin networks and thus larger pores in the fermented dough and bread crumb. 
The decrease of hydrogen peroxide and increase of free thiol groups in wCat1-
treated dough suggest that the decomposition of hydrogen peroxide by wCat1 likely 
promotes disulfide-bond formation and thus the cross-linking of dough proteins.  
PMID: 30739449 [Indexed for MEDLINE] 
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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. 
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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 gluten-sensitive 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 one-step aqueous extraction. Compared with reference R5, 
NimaTM antibodies (13F6 and 14G11) had 35- and 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 

The effects of frozen storage on the quality of frozen cooked noodles were 
investigated. Texture analysis showed hardness and tensile force reduced during 
frozen storage. An increasing cooking loss and a decreasing water uptake ratio 
were determined when testing cooking qualities. As storage time prolonged, 
differential scanning calorimetry (DSC) detected more freezable water, and an 
increased relaxation time was recorded by nuclear magnetic resonance (NMR). 
Magnetic resonance imaging (MRI) revealed water distribution was more 
heterogeneous. A ruptured microstructure with large pores of frozen cooked 
noodles was observed by scanning electron microscopy (SEM). The confocal laser 
scanning microscope (CLSM) photographs demonstrated gluten network lost its 
integrity and compactness. Size-exclusion high performance liquid chromatography 
(SE-HPLC) indicated the amount of SDS-soluble proteins increased. The present 
study showed water characteristics and protein network underwent some changes 
during frozen storage, which had major effects on the quality of frozen cooked 
noodles. 
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Abstract 

The influence of microwave treatment of hydrated durum wheat kernels of two 
different cultivars (cv Aureo and Sfinge), on wholemeal flour and pasta quality was 
addressed. Size exclusion-HPLC and electrophoresis analysis were used to 
investigate changes in the gluten network arrangement as affected by the 
microwave treatment. Rheological properties of dough, cooking quality and sensory 
properties of pasta were also assessed. Results suggested that the microwave 
treatment on hydrated durum wheat kernels blocks gluten protein conformation 
through SS bonds formation and the free -SH are no longer able to create a strong 
network during pasta processing, due to the conformational changes. Rheological 
study of dough confirmed that the modifications induced by microwave treatment 
greatly affected pasta making characteristics of wheat flour, with significant negative 
consequences on product quality, especially for pasta cooking quality. Pasta from 
treated durum wheat showed low sensory quality, mainly due to high bulkiness and 
adhesiveness. 
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Abstract 

The effects of five phosphate salts (PS) on the pasting properties of flour, mixing 
properties of dough and qualities of cooked noodles were investigated. Rapid Visco 
Analysis showed that all types of PS increased the peak and final viscosities of 
wheat flour. Trisodium phosphate (TSP) significantly increased pasting temperature 
with increasing concentration. The Farinograph characteristics indicated that TSP 
markedly increased stability time and progressively decreased the degree of 
softening of the dough. The cooking yield of the TSP, sodium pyrophosphate 
(TSPP) and disodium phosphate (DSP) groups clearly increased, and the cooking 
loss was reduced by adding 0.3% sodium tripolyphosphate (STPP), 0.1% TSPP or 
0.1% TSP. Texture profile analysis revealed that the hardness of cooked noodles 
from STPP and TSP groups slightly decreased, while that of TSPP and DSP groups 
decreased significantly. Overall, PS improved the qualities of noodles mainly by 
promoting starch gelatinization and strengthening the gluten network. 
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Abstract 

Physicochemical properties, predicted glycemic index (pGI) and bread qualities of a 
non-pigmented white rice flour (Hom Mali, HM) and a pigmented rice flour 
(Riceberry rice flour, RB) were investigated. In the present study, RB (15.3% 
amylose) contained higher total polyphenolics, anthocyanins, and ferric reduction 
activity power than HM (21.3% amylose). RB had lower swelling power and higher 
gelatinization temperatures. In addition, RB contained higher levels of beneficial 
resistant starch (RS) and lower levels of slowly digestible starch (SDS) with medium 
pGI. RB provided slower glucose release than HM. The pasting characteristics 
showed that peak and final viscosity, trough and setback value, and breakdown of 
RB was lower than HM. RB bread had lower cohesiveness, gumminess, chewiness 
and adhesiveness than HM bread. Furthermore, RB bread demonstrated lower 
starch hydrolysis and pGI than HM bread. These findings suggest that anthocyanin-
rich RB could be used as an alternative food ingredient for gluten-free bread. 
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Abstract 

After carboxylic acid deamidation upon heating (CADH), wheat gluten still contains 
a total of ∼10% insoluble fractions, of which ∼10% is starch, which depreciate the 
values of wheat gluten. To elucidate gluten-starch interactions and their role in the 
deamidation behavior of gluten, the macrostructural characteristics of gluten citric 
acid suspensions of different concentrations (1% and 10%, w/v) and with different 
types of residual starch chains (achieved by enzyme hydrolyzed by α-amylase 
and/or glucoamylase assisted by sonication) were investigated. We found the 
degradation of long starch chains and branched short chains induced dramatic 
bond-cleavages in insoluble glutenins and gliadins. FTIR and SDS-PAGE analyses 
indicated that without these two types of chains in the precipitates, the insoluble 
deamidated wheat gluten exhibited minimal changes in the molecular force and 
the conformation. Their glycosylation, hydrophobic force and hydrogen bonds 
between amylopectin and small proteins, such as LMW-GS and α, β, γ-gliadins, 
were detected. FTIR suggested that the associations between gliadins and 
amylopectin were covalent. Gluten-starch interactions were likely to cause an 
incomplete dissolution of wheat gluten during CADH. A simple model was 
proposed to clarify the aggregation state and the relationships between starch 
granules and wheat gluten components during CADH. 
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Comment in 

• 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 3,4-
dihydroxyphenylacetic acid as correlating positively with mental quality of life and 
indicated a potential role of microbial γ-aminobutyric acid production in depression. 
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Our results provide population-scale evidence for microbiome links to mental 
health, while emphasizing confounder importance.  
PMID: 30718848  

 
Similar articles  

 

 

102.  Gastroenterol Clin North Am. 2019 Mar;48(1):xv-xvi. doi: 
10.1016/j.gtc.2018.10.001. Epub 2018 Dec 13. 

New Developments in Celiac Disease. 

Lebwohl B1, Green PHR2. 

Author information:  
1. The Celiac Disease Center at Columbia University, 180 Fort Washington 
Avenue, Suite 936, New York, NY 10032, USA. Electronic address: 
BL114@columbia.edu. 
2. Celiac Disease Center at Columbia University, 180 Fort Washington Avenue, 
Suite 936, New York, NY 10032, USA. Electronic address: PG11@columbia.edu.  
PMID: 30711215  

 
Similar articles  

 
 

103.  Gastroenterol Clin North Am. 2019 Mar;48(1):xiii-xiv. doi: 
10.1016/j.gtc.2018.10.002. Epub 2018 Dec 13. 

Celiac Disease, Gluten-Free, and Today's Fashionista. 

Buchman AL1. 

Author information:  
1. Intestinal Rehabilitation and Transplant Center, Department of Surgery, College 
of Medicine, The University of Illinois at Chicago, 840 South Wood Street, Suite 
402 Clinical Sciences Building, MC 958 Chicago, IL 60612, USA; Health Care 
Services Corporation, 300 E. Randolph Street, Chicago, IL 60601, USA. Electronic 
address: buchman@uic.edu.  
PMID: 30711214  

 
Similar articles  

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30718848
https://www.ncbi.nlm.nih.gov/pubmed/30711215
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lebwohl%20B%5BAuthor%5D&cauthor=true&cauthor_uid=30711215
https://www.ncbi.nlm.nih.gov/pubmed/?term=Green%20PHR%5BAuthor%5D&cauthor=true&cauthor_uid=30711215
mailto:BL114@columbia.edu
mailto:PG11@columbia.edu
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30711215
https://www.ncbi.nlm.nih.gov/pubmed/30711214
https://www.ncbi.nlm.nih.gov/pubmed/?term=Buchman%20AL%5BAuthor%5D&cauthor=true&cauthor_uid=30711214
mailto:buchman@uic.edu
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30711214
http://dx.doi.org/10.1038/s41564-018-0337-x
https://linkinghub.elsevier.com/retrieve/pii/S0889-8553(18)30100-6


 
 

104.  Gastroenterol Clin North Am. 2019 Mar;48(1):85-99. doi: 
10.1016/j.gtc.2018.09.006. Epub 2018 Dec 13. 

(Outcome) Measure for (Intervention) Measures: A Guide to Choosing the 
Appropriate Noninvasive Clinical Outcome Measure for Intervention Studies 
in Celiac Disease. 

Singh P1, Silvester JA2, Leffler D3. 

