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Abstract
Ecological observations suggest an inverse relationship between smoking in pregnancy and celiac
disease (CD) in offspring. While individual-level analyses have been inconsistent, they have mostly
lacked statistical power or refined assessments of exposure. To examine the association between
pregnancy-related smoking and CD in the offspring, as well as its consistency across data sets, we
analyzed: (1) The Norwegian Mother and Child Cohort (MoBa) of 94,019 children, followed from birth
(2000-2009) through 2016, with 1035 developing CD; (2) a subsample from MoBa (381 with CD and
529 controls) with biomarkers; and (3) a register-based cohort of 536,861 Norwegian children,

followed from birth (2004-2012) through 2014, with 1919 developing CD. Smoking behaviors were
obtained from pregnancy questionnaires and antenatal visits, or, in the MoBa-subsample, defined by
measurement of cord blood cotinine. CD and potential confounders were identified through
nationwide registers and comprehensive parental questionnaires. Sustained smoking during
pregnancy, both self-reported and cotinine-determined, was inversely associated with CD in MoBa
(multivariable-adjusted [a] OR = 0.61 [95%CI, 0.46-0.82] and aOR = 0.55 [95%CI, 0.31-0.98],
respectively); an inverse association was also found with the intensity of smoking. These findings
differed from those of our register-based cohort, which revealed no association with sustained
smoking during pregnancy (aOR = 0.97 [95%CI, 0.80-1.18]). In MoBa, neither maternal smoking
before or after pregnancy, nor maternal or paternal smoking in only early pregnancy predicted CD. In
a carefully followed pregnancy cohort, a more-detailed smoking assessment than oft-used registerbased data, revealed that sustained smoking during pregnancy, rather than any smoking exposure,
predicts decreased likelihood of childhood-diagnosed CD.
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Abstract
Background:
Variability in glucagon-like peptide (GLP)-1 and GLP-2 plasma concentrations has been suggested in
Celiac disease (CD), with inconclusive results. We assessed the association between serum levels of
GLP-1 and GLP-2 and their duodenal receptor expression in children with and without CD.

Methods:

This was a two-part, cross-sectional and prospective cohort study. Group assignment, performed
after duodenal samples for mRNA expression of GLP-1 receptor (GLP1R) and GLP-2 receptor (GLP2R),
were taken during esophagogastroduodenoscopy. The control group consisted of patients with
normal endoscopy and negative serology. The CD group consisted of patients with positive serology
and endoscopy suggestive of CD. All had an oral glucose-tolerance test (OGTT). CD patients
underwent a second OGTT after 6 months of a gluten-free diet (GFD).

Results:
The CD group included 12 patients; 7 males with mean age 9.2 ± 2.5 years. The control group
included 10 patients; 5 males with mean age 12 ± 4 years, (p = 0.14). No differences were detected in
basal or peak levels of GLP-1 or GLP-2 between control, naïve CD (before GFD) and treated CD (after
GFD) groups. Expression of GLP1R and GLP2R mRNA was similar. Significant positive correlations
between glucose and C-peptide secretion (r = 0.9, p < 0.01) and GLP-1 and GLP-2 (r = 0.8, p = 0.01)
were detected in the control group. Significant negative correlations were found in the naïve CD
group between GLP2R expression and glucose secretion (r = -0.68, p = 0.015) and GLP1R expression
and serum GLP-1 (r = -0.7, p = 0.016).

Conclusions:
Although no significant differences were detected in secretion patterns or gut receptor expression of
GLP-1 and GLP-2 in healthy versus CD pediatric patients, the detected discrepancy between the ligand
levels and their tissue receptors requires additional study.
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Abstract
Plant defense protein α-amylase trypsin inhibitors (ATIs) have been proposed as one of the triggers of
non-coeliac gluten sensitivity, however there have been no focused studies on their optimal
extraction and quantitation from cereal grains. The efficiency of extraction is of utmost interest for
the downstream detection and characterisation. In the present study, three extraction buffers and
two modified protocols were investigated using LC-MRM-MS in order to examine their ability to
efficiently and repeatably extract ATIs from selected barley cultivars. Initially, three extraction buffers
IPA/DTT, urea and Tris-HCl were used to extract ATIs from two selected barley cultivars, Commander
and Hindmarsh. The results obtained from the preliminary study showed that IPA/DTT and ureabased buffer extraction could yield ∼70% and ∼45% more ATIs, respectively than a buffer based on
Tris-HCl extraction, with all methods showing high repeatability (CV < 15%). A multi-step protocol,
employing IPA/DTT and urea improved the extraction efficiency in comparison to the single buffer
extraction protocols (p<0.0001). When solutions from parallel extractions using IPA/DTT and urea
were combined, the results were comparable (p = 0.99) with a sequential multi-step IPA/DTT-urea
protocol. However, the repeatability of the combined process was compromised, as discerned by
greater variation (CV>30%). The optimised sequential two-step extraction protocol was successfully
used to extract and quantify ATIs from 12 barley cultivars. LC-MS analysis revealed that cv Yagan and
cv Scope contain the higher levels (∼143% relative to the average barley ATI content), whereas
cultivars Fleet (61%), Baudin (77%) and Commander (79%) contained the lowest levels. The libraries
of ATIs identified and the quantitative methods described here provide a foundation for the future
application of MS-based quantitative methodologies to detect and quantify ATIs in barley varieties
and in food products.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
OBJECTIVE:
To compare the frequency of asthma and allergic diseases in patients with inflammatory bowel
disease and Celiac disease using international study of asthma and allergies in childhood
questionnaire.

STUDY DESIGN:
Cross-sectional, descriptive study.

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

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

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

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

CONCLUSION:
The frequencies of asthma and atopy are similar in patients with celiac disease and inflammatory
bowel disease.
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Abstract
BACKGROUND:
The importance of definitive radiotherapy for elderly patients with esophageal and esophagogastricjunction cancer is pronounced. However, little is known in terms of the best way to combine
radiotherapy with other treatment options. This study aims to compare the efficiency of SIB
radiotherapy alone with SIB radiotherapy concurrent and consolidated with S-1 for elderly patients.
Comprehensive geriatric assessment is also incorporated in the procedure of treatment.

METHODS/DESIGN:
The study is a two arm, open, randomized multicenter Phase III trial with patients over 70 years old
with stage IIA-IVB (UICC 2002, IVB only with metastasis to supraclavicular or celiac lymph nodes)
squamous cell carcinoma or adenocarcinoma of esophagus or gastroesophageal junction. A total of
300 patients will be randomized using a 1:1 allocation ratio stratified by disease stage and study site.
Patients allocated to the SIB arm will receive definitive SIB radiotherapy (95%PTV/PGTV
50.4Gy/59.92Gy/28f) while those randomized to SIB + S-1 arm will receive definitive SIB radiotherapy
concurrent and consolidated with S-1. The primary endpoint of the trial is 1-year overall survival.
Secondary objectives include progression-free survival, recurrence-free survival (local-regional and
distant), disease failure pattern, toxicity profile as well as quality of life. Besides, detailed
radiotherapy protocol and quality assurance procedure have been incorporated into this trial.

DISCUSSION:
The proportion of elderly patients in esophageal cancer is now growing, but there is a lack of
evidence in term of treatment standard for this group of patients, which is what we aim to obtain
through this prospective phase III study.