Author information:  
1. Harvard Celiac Disease Research Program, Department of Medicine, Division of 
Gastroenterology, Beth Israel Deaconess Medical Center, 330 Brookline Avenue, 
Boston, MA 02215, USA. 
2. Harvard Celiac Disease Research Program, Beth Israel Deaconess Medical 
Center, 330 Brookline Avenue, Boston, MA 02215, USA; Division of 
Gastroenterology and Nutrition, Boston Children's Hospital, 300 Longwood 
Avenue, Boston, MA 02215, USA. Electronic address: 
jsilves2@bidmc.harvard.edu. 
3. Harvard Celiac Disease Research Program, Department of Medicine, Division of 
Gastroenterology, Beth Israel Deaconess Medical Center, 330 Brookline Avenue, 
Boston, MA 02215, USA; Gastroenterology Therapeutic Area Research and 
Development, Takeda Pharmaceuticals, 40 Landsdowne Street, Boston, MA 
02139, USA. 

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 health-related 
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. 

Copyright © 2018 Elsevier Inc. All rights reserved. 
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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. 

Copyright © 2018 Elsevier Inc. All rights reserved.  
PMID: 30711212  

 
Similar articles  

 
 

106.  Gastroenterol Clin North Am. 2019 Mar;48(1):53-72. doi: 
10.1016/j.gtc.2018.09.002. Epub 2018 Dec 14. 

Nutritional Considerations of the Gluten-Free Diet. 

Dennis M1, Lee AR2, McCarthy T3. 

Author information:  
1. Celiac Center, Beth Israel Deaconess Medical Center, 330 Brookline Avenue, 

https://www.ncbi.nlm.nih.gov/pubmed/30711212
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lewis%20SK%5BAuthor%5D&cauthor=true&cauthor_uid=30711212
https://www.ncbi.nlm.nih.gov/pubmed/?term=Semrad%20CE%5BAuthor%5D&cauthor=true&cauthor_uid=30711212
mailto:skl3@cumc.columbia.edu
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30711212
https://www.ncbi.nlm.nih.gov/pubmed/30711211
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dennis%20M%5BAuthor%5D&cauthor=true&cauthor_uid=30711211
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20AR%5BAuthor%5D&cauthor=true&cauthor_uid=30711211
https://www.ncbi.nlm.nih.gov/pubmed/?term=McCarthy%20T%5BAuthor%5D&cauthor=true&cauthor_uid=30711211
https://linkinghub.elsevier.com/retrieve/pii/S0889-8553(18)30082-7
https://linkinghub.elsevier.com/retrieve/pii/S0889-8553(18)30081-5


Dana 603, Boston, MA 02215, USA. 
2. Celiac Disease Center at Columbia University Medical Center, Harkness 
Pavilion, 180 Fort Washington Avenue, 9th Floor, Suite 936, New York, NY 10032, 
USA. Electronic address: arl2004@cumc.columbia.edu. 
3. Division of Gastroenterology, Hepatology and Nutrition, Celiac Center, Boston 
Children's Hospital, 330 Longwood Avenue, Boston, MA 02215, USA. 

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 
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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. 
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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 

The aim of this study was to provide new approach in creating gluten-containing 
and gluten-free breads without additives by combining thermal and hydrothermal 
pretreatments of flours (rye, oat, sorghum and millet). The applied methodology 
included determinations of chemical composition of flours and breads, water 
absorption index, empirical and fundamental rheological measurements, and 
scanning electron microscopy, differential scanning calorimetry, colour, textural 
and sensory evaluations of breads. Novel rye, oat, sorghum and millet breads 
based on the blend of heat treated and extruded corresponding flours in ratio 
70:30 were produced by conventional breadmaking process. All breads were 
characterized by increased fibre content and had appearance similar to common 
wheat bread. Gluten-free breads were harder, less elastic with more granular 
structure due to higher degree of starch crystallinity. Mixolab curves indicated on 
many possible ways for further breads optimisation. 
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Abstract 

Coeliac disease (CD) is a chronic gluten-dependent enteropathy very common in 
the general population and characterized by an extremely heterogeneous clinical 
picture. Although its prevalence is growing worldwide, case-finding strategy 
remains the mainstay to diagnosis. Thus, correct identification of high-risk 
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categories of patients who need to be tested for CD is an essential part of medical 
knowledge to a large number of specialists and primary care providers. In this 
regard, although CD might have a serious effect on women's reproductive health, 
a widespread consensus is lacking on which categories of obstetric and 
gynaecological disorders should be tested for CD. The aim of this review is to 
critically summarize the current literature relevant to CD and obstetric and 
gynaecological disorders and to provide practical proposals that may be helpful to 
clinicians involved in the management of these patients.  
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Abstract 

In this study, rice glutelin isolated from glutinous rice was modified by sodium 
tripolyphosphate at different sodium tripolyphosphate concentrations (1%, 4%, 
7%). The structural, functional and rheological properties of phosphorylated rice 
glutelin were investigated. The results indicated that phosphorylated rice glutelin 
samples showed small particle size and high absolute zeta potential values. 
Phosphorylation reaction was occurred between -OH and -NH2 groups in rice 
glutelin and sodium tripolyphosphate, as confirmed by Fourier transform infrared 
spectroscopy and X-ray photoelectron spectroscopy. The particle surface of 
phosphorylated rice glutelin samples became very rough and exhibited some small 
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convex and concave holes. Moreover, the solubility, emulsifying and foaming 
properties, thermal stability and apparent viscosity of phosphorylated rice glutelin 
samples were significantly increased. These results suggest that the solubility, 
emulsification and rheological properties of rice glutelin are significantly improved 
after phosphorylation, which will be beneficial to expand the application of rice 
glutelin in food industry. 
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Abstract 

Graves' disease (GD) and autoimmune thyroiditis (AT) are the two main clinical 
presentations of AITD, and their clinical hallmarks are thyrotoxicosis and 
hypothyroidism, respectively. GD, and AT, can be associated with other organ 
specific, or systemic autoimmune diseases in the same patient. However 
discordant results have been reported in the literature about the possible 
associations. Here, we review the association of GD and other autoimmune 
syndromes. Furthermore, we report the results of our prospective study that 
investigated the prevalence of other autoimmune disorders in 3209 GD patients 
(984 with Graves' ophthalmopathy), with respect to 1069 healthy controls, or 1069 
patients with AT, or 1069 with multinodular goiter (matched by age, gender, 
coming from the same area, with a similar iodine intake). On the whole, 16.7% of 
GD patients had another associated autoimmune disease; and the most frequently 
observed were: vitiligo (2.6%), chronic autoimmune gastritis (2.4%), rheumatoid 
arthritis (1.9%), polymyalgia rheumatica (1.3%), multiple sclerosis (0.3%), celiac 
disease (1.1%), diabetes (type 1) (0.9%), systemic lupus erythematosus and 
sarcoidosis (<0.1%), Sjogren disease (0.8%). Moreover, 1.5% patients with GD 
had three associated autoimmune disorders. Interestingly, patients with Graves' 
ophthalmopathy (GO) had another autoimmmune disorder more frequently 
(18.9%), with respect to GD patients without GO (15.6%). However the pattern of 
the associated autoimmune disorders in GD was not significantly different from 
that observed in AT patients. In conclusion, we suggest GD patients who are still 
sick, or who develop new unspecific symptoms (even if during an appropriate 
treatment of hyperthyroidism) should be appropriately screened for the presence 
of other autoimmune disorders. 
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Abstract 

Celiac disease is an autoimmune condition of the small intestine caused by 
prolamins in genetically susceptible individuals evoked by multiple environmental 
factors. The pathological luminal intricate eco-events produce multiple signals that 
irradiate the entire body, resulting in a plethora of extra-intestinal manifestations. 
Nutrients, dysbiosis, dysbiotic components and their mobilome, post-translational 
modification of naive proteins, inter-enterocyte's tight junction dysfunction resulting 
in a leaky gut, microbial lateral genetic transfer of virulent genes, the sensing 
network of the enteric nervous systems and the ensuing pro-inflammatory 
messengers are mutually orchestrating the autoimmune interplay. Genetic-
environmental-luminal events-mucosal changes are driving centrifugally the 
remote organs autoimmunity, establishing extra-intestinal multi organ injury. 
Exploring the underlying intestinal eco-events, the sensing and the delivery 
pathways and mechanisms that induce the peripheral tissues' damages might 
unravel new therapeutical strategies to prevent and help the gluten affected 
patients. 
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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. 
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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 
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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. 
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Abstract 

Palmoplantar pustulosis (PPP) is a chronic inflammatory disorder characterized by 
sterile pustules predominantly involving the palms and soles. The purpose of this 
review was to describe the characteristics of Japanese PPP patients as PPP is 
frequently observed within the Japanese population. Most Japanese 
dermatologists consider PPP a distinct entity, and co-existence of PPP and 
psoriasis is rare; however, outside Japan, PPP is often considered to be 
palmoplantar psoriasis, and an extra-palmoplantar lesion associated with PPP is 
considered to be psoriasis. PPP frequently develops or exacerbates following focal 
infections such as tonsillitis, odontogenic infection, and sinusitis, either with or 
without arthralgia. Pustulotic arthro-osteitis (PAO) is a major comorbidity of PPP, 
most often affecting the anterior chest wall. In Japanese patients, PAO is 
frequently seen, whereas cases of SAPHO (synovitis, acne, pustulosis, 
hyperostosis, osteitis) syndrome with symptoms other than PPP and 
sternocostoclavicular joint pain are extremely rare. A difference in incidence 
depending on race suggests that different genetic backgrounds may be 
responsible for susceptibility to these disorders. The treatment of focal infections 
often results in dramatic effects on cutaneous lesions, as well as joint pain. The 
characteristics of Japanese patients with PPP are female predominance, mostly 
smokers, rare co-existence with psoriasis, frequent association with PAO, almost 
no accompanying celiac disease, and closely associated with focal infection. PPP 
should be separately considered from palmoplantar psoriasis.  
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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 = 
1.64-3.92) 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. 
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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. 
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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 
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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. 
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Abstract 

BACKGROUND AND AIM:  

The aim of this study was to assess the prevalence and characteristics of celiac 
disease (CD) in all patients with type 1 diabetes mellitus attending a tertiary adult 
diabetes clinic in Durban, South Africa. 