TRIAL REGISTRATION:
clinicaltrials.gov NCT02979691 . Registered November 22, 2016.
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Abstract
Non-celiac gluten sensitivity (NCGS) is a syndrome characterized by gastrointestinal and
extraintestinal manifestations triggered after gluten ingestion in the absence of celiac disease and
wheat allergy. Because of the lack of biomarkers for NCGS diagnosis, the cornerstone for its
assessment is a single- or double-blind placebo-controlled (DBPC) gluten challenge. However, there
are some non-standardized points in the diagnostic approach proposed by the experts. This
complicate comparisons among the results published by different research groups. The gluten vehicle
and placebo must be indistinguishable from each other, which entails sensory and technological
evaluations of the designed gluten vehicle and placebo products. At the moment, there is no
standardized method for the preparation of the gluten vehicle and placebo for carrying out DBPC
gluten challenges for NCGS assessment. This review focuses on the challenges that researchers have
to face, either for the development of an accepted gluten vehicle and placebo or for identifying NCGS
cases on the basis of DBPC gluten challenges.
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Abstract
Celiac disease is a genetically determined disorder of the small intestine, occurring due to an immune
response to ingested gluten-containing food. The resulting damage to the small intestinal mucosa
hampers nutrient absorption, and is characterized by diarrhea, abdominal pain, and a variety of
extra-intestinal manifestations. Invasive and costly methods such as endoscopic biopsy are currently
used to diagnose celiac disease. Detection of the disease by histopathologic analysis of biopsies can
be challenging due to suboptimal sampling. Video capsule images were obtained from celiac patients
and controls for comparison and classification. This study exploits the use of DAISY descriptors to
project two-dimensional images onto one-dimensional vectors. Shannon entropy is then used to
extract features, after which a particle swarm optimization algorithm coupled with normalization is
employed to select the 30 best features for classification. Statistical measures of this paradigm were
tabulated. The accuracy, positive predictive value, sensitivity and specificity obtained in distinguishing
celiac versus control video capsule images were 89.82%, 89.17%, 94.35% and 83.20% respectively,
using the 10-fold cross-validation technique. When employing manual methods rather than the
automated means described in this study, technical limitations and inconclusive results may hamper
diagnosis. Our findings suggest that the computer-aided detection system presented herein can
render diagnostic information, and thus may provide clinicians with an important tool to validate a
diagnosis of celiac disease.
PMID: 31028562
Similar articles

8. Gut. 2019 Apr 26. pii: gutjnl-2019-318342. doi: 10.1136/gutjnl-2019-318342. [Epub ahead of print]

Jejunal perforation and central retinal vein
occlusion in a 55-year-old European man.
Thomas AL1, Summers L1, Goodhand JR1,2, Saunders S3.
Author information:
1. Gastroenterology, Royal Devon and Exeter Hospital, Exeter, UK.

2. Gastroenterology, Royal Free Hospital, London, UK.
3. Histopathology Department, Royal Devon and Exeter Hospital, Exeter, UK.
PMID: 31028157
Similar articles

Conflict of interest statement
Competing interests: None declared.
9. J Agric Food Chem. 2019 Apr 26. doi: 10.1021/acs.jafc.9b01063. [Epub ahead of print]

Effects of starch on the digestibility of gluten
under different thermal processing
conditions.
Wen W, Li S, Gu Y, Wang S, Junping W.

Abstract
Gluten and starch are the primary ingredients of the wheat. The complex reaction between the
gluten and starch will occur during the thermal food processing, which will affect the digestibility. The
effects of proteins on the digestibility of starch have been reported, but the effects of starch on the
digestibility of proteins have not been well-researched. In this paper, the effects of starch on gluten
digestion during the heating process were studied by the gluten-starch simulated system, and it was
found that starch can enhance gluten digestion. When the complex of gluten-starch being 1:1 is
heated at 100°C, the digestibility of gluten is higher, and more low-molecular weight peptides are
produced. Results from the digestibility and digestion-peptide mapping of the gluten-starch complex
at different conditions showed that the addition of starch during processing enhanced the digestion
performance of gluten. Meanwhile, the secondary structure, intrinsic fluorescence, and microscopic
structure of the gluten-starch complex were investigated to understand the mechanism of the
enhancement. The digestion performance is related to the secondary structure variation during the
thermal processing caused by hydration increase and disulfide bonds reduction. The gluten-starchcomplex spatial structure is looser than gluten after heating, which could expose more protease
cleavage sites. These results suggest that starch can protect gluten from aggregation in water and
destroy the spatial structure of gluten with the assistant of heating, exposing more cleavage sites and
enhancing gluten digestion.
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Abstract
INTRODUCTION:
Coeliac disease enteropathy is associated with an increased risk of lymphomas. Enteropathyassociated T-cell lymphoma is the principal malignancy related to coeliac disease. However, studies
have shown that other types of lymphoma such as diffuse large B-cell lymphoma may also be
associated with coeliac disease.

CASE REPORT:
We report a 54-year-old Caucasian man who presented with chronic diarrhoea and weight loss. He
was diagnosed with coeliac disease based on positive serology results and duodenal, jejunal, and
ileal biopsies that showed villous atrophy. Despite adherence to a gluten-free diet, there was no
clinical remission and enteropathy-associated T cell lymphoma was suspected. Repeated endoscopic
biopsy showed persistent mucosal disease but no evidence of lymphoma. Several weeks later he
presented with a perforated jejunum. Histology of the resected jejunum showed diffuse infiltration
of submucosa and muscularis propria by malignant lymphoid cells sparing the mucosa. The cells
expressed CD20, CD79α, CD10 and BCL6 and ki67 of 80%, consistent with diffuse large B-cell
lymphoma.

DISCUSSION:
It is suspected that the undetected lymphoma may have contributed to the persistent
malabsorption syndrome rendering the patient unresponsive to treatment. Despite thorough clinical
and endoscopic evaluation and multiple biopsies, histologic diagnosis of DLBCL was only confirmed
following resection of the perforated jejunum.
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Abstract
Celiac disease (CeD) occurs only in individuals who are able to express human leukocyte antigens
(HLA) DQ2 or DQ8, and these are expressed in nearly a third of healthy people in the West. As the
disease is very uncommon in Tamil Nadu, we evaluated the possibility that the relevant genes are
infrequent in this population. Four hundred healthy adults without any gastrointestinal
abnormalities were recruited from Vellore district of Tamil Nadu. Genomic DNA was extracted from
venous blood and amplified by PCR using the allele-specific primers for the following allelesDQA1*0201, 0301, and 0501 and DQB1*02, 0201, and 0302, which determine the CeD risk
haplotypes. Among the 400 healthy adults, the presence of DQ2.5 (DQB1*0201-DQA1*0501) and
DQ2.2 (DQB1*02-DQA1*0201) haplotypes was found in 8.25% and 14.25%, respectively. DQ8
(DQB1*0302-DQA1*0301) haplotype was identified in only 3% of healthy individuals. Overall,
approximately a quarter of healthy adults in Tamil Nadu had the potential CeD risk haplotypes of
HLA DQ2.5, DQ2.2, and DQ8.
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Abstract
Celiac ganglia are important sites of signal integration and transduction. Their complex
neurochemical anatomy has been studied extensively in guinea pigs but not in mice. The goal of this
study was to provide detailed neurochemical characterization of mouse celiac ganglia and
noradrenergic nerves in two target tissues, spleen and stomach. A vast majority of mouse celiac
neurons express a noradrenergic phenotype, which includes tyrosine hydroxylase (TH), vesicular
monoamine transporter 2 and the norepinephrine transporter. Over 80% of these neuron also
express neuropeptide Y (NPY), and this co-expression is maintained by dissociated neurons in
culture. Likewise, TH and NPY were colocalized in noradrenergic nerves throughout the spleen and
in stomach blood vessels. Somatostatin was not detected in principal neurons but did occur in small,
TH-negative cells presumed to be interneurons and in a few varicose nerve fibers. Cholinergic nerves
provided the most abundant input to the ganglia, and small percentages of these also contained
nitric oxide synthase or vasoactive intestinal polypeptide. A low-to-moderate density of nerves also
stained separately for the latter markers. Additionally, nerve bundles and varicose nerve fibers
containing the sensory neuropeptides, calcitonin gene-related polypeptide and substance P,
occurred at variable density throughout the ganglia. Collectively, these findings demonstrate that
principal neurons of mouse celiac ganglia have less neurochemical diversity than reported for guinea
pig and other species but receive input from nerves expressing an array of neurochemical markers.
This profile suggests celiac neurons integrate input from many sources to influence target tissues by
releasing primarily norepinephrine and NPY. This article is protected by copyright. All rights
reserved.
© 2019 Wiley Periodicals, Inc.
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Abstract
Objective:
Previous research has identified several psychological factors associated with dietary restriction but
has focused almost exclusively on the subcategory of people following a weight loss diet. Little is
known about the psychological factors associated with other kinds of restrictive dietary patterns.
Furthermore, it remains unclear whether the identified psychological characteristics of dieters (e.g.
elevated disordered eating behaviours, poor well-being) are a cause of dieting, follow from calorie
restriction or are the result of cognitive restraint.