METHODS:  

This was a cross-sectional observational study that screened 202 patients; of 
these, 56.4% were African (Black), 31.7% Asian Indian, 4.5% White, and 7.4% 
mixed race. Demographic data, symptoms, and anthropometry were documented. 
Blood tests included anti-tissue transglutaminase antibody (tTG), anti-endomysial 
antibody (EMA), and anti-gliadin antibody (AGA). Endoscopy and duodenal biopsy 
were performed in patients with celiac antibodies. Diagnosis of CD was based on 
the modified Marsh classification. 

RESULTS:  

Mean age and mean duration of diabetes were 26.4 ± 11.4 and 10.7 ± 9.1 years, 
respectively. Celiac antibodies were found in 65 (32.2%) patients: EMA 7.4%, tTG 
immunoglobulin A (IgA) 8.4%, tTG immunoglobulin G 1.9%, AGA IgA 18.3%, and 
AGA immunoglobulin G 21.8%. Histological evidence of CD was found in 5.9% 
(n = 12/202): 2.5% were classed as definite CD (Marsh 3) and 3.4% as potential 
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CD (Marsh 1). None of the patients with CD were symptomatic. The sensitivity of 
AGA IgA, EMA, and tTG IgA antibodies for detecting histologically proven CD was 
66.7%, 50.0%, and 41.7%, respectively. 

CONCLUSION:  

The prevalence of CD was similar to reports from western countries. No ethnic 
specific differences were noted. CD was silent in all patients in this study. The 
sensitivity of EMA and tTG antibodies was poor and merits further evaluation as 
screening tools for CD in South African patients with type 1 diabetes mellitus. 

© 2019 Journal of Gastroenterology and Hepatology Foundation and John Wiley & 
Sons Australia, Ltd.  
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Abstract 

Expression of hordeins and β-amylase during barley grain development is 
important in determining malting quality parameters that are controlled by protein 
and malt enzyme levels. The relationship between protein and enzyme levels is 
confounding because, in general, protein and malt enzyme activity are positively 
correlated and the malting and brewing industries demand relatively low levels of 
protein and relatively high levels of enzymes. Separation of these traits is desirable 
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because high protein levels are one of the primary causes of barley not meeting 
malt quality standards. Studies on barley grain development have not resulted in a 
consensus on the temporal accumulation of hordein and endosperm-specific β-
amylase (Bmy1) and thus, it is unclear whether hordeins and Bmy1 are under 
control of the same temporal regulator (s). Therefore, temporal expression 
patterns of hordeins (B- [Hor2], C- [Hor1], D- [Hor3], and γ-hordein [Hor5]) were 
compared to Bmy1 throughout grain development (5 to 35 days after anthesis 
(DAA)). Transcript accumulation between hordeins and Bmy1 occurred 
simultaneously beginning during the pre-storage phase of grain development 
whereas the B1-hordein protein appeared two days before Bmy1 most likely due to 
variations in gene copy number. Interestingly, the largest increase in hordein and 
Bmy1 transcript levels occurred between 5 and 9 (Hor2, Hor2-B1, Hor2-B3, Hor3, 
Hor5-γ1, and Hor5-γ3) or 9 and 13 DAA (Hor1 and Bmy1). Additionally, ubiquitous 
β-amylase (Bmy2) has a novel expression pattern and was the predominant β-
amylase present between 5 and 15 DAA whereas Bmy1 was the predominant β-
amylase present between 17 and 35 DAA. 

Published by Elsevier B.V.  
PMID: 30594635 [Indexed for MEDLINE] 
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Abstract 

BACKGROUND & AIMS:  

Development of celiac disease is believed to involve the transglutaminase-
dependent response of CD4+ T cells toward deamidated gluten peptides in 
the intestinal mucosa of individuals with specific HLA-DQ haplotypes. We 
investigated the antigen presentation process during this mucosal immune 
response. 

METHODS:  

We generated monoclonal antibodies (mAbs) specific for the peptide-MHC 
(pMHC) complex of HLA-DQ2.5 and the immunodominant gluten epitope DQ2.5-
glia-α1a using phage display. We used these mAbs to assess gluten peptide 
presentation and phenotypes of presenting cells by flow cytometry and enzyme-
linked immune absorbent spot (ELISPOT) in freshly prepared single-cell 
suspensions from intestinal biopsies from 40 patients with celiac disease (35 
untreated and 5 on a gluten-free diet) as well as 18 subjects with confirmed 
noninflamed gut mucosa (controls, 12 presumed healthy, 5 undergoing 
pancreatoduodenectomy, and 1 with potential celiac disease). 

RESULTS:  

mailto:g.a.loset@ibv.uio.no


Using the mAbs, we detected MHC complexes on cells from intestinal biopsies 
from patients with celiac disease who consume gluten, but not from patients on 
gluten-free diets. We found B cells and plasma cells to be the most abundant cells 
that present DQ2.5-glia-α1a in the inflamed mucosa. We identified a subset of 
plasma cells that expresses B-cell receptors (BCR) specific for gluten peptides or 
the autoantigen transglutaminase 2 (TG2). Expression of MHC class II (MHCII) 
was not restricted to these specific plasma cells in patients with celiac disease but 
was observed in an average 30% of gut plasma cells from patients and controls. 

CONCLUSIONS:  

A population of plasma cells from intestinal biopsies of patients with celiac disease 
express MHCII; this is the most abundant cell type presenting the 
immunodominant gluten peptide DQ2.5-glia-α1a in the tissues from these patients. 
These results indicate that plasma cells in the gut can function as antigen-
presenting cells and might promote and maintain intestinal inflammation in patients 
with celiac disease or other inflammatory disorders. 

Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.  
PMID: 30593798  
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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. 
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Abstract 

Sodium salt reduction in cereal products has been one of the top health trends. 
During pasta-making, 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 
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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 
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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 

OBJECTIVE:  

To assess indications of eating disorders in girls with type 1 diabetes mellitus 
(T1DM). 

STUDY DESIGN:  

In total 31 556 girls aged >6 months and <23 years of age with T1DM from the 
Diabetes Patienten Verlaufsdokumentation (DPV) cohort were analyzed including 
155 (0.49%) girls with anorexia nervosa, 85 (0.27%) girls with bulimia nervosa, 45 
(0.14%) girls with binge eating disorder, and 229 (0.73%) girls with eating 
disorders not otherwise specified. Patient characteristics, weight changes, 
numbers of patients with severe hypoglycemia and diabetic ketoacidosis (DKA), 
changes of glycosylated hemoglobin A1c (HbA1c) levels, use of pumps, and 
prevalence of celiac disease and autoimmune thyroiditis were compared between 
girls with and without eating disorders. Multiple logistic regression analyses were 
performed. 

RESULTS:  

Eating disorders were significantly associated with late pubertal age, nonusage of 
pumps, no migration background, increased HbA1c levels, increased frequencies 
of DKA and severe hypoglycemia, and celiac disease were not related to eating 
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disorders. Significant differences in HbA1c levels, prevalence of DKA and severe 
hypoglycemia between girls with and without eating disorders were already 
detectable in the first years after onset of T1DM. A decrease of body mass index 
(BMI)-SDS increased the risk for comorbid anorexia nervosa (7.1-fold [95% CI 3.6-
14.3] compared with stable BMI-SDS, 6.9-fold [95%CI 3.4-14.1] compared with 
increase of BMI-SDS). 

CONCLUSIONS:  

Poor metabolic control and increased rates of DKA and severe hypoglycemia in 
the first years after manifestation of T1DM can be hints for eating disorders in girls 
with T1DM, and weight loss is specific for anorexia nervosa. These clinical 
features should lead to screening for eating disorders especially at a late pubertal 
age. 