Methods:
This study conducted the first direct comparison of people (N = 393) following five different
restrictive dietary patterns (vegetarian, vegan, gluten free, paleo and weight loss) as well as a
comparison group who were not following a specific dietary pattern.

Results:
The weight loss group had more negative psychological characteristics than all other groups,
reporting the highest levels of eating disorder symptoms (M = 1.50), food cravings (M = 69.39),
emotional eating (M = 2.97) and negative affect (M = 19.72). By contrast, several of the other
restrictive dietary groups showed a number of psychological strengths, relative to the comparison
group. This was particularly apparent among the paleo group, who reported the lowest levels of
eating disorder symptoms (M = 0.74), food cravings (M = 47.63), emotional eating (M = 2.30) and
negative affect (M = 14.81). By contrast, people following vegetarian and gluten free diets were
largely the same as the non-restricted comparison group in their psychological characteristics.

Conclusions:
People adhering to different dietary patterns showed stark differences in their psychological
characteristics. Indeed, some restrictive dietary patterns (paleo and vegan) were associated with
more positive psychological characteristics than seen in an unrestricted comparison group. This
suggests that the psychological risk factors seen in weight loss dieters are not attributable to a
restrictive dietary regimen per se.
PMCID: PMC6469437 Free PMC Article
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Abstract
Background:
Recent studies suggest that the prevalence of celiac disease is rising. We previously established the
prevalence of celiac disease in healthy blood donors in 2002.

Objective:
The purpose of this study was to examine whether the prevalence of celiac disease and celiac
disease autoimmunity has changed over time by performing a similar prospective study.

Methods:
Healthy blood donors (n = 1908) were tested for tissue transglutaminase antibodies and for antiendomysial antibodies when positive. Further evaluation followed accepted criteria for diagnosis.

Results:
Overall, 32 donors had abnormal tissue transglutaminase antibodies (1.68%). Eight donors had
tissue transglutaminase antibodies >3 × upper limit of normal (0.42%), two of them with tissue
transglutaminase antibodies >10 × upper limit of normal, while 24 donors had tissue
transglutaminase antibodies <3 × upper limit of normal (1.26%). Most of the donors with positive
tissue transglutaminase antibodies <3 × upper limit of normal had negative tissue transglutaminase
antibodies levels on repeated testing (18/19). Celiac disease was diagnosed in four donors with
positive tissue transglutaminase antibodies, establishing a prevalence of 1.68% (95% confidence
interval 1.15-2.3) for celiac disease autoimmunity and 0.21% for celiac disease (95% confidence
interval 0.07-0.5%).

Conclusion:
The prevalence of celiac disease in blood donors in Israel did not rise in the last 15 years, suggesting
that the increased prevalence of diagnosed celiac disease is mainly due to increased awareness. As

most of the donors with elevated tissue transglutaminase antibodies <3 × upper limit of normal
were endomysial antibody negative and had a negative tissue transglutaminase antibodies result
upon re-testing, repeated tissue transglutaminase antibodies testing is required when screening
asymptomatic populations for celiac disease.
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Abstract
Background:
Few studies have determined the very long-term mortality risks in adult and childhood-diagnosed
coeliac disease.

Objective:
We quantified mortality risks in coeliac disease and determined whether age at diagnosis, or time
following diagnosis, modified these risks.

Methods:

Standardised mortality ratios were determined using data from a cohort of 602 coeliac patients
assembled between 1979-1983 from Lothian, Scotland, and followed up from 1970-2016.