Copyright © 2018 Elsevier Inc. All rights reserved.  
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Abstract 

PURPOSE:  

The purpose of this clinical practice update is to define key modalities in the 
diagnosis and monitoring of celiac disease (CD) in adults as well as in children and 
adolescents. 
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METHODS:  

The recommendations outlined in this expert review are based on available 
published evidence, including cohort and case-control studies of the diagnostic 
process as well as controlled and descriptive studies of disease management. 
Best Practice Advice 1: Serology is a crucial component of the detection and 
diagnosis of CD, particularly tissue transglutaminase-immunoglobulin A (TG2-IgA), 
IgA testing, and less frequently, endomysial IgA testing. Best Practice Advice 2: 
Thorough histological analysis of duodenal biopsies with Marsh classification, 
counting of lymphocytes per high-power field, and morphometry is important for 
diagnosis as well as for differential diagnosis. Best Practice Advice 2a: TG2-IgA, at 
high levels (> ×10 upper normal limit) is a reliable and accurate test for diagnosing 
active CD. When such a strongly positive TG2-IgA is combined with a positive 
endomysial antibody in a second blood sample, the positive predictive value for 
CD is virtually 100%. In adults, esophagogastroduodenoscopy (EGD) and 
duodenal biopsies may then be performed for purposes of differential diagnosis. 
Best Practice Advice 3: IgA deficiency is an infrequent but important explanation 
for why patients with CD may be negative on IgA isotype testing despite strong 
suspicion. Measuring total IgA levels, IgG deamidated gliadin antibody tests, and 
TG2-IgG testing in that circumstance is recommended. Best Practice Advice 4: 
IgG isotype testing for TG2 antibody is not specific in the absence of IgA 
deficiency. Best Practice Advice 5: In patients found to have CD first by intestinal 
biopsies, celiac-specific serology should be undertaken as a confirmatory test 
before initiation of a gluten-free diet (GFD). Best Practice Advice 6: In patients in 
whom CD is strongly suspected in the face of negative biopsies, TG2-IgA should 
still be performed and, if positive, repeat biopsies might be considered either at 
that time or sometime in the future. Best Practice Advice 7: Reduction or 
avoidance of gluten before diagnostic testing is discouraged, as it may reduce the 
sensitivity of both serology and biopsy testing. Best Practice Advice 8: When 
patients have already started on a GFD before diagnosis, we suggest that the 
patient go back on a normal diet with 3 slices of wheat bread daily preferably for 1 
to 3 months before repeat determination of TG2-IgA. Best Practice Advice 9: 
Determination of HLA-DQ2/DQ8 has a limited role in the diagnosis of CD. Its value 
is largely related to its negative predictive value to rule out CD in patients who are 
seronegative in the face of histologic changes, in patients who did not have 
serologic confirmation at the time of diagnosis, and in those patients with a historic 
diagnosis of CD; especially as very young children before the introduction of 
celiac-specific serology. 

MANAGEMENT:  

Best Practice Advice 10: Celiac serology has a guarded role in the detection of 
continued intestinal injury, in particular as to sensitivity, as negative serology in a 
treated patient does not guarantee that the intestinal mucosa has healed. 
Persistently positive serology usually indicates ongoing intestinal damage and 
gluten exposure. Follow-up serology should be performed 6 and 12 months after 



diagnosis, and yearly thereafter. Best Practice Advice 11: Patients with persistent 
or relapsing symptoms, without other obvious explanations for those symptoms, 
should undergo endoscopic biopsies to determine healing even in the presence of 
negative TG2-IgA. 

Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved. 
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Abstract 

Differential diagnosis and management of enteropathies found in the context of 
seronegative villous atrophy (VA) are still a clinical challenge. Although 
seronegative coeliac disease may be the most frequent cause of serology-
negative VA, other conditions must be taken into account in the differential 
diagnosis of seronegative VA. The rarity of these enteropathies with frequent 
overlapping of histological features may result in misclassification of such patients 
as affected by a seronegative or a refractory form of coeliac disease with 
consequent inappropriate treatments and long-term morbidity. The aim of this 
review is to summarize the current knowledge and to provide an evidence base 
and practical algorithmic approach for the investigation and management of 
seronegative VA.  
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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 

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 IL-10 axis prevents gluten-dependent infiltration of activated 
cytotoxic IEL and subsequent small intestinal enteropathy. We demonstrate that 
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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 

Primary biliary cholangitis (PBC) is a chronic autoimmune liver disease 
characterized by ongoing inflammatory destruction of the interlobular bile ducts, 
eventually leading to chronic cholestasis and biliary cirrhosis. This study primarily 
aims to define the metabolomic signature of PBC after comparison with healthy 
controls (HC). Second, it aims to evaluate the possible metabolic association 
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between PBC and celiac disease (CD), an immune-mediated disorder frequently 
associated with PBC. Serum and urine samples from 20 PBC, 21 CD, and 19 sex-
matched HC subjects were collected. 1H nuclear magnetic resonance (NMR) 
spectra for all samples were acquired, and multivariate statistics were used to 
evaluate the differences among the three groups and to provide information about 
the involved metabolites. The classification accuracies to discriminate PBC and 
HC groups were 78.9-84.6% for serum and 76.9% for urine. In comparison to HC, 
PBC patient sera were characterized by altered levels ( p value <0.05) of pyruvate, 
citrate, glutamate, glutamine, serine, tyrosine, phenylalanine, and lactate. PBC 
patient urine showed lower levels ( p value <0.05) of trigonelline and hippurate with 
respect to HC. Furthermore, the NMR metabolomic fingerprint was able to cluster 
PBC with respect to CD patients, and the classification accuracies in the 
discriminations between these groups were 81.9-91.7% for serum and 77.7% for 
urine. Our results show that PBC displays a unique metabolomic fingerprint, which 
led to speculation about an impaired energy metabolism, probably associated with 
an altered gut microbiota. PBC and CD showed two distinct metabolic fingerprints. 
These data could provide clues for the comprehension of the PBC pathogenetic 
mechanisms and the detection of novel therapeutic targets.  
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Abstract 

Celiac disease (CD) is the most common autoimmune enteropathy worldwide. In 
CD, dietary gluten triggers a T cell driven small intestinal inflammation in a subset 
of genetically predisposed subjects, expressing the HLA DQ2 and/or DQ8 genes 
on their antigen presenting cells. HLA DQ2/DQ8 can bind gluten peptides after 
their prior modification by the CD autoantigen, tissue transglutaminase (TG2). This 
process leads to the activation of gluten reactive T cells, small bowel villous 
atrophy, crypt hyperplasia and intraepithelial lymphocytosis, the histological 
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hallmarks of CD. The clinical picture of CD is extremely heterogeneous including 
intestinal (especially diarrhea, abdominal pain, bloating) and extraintestinal 
(especially associated autoimmune diseases, anemia, osteoporosis) 
manifestations. The prevalence of CD in most parts of the world is estimated at 
1:100-1:150 and its diagnosis is based on the presence of circulating 
autoantibodies (anti-TG2) and the histological detection of villous atrophy. 
Treatment is a lifelong gluten free diet but adjunctive therapies are in development. 
Although CD is a well-characterized disease, it is grossly underdiagnosed, despite 
the severe consequences of long-term gluten ingestion in CD, such as enhanced 
autoimmunity, refractory CD and intestinal T cell lymphoma. The aim of the 
presented review is to provide a clinical guide and to summarize the most recent 
clinical progress in CD research. 

Copyright © 2018 European Federation of Internal Medicine. Published by Elsevier 
B.V. All rights reserved.  
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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. 

Copyright © 2018 Elsevier Ltd. All rights reserved.  
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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-
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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. 

Copyright © 2018 Elsevier Ltd. All rights reserved.  
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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 
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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 high-molecular-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 

OBJECTIVES:  

Available data indicate that liver involvement is present in a significant proportion 
of children with celiac disease (CD) at the diagnosis (elevated transaminases 
15%-57%, autoimmune liver disease 1%-2%). We sought to evaluate prevalence, 
clinical course, and risk factors for liver involvement in a large cohort of children 
with CD. 

METHODS:  

Children (age 0-18 years) diagnosed with CD from March 2010 to April 2016 were 
enrolled. Liver involvement was considered to be present when alanine 
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transaminase (ALT) levels were >40 U/L (hypertransaminasemia [HTS]). Patients 
with HTS were re-evaluated after at least 12 months of a gluten-free diet. 

RESULTS:  

CD was diagnosed in 806 patients during the study period; of these, ALT levels 
were available for 700 patients (86.9%), and were elevated in 27 (3.9%, HTS 
group); median ALT and aspartate transaminase levels in the HTS group were 
57 U/L (interquartile range 49-80 U/L) and 67 U/L (interquartile range 53-85 U/L), 
respectively. Younger age, malabsorption symptoms, and low hemoglobin or 
ferritin were significantly more common in the HTS group at univariate analysis. At 
multivariate analysis, only age ≤4.27 years correlated with risk of liver involvement 
(odds ratio 3.73; 95% confidence interval: 1.61-8.66). When retested on a gluten-
free diet, all but 3 patients normalized ALT levels; of these, 1 was diagnosed with 
sclerosing cholangitis. 