Results:
All-cause mortality was 43% higher than in the general population. Excess deaths were primarily
from haematological malignancies (standardised mortality ratio, 4.77) and external causes
(standardised mortality ratio, 2.62) in adult and childhood-diagnosed cases respectively. Mortality
risks declined steadily with time in adult-diagnosed cases (standardised mortality ratio, 4.85 in first
year compared to 0.97, 25 years post-diagnosis). Beyond 15 years, this group had a significantly
reduced risk of any malignancy (standardised mortality ratio, 0.57 (95% confidence interval: 0.330.92)). In contrast, for childhood-diagnosed cases an increased risk existed beyond 25 years
(standardised mortality ratio, 2.24).

Conclusions:
Adult-diagnosed coeliac patients have a temporarily increased mortality risk mainly from malignant
lymphomas and a decreased risk of any malignancy beyond 15 years post-diagnosis. In contrast,
childhood-diagnosed cases are at an increased risk of mortality mainly from external causes, and
have long-term mortality risks that requires further investigation.
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Abstract
Celiac disease (CD) is a chronic systemic autoimmune disorder that is triggered by the ingestion of
gliadin peptides, the alcohol-soluble fraction of wheat gluten. These peptides, which play a key role
in the immune response that underlies CD, spontaneously form aggregates and exert a direct toxic
action on cells due to the increase in the reactive oxygen species (ROS) levels. Furthermore, peptictryptic digested gliadin peptides (PT-gliadin) lead to an impairment in the autophagy pathway in an
in vitro model based on Caco-2 cells. Considering these premises, in this study we have analyzed
different mTOR-independent inducers, reporting that the disaccharide trehalose, a mTORindependent autophagy activator, rescued the autophagy flux in Caco-2 cells treated with digested
gliadin, as well as improved cell viability. Moreover, trehalose administration to Caco-2 cells in
presence of digested gliadin reduced the intracellular levels of these toxic peptides. Altogether,
these results showed the beneficial effects of trehalose in a CD in vitro model as well as underlining
autophagy as a molecular pathway whose modulation might be promising in counteracting PTgliadin cytotoxicity.
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Abstract
Association of celiac disease (CD) with systemic autoimmune diseases (ADs) remains controversial.
Awareness of CD in these patients is important to prevent complications, including
lymphoproliferative disorders. We evaluated previously diagnosed CD prevalence in systemic lupus
erythematosus (SLE), primary Sjögren's syndrome (pSS) and systemic sclerosis (SSc) patients in
comparison to 14,298 matched controls. All patients were screened for subclinical CD. Data from
1458 unselected consecutive SLE (580), pSS (354) and SSc (524) patients were collected. Previously
biopsy-proven CD diagnosis and both CD- and AD-specific features were registered. All patients
without previous CD were tested for IgA transglutaminase (TG). Anti-endomysium were tested in
positive/borderline IgA TG. Duodenal biopsy was performed in IgA TG/endomysium+ to confirm CD.
CD prevalence in AD was compared to that observed in 14,298 unselected sex- and age-matched
adults who acted as controls. CD was more prevalent in pSS vs controls (6.78% vs 0.64%, p <
0.0001). A trend towards higher prevalence was observed in SLE (1.38%, p = 0.058) and SSc (1.34%,
p = 0.096). Higher CD prevalence was observed in diffuse cutaneous SSc (4.5%, p ≤ 0.002 vs
controls). Subclinical CD was found in two SLE patients and one pSS patient. CD diagnosis usually
preceded that of AD. Primary SS and SSc-CD patients were younger at AD diagnosis in comparison to
non-celiac patients. Autoimmune thyroiditis was associated with pSS and CD. CD prevalence is
clearly increased in pSS and diffuse SSc in comparison to the general population. The association of
CD with diffuse but not limited SSc may suggest different immunopathogenic mechanisms
characterizing the two subsets. CD screening may be considered in pSS and diffuse SSc in young
patients, particularly at the time of diagnosis.
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Abstract
BACKGROUND:
Celiac disease (CD) is an immunologically-mediated disorder characterized by duodenal mucosa villi
atrophy. Iron absorption is usually reduced in celiac patients making every kind of oral iron
treatment unhelpful because of malasorption. Feralgine™ is a new product that has been
demonstrated to be more bioavailable. As such, the aim of our study was to evaluate the absorption
of Feralgine™ in adult patients with CD.