CONCLUSIONS:  

Liver involvement in celiac children is now less frequent than previously reported, 
possibly due to changing CD epidemiology. Younger age is the only risk factor. 
Associated autoimmune liver disease is rare.  
PMID: 30499881  
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Abstract 

The prevailing concept regarding the immunological function of immunoglobulin A 
(IgA) is that it binds to and neutralizes pathogens to prevent infection at mucosal 
sites of the body. However, recently, it has become clear that in humans IgA is 
also able to actively contribute to the initiation of inflammation, both at mucosal 
and non-mucosal sites. This additional function of IgA is initiated by the formation 
of immune complexes, which trigger Fc alpha Receptor I (FcαRI) to synergize with 
various other receptors to amplify inflammatory responses. Recent findings have 
demonstrated that co-stimulation of FcαRI strongly affects pro-inflammatory 
cytokine production by various myeloid cells, including different dendritic cell 
subsets, macrophages, monocytes, and Kupffer cells. FcαRI-induced inflammation 
plays a crucial role in orchestrating human host defense against pathogens, as 
well as the generation of tissue-specific immunity. In addition, FcαRI-induced 
inflammation is suggested to be involved in the pathogenesis of various chronic 
inflammatory disorders, including inflammatory bowel disease, celiac disease, and 
rheumatoid arthritis. Combined, IgA-induced inflammation may be used to either 
promote inflammatory responses, e.g. in the context of cancer therapy, but may 
also provide new therapeutic targets to counteract chronic inflammation in the 
context of various chronic inflammatory disorders.  
PMID: 30498997 [Indexed for MEDLINE] 
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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 co-existing 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 
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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.  
PMID: 30468909 [Indexed for MEDLINE] 

 
Similar articles  

 
 

154.  J Clin Lab Anal. 2019 Mar;33(3):e22722. doi: 10.1002/jcla.22722. Epub 2018 Nov 
21. 

Comparison of non-invasive tests with invasive tests in the diagnosis of 
celiac disease. 

Gülseren YD1, Adiloğlu AK1, Yücel M1, Dağ Z2, Eyerci N3, Berkem R1, Filik L2, 
Çaydere M4. 

Author information:  
1. Department of Microbiology, Ankara Training and Research Hospital, Health 
Sciences University, Altındağ, Ankara, Turkey. 
2. Department of Gastroenterology, Ankara Training and Research Hospital, 
Health Sciences University, Altındağ, Ankara, Turkey. 
3. Department of Tissue Typing Laboratory, Ankara Dışkapı Yıldırım Beyazıt 
Training and Research Hospital, Health Sciences University, Etlik, Ankara, Turkey. 
4. Department of Pathology, Ankara Training and Research Hospital, Health 
Sciences University, Altındağ, Ankara, Turkey. 

Abstract 

BACKGROUND/AIMS:  

Today, invasive diagnostic tests are necessary for definite diagnosis of adult celiac 
disease (CD). However, in selected children patients, the need for invasive tests is 
ceased. In this study, we evaluated adult patients according to the ESPGHAN 
(European Pediatric Gastroenterology Hepatology and Nutrition Society) criteria. 

METHODS:  
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Thirty-nine patients (aged 17-66) with symptoms of CD were included. Serum 
samples were tested for total IgA, tTG-IgA (antitissue transglutaminase), tTG-IgG, 
DGP-IgA (antideamidated gliadin peptide), DGP-IgG, and EMA (endomysial 
antibodies). HLA-DQ typing was studied with PCR-SSP (sequence-specific 
primers) method. Biopsy samples were evaluated according to Marsh scoring. 

RESULTS:  

In CD patients, 71.4% (15/21) of the patients were diagnosed without biopsy 
according to the EPSGHAN criteria but when ESPGHAN's IgA tTG threshold value 
for children was taken into consideration (>200 IU/mL), the sensitivity decreased to 
81%. Celiac disease diagnosed and control groups were compared in terms of 
HLA tissue types. DQ2.5 homozygous or DQ2.5/DQ2.2 was significantly higher in 
CD group, and DQ2- or DQ8-negative HLA tissue type was significantly higher in 
control group. 

CONCLUSION:  

When serological tests, HLA typing, and clinical symptoms are all in favor of CD, 
biopsy may not be performed in selected adult CD patients. 

© 2018 Wiley Periodicals, Inc.  
PMID: 30461063  
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The relationship between Helicobacter pylori and celiac disease (CD) remains 
controversial. The aim of this study was to assess the prevalence and risk factors 
for H. pylori infection among children diagnosed with CD. 

MATERIALS AND METHODS:  

This study included 70 patients diagnosed with CD at a tertiary referral center in 
Romania. Age, gender, and indicators of environmental conditions were evaluated 
via interviews with the children's caretakers. A multivariable logistic regression 
analysis was performed to identify the independent predictors for H. pylori 
infection. 

RESULTS:  

Of the 70 patients, 37 (52.9%) were females, and the mean age was 4.04±3.26 
years. H. pylori infection was diagnosed in 23 (32.8%) patients, of whom 12 
(52.1%) were females, and the mean age was 6.2±4.5 years. Of the total number 
of children with CD and H. pylori infection, 18 (78.2%) had milder forms of 
enteropathy (Marsh I-II), whereas the remaining 5 (21.7%) had villous atrophy 
compared to the other 47 (67.2%) patients who were negative for H. pylori-
infection and showed more severe intestinal damage. The development of H. 
pylori infection was independently related to children with one parent only [odd 
ratio (OR), 9.04; 95% confidence interval (CI), 1.29-62.89; p<0.001], living in 
houses without sanitary facilities (OR, 3.88; 95% CI, 1.27-14.22; p=0.016), 
belonging to low-income families (OR, 8.52; 95% CI, 2.52-71.39; p=0.002), and of 
parents with a prior history of gastritis (OR, 2.68; 95% CI, 1.49-14.50; p=0.004). 

CONCLUSION:  

Children with CD and H. pylori infection had milder forms of enteropathy compared 
to children who are negative for H. pylori, suggesting that H. pylori infection may 
confer some protection against the development of severe degrees of villous 
atrophy. 
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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 
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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.  
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Abstract 

INTRODUCTION:  

Prevalence of type 1 diabetes mellitus (T1DM) is increasing worldwide. Care 
provided appears to have an influence on the course of disease. The aim of this 
study was to ascertain the prevalence of T1DM and to collect data on the 
resources and care used in Asturias. 

MATERIAL AND METHODS:  

A descriptive, cross-sectional study including patients born between 2000 and 
2014 with diagnosis of T1DM at 31/12/2014. Patients were identified using two 
independent data sources. Information was collected from medical records. A 
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descriptive data analysis was performed to provide frequency distributions and 
measures of position and dispersion. 

RESULTS:  

146 patients were identified, with a total prevalence of 1.25/1.000 children. 
Prevalence rates by age group were 0.21, 1.15, and 2.40 by 1000 in children aged 
0-4, 5-9, and 10-14 years respectively. Autoimmune thyroid disorders and celiac 
disease were found in 8.2% and 6.8% respectively, while 14.4% had a family 
history of T1DM and 29.4% of T2DM. Ninety-two children were treated by 
pediatricians and 34 by endocrinologists. All children were receiving multiple dose 
insulin treatment and none of them used self-monitoring blood glucose systems. 
Health education was provided to 37.7% of children. 

CONCLUSIONS:  

This study reports the first data on T1DM prevalence in children under 15 years 
old in Asturias and provides care data that show the disparity in care received 
depending on healthcare area. 

Copyright © 2018 SEEN y SED. Publicado por Elsevier España, S.L.U. All rights 
reserved.  
PMID: 30413391  
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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 [Indexed for MEDLINE] 
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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:  

A safe method to obtain gluten-free beer led to the use of naturally gluten-free 
grains, such as rice, but the specific malting program for rice is long and requires a 
large amount of water, and the resulting beer showed a flat flavour profile. In this 
study, an optimization of the malting and brewing procedure is proposed to 
overcome the aforementioned issues. Different steeping conditions and kilning 
temperatures are considered, and a top-fermented beverage from rice malt is 
obtained for the first time. 

RESULTS:  

The malting procedure has been optimized by assessing the use of short-time 
steeping as an alternate to long air rest to obtain sufficient moisture content in the 
green malt, saving water consumption. The malt obtained allowed a regular 
fermentation, as confirmed by the sensorial analysis, which did not reveal any off-
flavours. The use of a top-fermenting yeast formed high content of higher alcohol 
and relatively low amount of esters. 

CONCLUSION:  

This study confirms the potential of rice for the production of malt and beer. The 
optimized malting programme allowed water saving. The production of a top-
fermented rice malt beer was a successful attempt to introduce a new flavoured 
product for consumption by individuals affected by coeliac disease. © 2018 Society 
of Chemical Industry. 

© 2018 Society of Chemical Industry.  
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Abstract 

OBJECTIVES:  

To investigate the frequency of coeliac disease (CD)-specific human leucocyte 
antigen (HLA) genotypes in paediatric patients with type 1 diabetes (T1D), who are 
known to have a higher prevalence of CD than the general population, and to 
evaluate whether HLA genotyping is a suitable first-line screening method for CD. 

STUDY DESIGN:  

The study was a multicentre observational analysis of patients with T1D aged <20 
years of whom a subgroup had undergone HLA genotyping. Patient data were 
retrieved from the Diabetes Prospective Follow-up database, a large diabetes 
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follow-up registry. The present analysis included data from 439 centres throughout 
Germany, Austria, Switzerland and Luxembourg. 

RESULTS:  

In March 2017, the database contained 75 202 patients with T1D (53% male, 
mean age (SD) 14.6 (4.1) years, mean age at diagnosis 8.8 (4.3) years and mean 
diabetes duration 5.8 (4.3) years). 1624 patients had undergone coeliac-specific 
HLA genotyping, of whom 1344 (82.8%) were positive for HLA-DQ2, HLA-DQ8 or 
both, while 17.2% had no coeliac-specific HLA-markers. 26.6% of at-risk patients 
had a clinical suspected diagnosis of CD, and 3.6% had biopsy-proven CD. 

CONCLUSIONS:  

Genotyping for HLA-DQ2, HLA-DQ8 or both is positive in the vast majority (>80%) 
of patients with T1D. Therefore, screening for coeliac-specific HLA genotypes as a 
first-line test is not a suitable method to exclude CD in T1D. Regular screening for 
coeliac-specific antibodies in T1D is still recommended. 

© Author(s) (or their employer(s)) 2019. No commercial re-use. See rights and 
permissions. Published by BMJ.  
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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 AND AIMS:  

There are conflicting data on the association between inflammatory bowel 
diseases [IBD] and autoimmunity disorders. The aim of this study was to explore 
this association including the effect of medications. 

METHODS:  

We utilized health administrative data collected by three of the four health 
maintenance organizations [HMOs] in Israel, covering 52% of the country's 
population. We explored the prevalence of the following autoimmune disorders: 
insulin-dependent diabetes mellitus [IDDM], psoriasis, Sjögren syndrome, coeliac 
disease, systemic lupus erythematosus [SLE], primary sclerosis cholangitis [PSC] 
and autoimmune thyroiditis, among all IBD patients vs non-IBD controls. Case 
ascertainment was determined according to validated computerized algorithms. 

RESULTS:  

In total, 12625 IBD patients were compared to 12625 controls. A total of 1395 
[11.1%] IBD patients had at least one autoimmune disease compared with 740 
[5.9%] of non-IBD controls (odds ratio [OR] = 1.99 [95% confidence interval 1.81-
2.19]; p < 0.05); all autoimmune diseases, except for thyroiditis, were more 
prevalent among IBD patients. Adjusted for confounding variables, anti-tumour 
necrosis factor [anti-TNF] medications were associated with a higher prevalence of 
psoriasis (54 [5.7%] in IBD vs 177 [4.1%] in controls; OR = 1.50 [1.07-2.08]; p < 
0.05) but lower prevalence of Sjögren (1 [0.1%] vs 39 [0.9%]; OR [95% CI] = 0.13 
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[0.02-0.94]; p < 0.05) and coeliac disease (11 [1.2%] vs 68 [1.6%]; OR [95% CI] = 
0.51 [0.27-0.99]; p < 0.05). Thiopurines and 5-aminosalicylates were not 
associated with any autoimmune disorder. 

CONCLUSION:  

IBD is associated with all autoimmune diseases explored here except for 
thyroiditis. Anti-TNF users have a higher prevalence of psoriasis, and lower 
prevalence of Sjögren and coeliac disease. 

Copyright © 2018 European Crohn’s and Colitis Organisation (ECCO). Published 
by Oxford University Press. All rights reserved. For permissions, please email: 
journals.permissions@oup.com.  
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Abstract 

OBJECTIVE:  

Thoracofemoral bypass (TFB) is an alternative to aortofemoral bypass (AFB) or 
extra-anatomic bypass for severe aortoiliac occlusive disease (AIOD). TFB may be 
particularly useful in select patients with concurrent visceral aortic branch vessel 
disease, infrarenal aortic occlusions, or after failed AFB. However, there are few 
contemporary series describing the indications and outcomes for TFB. Therefore, 
the purpose of this analysis was to review our experience with TFB. 
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METHODS:  

All patients undergoing TFB for occlusive disease from 2002 to 2017 were 
reviewed. All patients underwent left thoracoretroperitoneal exposure of the 
supraceliac aorta with division of the diaphragmatic crus and supraceliac cross-
clamping. An end-to-side aortic anastomosis was created and each graft limb was 
tunneled in the retroperitoneum to the femoral bifurcation. Adjunctive 
visceral/infrainguinal revascularization was performed selectively based on 
symptoms, end-organ function, and/or preoperative imaging. The primary end 
points were major complications and 30-day mortality. Secondary end points 
included limb patency, freedom from major adverse limb events, and survival. 
Kaplan-Meier methodology was used to characterize the end points. 

RESULTS:  

Forty-one patients (age 61 ± 9 years; 54% female; 7% in a hypercoaguable state) 
underwent TFB. The mean preoperative ankle-brachial index was 0.4 bilaterally. 
Indications included critical limb ischemia (56%), claudication (30%), acute limb 
ischemia (7%), and combined AIOD and mesenteric ischemia (7%). Seven 
patients (17%) had previously undergone AFB and 15 (38%) had previously 
undergone any prior aortic operation. Adjunctive visceral bypass occurred in 8 
patients (20%; N = 14 grafts, n = 6 renal, n = 5 superior mesenteric artery, and n = 
3 celiac). The postoperative duration of stay was 11 days (interquartile range 
[IQR], 7-16 days) and the 30-day mortality was 5% (n = 2). Major complications 
occurred in 34% of patients (N = 14; pulmonary, 15%; cardiac, 12%; bleeding, 7%; 
accidental splenectomy, 5%; renal, 5%; wound, 2%). The mean postoperative 
ankle-brachial index was 0.9 bilaterally. At a median follow-up of 7 months (IQR, 1-
17 months), 5 patients (12%) underwent some form of reintervention (graft/limb 
related, n = 4 [n = 2 graft thrombosis, n = 2 graft infection], n = 1 mesenteric 
bypass revision). The estimated 3-year primary limb patency and freedom from 
major adverse limb events were 80 ± 10%, and 70 ± 10%, respectively. The 
estimated 5-year survival was 93 ± 5% (median, 27.3; IQR, 14.5-35.2; 95% 
confidence interval, 17.9-32.8). 

CONCLUSIONS:  

This experience represents one of the largest and most current series of 
retroperitoneal TFB. We demonstrate that TFB can be performed with good 
outcomes for patients with severe AIOD, especially if concomitant 
visceral/infrainguinal reconstruction is warranted. These results support a 
continued role for TFB in select patients. 

Copyright © 2018 Society for Vascular Surgery. Published by Elsevier Inc. All 
rights reserved. 

PMCID: PMC6433534 [Available on 2020-04-01] 
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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.  
PMID: 30270716 [Indexed for MEDLINE] 

 
Similar articles  

 

 

166.  Acta Paediatr. 2019 Apr;108(4):688-693. doi: 10.1111/apa.14598. Epub 2018 Nov 
9. 

Evaluation of screening for coeliac disease in children with juvenile 
idiopathic arthritis. 

Öman A1, Hansson T1, Carlsson M2, Berntson L1. 

Author information:  
1. Department of Women's and Children's Health, Uppsala University, Uppsala, 

https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30292606
https://www.ncbi.nlm.nih.gov/pubmed/30270716
https://www.ncbi.nlm.nih.gov/pubmed/?term=Evans%20S%5BAuthor%5D&cauthor=true&cauthor_uid=30270716
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cecere%20J%5BAuthor%5D&cauthor=true&cauthor_uid=30270716
https://www.ncbi.nlm.nih.gov/pubmed?linkname=pubmed_pubmed&from_uid=30270716
https://www.ncbi.nlm.nih.gov/pubmed/30265401
https://www.ncbi.nlm.nih.gov/pubmed/30265401
https://www.ncbi.nlm.nih.gov/pubmed/?term=%C3%96man%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30265401
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hansson%20T%5BAuthor%5D&cauthor=true&cauthor_uid=30265401
https://www.ncbi.nlm.nih.gov/pubmed/?term=Carlsson%20M%5BAuthor%5D&cauthor=true&cauthor_uid=30265401
https://www.ncbi.nlm.nih.gov/pubmed/?term=Berntson%20L%5BAuthor%5D&cauthor=true&cauthor_uid=30265401
https://linkinghub.elsevier.com/retrieve/pii/S0741-5214(18)32073-1
http://journals.sagepub.com/doi/full/10.1177/1942602X18802344?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed


Sweden. 
2. Department of Pediatrics, Hudiksvall Hospital, Hudiksvall, Sweden. 