METHODS:
Twenty-six adults affected by Iron Deficiency Anemia (IDA), of which 14 were also affected by CD
and 12 were not affected by CD, were enrolled. An oral iron absorption test (OIAT) was performed in
each patient by administrating Feralgine™, and serum iron was evaluated at baseline (T0) and after
2 h (T1) from the oral iron ingestion.

RESULTS:
The OIAT was well tolerated in all patients, and, surprisingly, an equivalent statistically significant
improvement in serum iron occurred in the two groups of patients (IDA plus CD: T0 = 28.21 µg/dL vs.
T1 = 94.14 µg/dL p = 0.004 and IDA without CD: T0 = 34.91 µg/dL vs. T1 = 118.83 µg/dL, p = 0.0003).

CONCLUSIONS:
These results demonstrated the high absorption of Feralgine™ in celiac patients, confirming our
previous data obtained with Ferrous Bysglicinate in children with CD.
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Abstract
Arsenic intake in the world is linked with drinking water and food; the main sources of inorganic As
(i-As) exposure in food are rice and rice-based products. The consumption of rice in Ecuador is 53.2
kg year-1 and it is the most commonly used cereal for the preparation of many popular dishes
especially for subjects with celiac disease. Objectives of this research were: (i) to determine the
content of i-As in foods widely consumed by Ecuadorians with celiac disease, (ii) to calculate the i-As
dietary intake, and (iii) to model and predict the health risks of the population under study as a
result of their exposure to i-As from rice-based food. The estimated daily intakes of Ecuadorian
children (below 3 years of age) and adults were established at 0.52 and 0.55 μg kg-1 body weight d-1,
respectively. These values were above the lower BMDL01 value established for i-As established by
the EFSA; consequently, it can be concluded that health risk cannot be excluded for the Ecuadorian
population with celiac disease.
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Abstract
Background/Aims:
The available studies on Helicobacter pylori (H. pylori) prevalence among healthy asymptomatic
population across Saudi Arabia suffers from significant limitations. We conducted this large
population-based study to estimate the H. pylori seropositivity rate among apparently healthy
children in Saudi Arabia, using anti-H. pylori immunoglobulin A (IgA) and IgG serology tests, and to
study the influence of H. pylori infection on growth.

Materials and Methods:
We conducted a cross-sectional study to screen apparently healthy school aged Saudi children (aged
6-15 years), attending primary and intermediate schools in Riyadh between 2014 and 2016, for H.
pylori seropositivity by checking for the presence of anti-H. pylori IgG and IgA antibodies in serum
specimens.

Results:
Out of 3551 serum specimens, 1413 cases tested seropositive for H. pylori organism (40%): 430
(12.2%) were both IgG and IgA positive, 212 (6%) and 771 (21.7%) cases showed isolated positivity
for IgG or IgA, respectively. Male gender, older age, lower levels of socioeconomic status (SES), and
family members >10 were significantly associated with H. pylori seropositivity. The proportion of
participants with short stature was significantly more in the H. pylori seropositive group than the
seronegative group (OR1.249, confidence interval [1.020-1.531], P= 0.033). There was no significant
association between H. pylori seropositivity and gastrointestinal symptoms.

Conclusion:
The prevalence of H. pylori seropositivity among apparently healthy Saudi children (40%) is
intermediate compared with that in developed and developing countries. The Saudi pediatric
population shows a predominant IgA-type immunological response to H. pylori infection.
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Abstract
OBJECTIVES:
Common variable immunodeficiency (CVID) is a primary humoral immunodeficiency characterised
by reduced serum levels of immunoglobulins, recurrent infections, autoimmune phenomena and
lymphoproliferative disorders. Gastrointestinal symptoms are very common in these patients and a
coeliac-like villous atrophy was described in some of them. Since mortality in CVID is much higher
than in the general population, our aim was to evaluate mortality rates and clinical predictors of
survival in patients with both CVID and duodenal villous atrophy.