Abstract 

AIM:  

To study the prevalence of coeliac disease (CD) in children with Juvenile idiopathic 
arthritis (JIA), by screening a population-based cohort of children with JIA using 
autoantibodies against tissue transglutaminase (anti-TG2). 

METHODS:  

All children diagnosed with JIA in three Swedish counties, with disease onset 
between 2007 and 2014, were included prospectively. Serum levels of IgA anti-
TG2 antibodies, IgG anti-TG2 antibodies, and total IgA were analysed. Children 
with positive levels of IgA anti-TG2 antibodies and children with IgA deficiency in 
combination with positive levels of IgG anti-TG2 antibodies were referred to the 
paediatric gastroenterology unit for gastroscopy and small intestine biopsy. 

RESULTS:  

A total of 216 children were included, and analysis of IgA and IgG anti-TG2 
antibodies was performed in 213 children. Three children were diagnosed with CD 
prior to the diagnosis of JIA, and three additional children were found through 
screening, resulting in a CD point prevalence of 2.8% (95% CI 0.6-5.0%). 

CONCLUSION:  

We found a point prevalence of CD close to previous described prevalence in the 
general population of Swedish children. Therefore, general screening for CD in 
children with JIA is not supported by our data. However, this study shows that 
asymptomatic CD in children with JIA may be found by screening. 

©2018 Foundation Acta Paediatrica. Published by John Wiley & Sons Ltd.  
PMID: 30265401  
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Abstract 

BACKGROUND:  

Patients with type 1 diabetes (T1D) are at risk for other autoimmune diseases (ie, 
polyautoimmunity). The prevalence and risk factors of this phenomenon have been 
underreported in adults and ethnic minorities, and data are lacking regarding non-
endocrine autoimmune diseases. 

METHODS:  

Study population data were gathered from HealthFacts, a deidentified patient 
database compiled from electronic medical records systems in the US. Patients 
with an International Classification of Diseases diagnosis code specifying T1D 
were included in the study, whereas those with a diagnosis of type 2 diabetes were 
excluded. 

RESULTS:  

The cross-sectional study cohort comprised 158 865 adults with T1D (mean [±SD] 
age 51.4 ± 18.9 years, 52.5% female). The most common autoimmune diseases 
were thyroid disease (20.1%), systemic rheumatic diseases (3.4%), rheumatoid 
arthritis specifically (2.0%), and gastrointestinal autoimmune diseases (1.4%). 
Most of the autoimmune diseases were more common in women (eg 
hypothyroidism, hyperthyroidism, celiac disease, rheumatoid arthritis, lupus, and 
Sjögren syndrome). Caucasians were more likely than other ethnicities to have an 
additional autoimmune disease. The prevalence of autoimmune diseases 
increased with increasing age, significantly in women, such that 38.5% of women 
over 80 years of age had an additional autoimmune disease, compared with 17.9% 
of women aged ≤29 years. 
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CONCLUSIONS:  

Additional autoimmunity represents a significant comorbidity in patients with T1D. 
Autoimmune diseases are more common in Caucasians and in women, and 
increase with age. Clinicians treating patients with T1D should be aware of the risk 
factors for additional autoimmune diseases. 

© 2018 Ruijin Hospital, Shanghai Jiaotong University School of Medicine and John 
Wiley & Sons Australia, Ltd.  
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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 
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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 half-iodine 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.  
PMID: 30209591  
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Abstract 

BACKGROUND:  

Previous studies have confirmed that women who are diagnosed with celiac 
disease report a lower quality of life than men who are diagnosed with the same 
illness. 

PURPOSE:  

This article describes the life experiences of women with celiac disease, especially 
those who adhere to a lifelong gluten-free diet. 

METHODS:  

A phenomenological design based on the Giorgi method was used. Twenty-two 
women who were diagnosed with celiac disease and were between 16 and 75 
years old completed the semistructured interviews. 

RESULTS:  

The results showed that celiac disease has differing effects on the lives of women 
sufferers. The general feeling of being a woman with celiac disease was described 
as an effort toward achieving a normalized life. Four categories emerged from the 
results: feelings at diagnosis, limitations in daily life, social perceptions of the 
illness, and personal meanings of celiac disease. 

CONCLUSIONS/IMPLICATIONS FOR PRACTICE:  

This study shows that celiac disease and its treatment reduce mental and social 
quality of life in women. Organizations and public institutions should carry out 
public awareness campaigns targeting celiac disease and promote quality of life in 
sufferers of celiac disease in general.  
PMID: 30153131  
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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 
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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.  
PMID: 30138736  
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Abstract 

BACKGROUND:  

High-molecular-weight glutenin subunits (HMW-GSs) have important effects on 
bread-making quality. Allelic variations of HMW-GS in bread wheat varieties 
contribute in different ways to dough properties and bread volume. However, no 
systematic analysis has been done on the effects of allelic variation on bread-
crumb structure, an important parameter when evaluating bread-making quality. In 
this study, seven Glu-1 deletion lines and one intact line harboring different 
encoding loci and derived from a cross between two spring wheat cultivars were 
used to investigate the contribution of a single Glu-1 locus, or combination of Glu-1 
loci, to the crumb structure. 

RESULTS:  

Deletion of HMW-GS locus combinations resulted in a decline in slice size, 
brightness, and fineness of the bread crumb. A desirable crumb structure 
correlated well with preferred subunit combinations: high levels of GMPs, superior 
dough properties, and loaf volume. The effects of the HMW-GS combinations were 
ranked as Dx5 + Dy10 > Bx17 + By18 > Ax1 + Null. The Ax1 + Null allele affected 
the crumb structure by interacting with the Bx17 + By18 or Dx5 + Dy10. 

CONCLUSION:  

High-molecular-weight glutenin subunits had significant effects on the loaf volume 
and crumb structure; varying effects from different subunit combinations were 
observed. © 2018 Society of Chemical Industry. 

© 2018 Society of Chemical Industry.  
PMID: 30129098 [Indexed for MEDLINE] 
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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.  
PMID: 29885263  
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Abstract 

AIM:  

This study compared follow-up protocols for paediatric celiac disease (CD) led by 
either paediatricians or dietitians at Swedish university hospitals. 

METHODS:  

We followed 363 CD patients under 18 years at the university hospitals in Malmö 
(n = 140) and Lund (n = 79) between 2011 and 2013 and after they merged to 
become Skåne (n = 144) between 2014 and 2016. Both Lund and Malmö provided 
regular paediatrician follow-up visits, whereas Skåne provided mainly dietitian-led 
visits. 

RESULTS:  

Children at Lund were followed for a mean of 1.0 ± 0.5 visits per year, compared to 
0.7 ± 0.6 at Malmö (p < 0.0001) and 0.9 ± 0.6 at Skåne (p = 0.11). The ratio of 
annual paediatrician to dietitian annual visits was 1.4:1.0 at Lund, which was 
higher than Malmö (0.9:1.0; p = 0.0017) and Skåne (0.6:1.0; p < 0.0001). There 
was no difference in the prevalence of non-compliant patients between the clinics 
(p = 0.26, Malmö 13.6%, Lund 10.1%, Skåne 7.6%). Tissue transglutaminase 
autoantibody levels reversed equally over time at all three clinics after the subjects 
started a gluten-free diet (r = -0.55, p < 0.0001). The total mean annual cost per 
patient was lowest at Malmö and highest at Lund (p < 0.0001). 

CONCLUSION:  
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Dietary compliance was similar regardless of whether care was provided by a 
dietitian or paediatrician. Dietitian-led follow-up visits may provide lower long-term 
costs. 

©2018 Foundation Acta Paediatrica. Published by John Wiley & Sons Ltd.  
PMID: 29782665  
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Abstract 

OBJECTIVES:  

Drug product performance in patients with gastrointestinal (GI) diseases can be 
altered compared to healthy subjects due to pathophysiological changes. In this 
review, relevant differences in patients with inflammatory bowel diseases, coeliac 
disease, irritable bowel syndrome and short bowel syndrome are discussed and 
possible in vitro and in silico tools to predict drug product performance in this 
patient population are assessed. 

KEY FINDINGS:  

Drug product performance was altered in patients with GI diseases compared to 
healthy subjects, as assessed in a limited number of studies for some drugs. 
Underlying causes can be observed pathophysiological alterations such as the 
differences in GI transit time, the composition of the GI fluids and GI permeability. 
Additionally, alterations in the abundance of metabolising enzymes and transporter 
systems were observed. The effect of the GI diseases on each parameter is not 
always evident as it may depend on the location and the state of the disease. The 
impact of the pathophysiological change on drug bioavailability depends on the 
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physicochemical characteristics of the drug, the pharmaceutical formulation and 
drug metabolism. In vitro and in silico methods to predict drug product 
performance in patients with GI diseases are currently limited but could be a useful 
tool to improve drug therapy. 

SUMMARY:  

Development of suitable in vitro dissolution and in silico models for patients with GI 
diseases can improve their drug therapy. The likeliness of the models to provide 
accurate predictions depends on the knowledge of pathophysiological alterations, 
and thus, further assessment of physiological differences is essential. 

© 2018 Royal Pharmaceutical Society.  
PMID: 29766501  
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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 gluten-free 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 placebo-controlled study. A 6-week treatment period was preceded by 
a 2-week run-in and followed by a 6-week 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. 

PMCID: PMC6382041 Free PMC Article  
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Abstract 

BACKGROUND & AIMS:  

Non-celiac gluten sensitivity (NCGS) is characterized by intestinal and extra-
intestinal symptoms triggered by ingestion of gluten. However, non-gluten triggers 
have recently been implicated, and a FODMAP (fermentable oligo-, di-, 
monosaccharides and polyols)-reduced diet can partially improve symptoms in 
NCGS. Our aim was to analyze the effect of a low FODMAP versus a gluten-free 
diet (GFD) on clinical symptoms, psychological well-being, intestinal inflammation 
and integrity, and stool microbiota. 

METHODS:  

Nineteen patients with NCGS and ten healthy controls consumed a gluten-
containing standard diet before starting a two-week low FODMAP diet; after a five 
day transition period, participants ingested a GFD for another two weeks. The 
primary outcome measure was the improvement of clinical symptoms in NCGS 
patients under the different diets. Secondary outcomes were the determination of 
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dietary effects on intestinal inflammation, psychological well-being, and differences 
in stool microbiota between NCGS patients and controls. 

RESULTS:  

The low FODMAP diet and especially the GFD led to a significant improvement of 
clinical and psychological symptoms in NCGS. A clear reduction in duodenal 
intraepithelial lymphocytes and mucin-producing Goblet cells was found after the 
GFD in these patients. Significant microbial differences between NCGS patients 
and controls were noticed in stool samples at every time point. Both diets caused 
microbial shifts in all participants, with a greater variability on genus level and 
metabolisms groups in NCGS patients. 

CONCLUSIONS:  

Our findings suggest a multifactorial etiology of NCGS, due to a functional effect 
caused by FODMAPs, combined with a mild gluten-triggered immune reaction, 
and a microbiota dysbalance. CLINICALTRIAL. 

GOV ID:  

NCT03268720. 

Copyright © 2018 Elsevier Ltd and European Society for Clinical Nutrition and 
Metabolism. All rights reserved.  
PMID: 29653862  
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Abstract 

PURPOSE:  

As well as adhering to the safe limit for gluten intake, a suitable gluten-free (GF) 
diet must also be nutritionally balanced. However, malnutrition has been observed 
in the population with celiac disease (CD). This is even more important in the case 
of children and adolescents, whose GF diet must also ensure their proper growth. 
The aim of the present study was to assess the diet quality of children and 
adolescents with CD to attain optimal nutritional status, determining the most 
relevant factors that affect a balanced diet. 

METHODS:  

Eighty-three children and adolescents with CD (9.2 ± 3.8 years) took part in the 
study. Height, weight and body composition were measured. An analysis of energy 
consumption and of the macronutrient distribution of their diet was carried out. 
Adherence to Mediterranean diet by KIDMED index was analyzed, and energy and 
nutrients intake. 

RESULTS:  

The diet of participants was not balanced, containing more fat and less 
carbohydrate than recommended. Most children and adolescents revealed 
adequate body mass index and suitable body fat percentage. Two-thirds of them 
showed moderate or poor KIDMED index, the case of girls being remarkable. 
When the GF diet, containing GF-rendered foodstuffs, was compared to a similar 
type of diet but substituting GF products with their analogs containing gluten, 
important nutritional differences were revealed. 

CONCLUSIONS:  

Even though celiac children and adolescents' diet is unhealthy due to its 
inappropriate dietary pattern, following a diet based on GF products raises extra 
difficulty in complying with the nutritional recommendations.  
PMID: 29633011  
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Abstract 

AIM:  

This study investigated the prevalence of extraintestinal manifestations (EIM) in 
paediatric coeliac disease and their associations with other disease features. 

METHODS:  

Researchers at the University of Tampere, Finland, compared EIM in 511 children 
diagnosed with coeliac disease from 2003 to 2014 and 180 diagnosed with 
functional gastrointestinal disorders from 2007 to 2013. Disease severity and 
dietary responses were also compared between coeliac children diagnosed by 
screening (n = 146) or because of EIM (n = 116) or gastrointestinal symptoms (n = 
249). 

RESULTS:  

Coeliac patients had more EIM (62%) than those with functional disorders (33%). 
The most common EIM in coeliac children were poor growth (27%) and anaemia 
(18%). Children with coeliac disease often showed fatigue (8%) and symptoms 
affecting the skin (15%), nervous system (9%) and joints (6%). Coeliac patients 
with EIM as their main clinical presentation had more severe symptoms and 
histological damage at diagnosis than those with gastrointestinal presentation and 
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screen-detected cases. The subgroups did not differ with regard to other clinical 
and laboratory parameters and dietary adherence. Concomitant EIM were also 
common in children diagnosed because of gastrointestinal presentation (60%) and 
by screening (37%). 

CONCLUSION:  

EIM were common in coeliac disease and associated with more severe clinical and 
histological presentation. 

©2018 Foundation Acta Paediatrica. Published by John Wiley & Sons Ltd.  
PMID: 29569302  
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Abstract 

AIMS:  

Our objectives were to: (1) determine whether celiac disease (CD) patients have 
cognitive impairment at diagnosis; and (2) compare their cognitive performance 
with nonceliac subjects who have similar chronic symptoms and healthy controls. 
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MATERIALS AND METHODS:  

Fifty adults (age range: 18 to 50 y) with symptoms and signs compatible with CD 
were enrolled in a prospective cohort irrespective of the final diagnosis. At 
baseline, all individuals underwent cognitive functional and psychological 
evaluation. CD patients were compared with subjects in whom CD was ruled out 
and with healthy controls matched by sex, age, and years of schooling. 

RESULTS:  

Thirty-three subjects (66%) were diagnosed with CD. Compared with the healthy 
controls (n=26), CD cases and disease controls (n=17; mostly irritable bowel 
syndrome) had impaired cognitive performance (P=0.02 and P=0.04, respectively), 
functional impairment (P<0.01), and higher depression (P<0.01). CD patients had 
similar cognitive performance and anxiety, but nonsignificant lower depression 
scores compared with disease controls. 

CONCLUSIONS:  

Abnormal cognitive functions detected in newly diagnosed CD adult patients seem 
not to be disease specific. Our results suggest that cognitive dysfunction could be 
related to the presence of prolonged symptoms due to a chronic disease.  
PMID: 29498953  
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Abstract 

OBJECTIVE:  

The concept of neonatal programming has begun to emerge as an important 
component of adult health. Scarce data exist regarding perinatal risk factors for 
long-term gastrointestinal (GI) morbidity of the offspring. We aimed to evaluate the 
association between birthweight (BW) at term and long-term pediatric GI morbidity. 

STUDY DESIGN:  

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

RESULTS:  

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

CONCLUSIONS:  

SGA offspring are at an increased and independent risk for long-term pediatric GI 
morbidity.  
PMID: 29157049  
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Abstract 

The link between nutrition and autism spectrum disorder (ASD), which is a 
complex developmental disorder manifesting itself in significant delays or deviation 
in interaction and communication, has provided a fresh point of view and signals 
that nutrition may have a role in the aetiology of ASD, as well as play an active role 
in treatment by alleviating symptoms. 

OBJECTIVE:  

In this review study aimed at evaluating, with scientific and concrete proof, the 
current medical nutrition implementations on ASD, existing medical nutrition 
therapies have been addressed and their effects on ASD symptoms have been 
discussed in light of current research. 

METHODS:  

We reviewed articles regarding the medical nutritional therapy of autism on current 
nutritional approaches selected from PubMed, Science Direct, EBSCO, and 
databases about autism and nutrition. 

RESULTS:  

The research put forward that in individuals with ASD, while gluten-free/casein-free 
and ketogenic diets, camel milk, curcumin, probiotics, and fermentable foods can 
play a role in alleviating ASD symptoms, consumption of sugar, additives, 
pesticides, genetically modified organisms, inorganic processed foods, and hard-
to-digest starches may aggravate symptoms. 
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DISCUSSION:  

Further prospective controlled trials with large sample sizes are needed before 
recommendations can be made regarding the ideal ASD diet. This review 
emphasizes the value of identifying current nutritional approaches specific to 
individuals with ASD and integrating their effects on symptoms to the conversation 
and presents suggestions for future research designed to identify medical nutrition 
therapies targeting this population to better understand the link between ASD and 
nutrition.  
PMID: 28762296 [Indexed for MEDLINE] 
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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:  
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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.  
PMID: 27830928  
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