PATIENTS AND METHODS:
Sex, date of diagnosis of villous atrophy, HLA genomic typing, date of death/last follow-up, type of
complication were retrospectively collected from medical files. Univariate analysis for each
predictor was conducted and Kaplan-Meier curves were generated to evaluate survival.

RESULTS:
Twenty-three patients were enrolled (9 females, mean age at diagnosis of villous atrophy 38 ± 13
years) and 8 of them died after a median time of 96 months (25th-75th 60-120 months)
corresponding to a mortality rate of 3.9 per 100 person-years (95% CI 1.9-7.7). Mortality was higher
in men compared to women (60 vs. 11/1000 person-years), although not statistically significant.
Causes of death included onco-haematological disorders and infections.

CONCLUSIONS:

Although based on a small cohort, our results confirm that patients with CVID and villous atrophy
are burdened by a very high mortality mainly due to onco-immunological disorders and infections.
Strict follow-up is required in these patients.
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Abstract
Current international guidelines for the risk assessment of biotechnology-derived foods date back to
2003. We present new strategies and directions for assessing immune adverse reactions to novel
food proteins. Understanding genetic factors involved in food allergy and the role of the
gastrointestinal tract will streamline risk assessment strategies.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
OBJECTIVES:
Chronic neuropathies are a common cause of neurological disability worldwide. However, few
reports have evaluated, in real life, the prevalence of the several conditions which can cause it.

PATIENTS AND METHODS:
The authors reviewed informatic database for outpatient office to confirm identification of chronic
neuropathy in a 3-year interval period.

RESULTS:
Among the 100 selected patients with chronic neuropathies, almost one fifth (19%) remained
idiopathic. The most common etiologies were diabetes (17%), dysimmune neuropathies (38%), and
vitamin B12 deficiency (9%). In the "dysimmune neuropathies" group, we distinguished various
etiologies, including dysimmune neuropathies associated or not with systemic autoimmune diseases
(7 and 3%, respectively), chronic inflammatory polyneuropathy (CIDP) (8%), multifocal motor
neuropathy (MMN) (3%), paraproteinemic (8%), celiac disease-related (6%), and paraneoplastic (3%)
neuropathies.

CONCLUSIONS:
In this report from a single neurological center, treatable causes of chronic neuropathies, such as
dysimmune neuropathies, including CIDP, and celiac disease-associated neuropathy, were common.
These findings suggest the utility of routine screening with blood testing for dysimmune neuropathy
and celiac disease for all patients presenting with idiopathic chronic polyneuropathy in whom
primary diagnostic testings had failed to identify an etiology for the disease.

SIGNIFICANCE:
Our results indicate that patients with peripheral neuropathy could receive a benefit from being
evaluated routinely in a specialized neurological center, as many of the conditions that were
discovered represented potentially treatable causes of neuropathy.
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Abstract

Budd-Chiari syndrome is characterized by hepatic venous outflow tract obstruction. We describe an
18-year-old female of known celiac disease presented with progressive abdomen distention and
shortness of breath for the last 1 month. Computed tomography of abdomen revealed hepatic vein
obstruction. The patient was diagnosed with Budd-Chiari syndrome. Coagulation profile showed an
increased homocysteine level. Serum folate level was also decreased. The patient was put on oral
anticoagulant with a gluten-free diet. After 4 weeks, the patient showed significant improvement
with decreased ascites. The association of Budd-Chiari syndrome with Celiac disease has not yet
been fully understood. There have been few reports that described this rare association. BuddChiari syndrome should be considered as an important differential in a patient with unexplained
ascites and celiac disease.
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Abstract

INTRODUCTION AND OBJECTIVES:
It is essential for patients with celiac disease (CD) to be on a gluten-free diet (GFD) but said diet has
also been reported to increase the risk for metabolic syndrome. There is no evidence on the
metabolic effects of a GFD in patients with nonceliac gluten sensitivity (NCGS) or in asymptomatic
subjects. Therefore, the aim of the present study was to evaluate the metabolic effects of a GFD
over a 6-month period in patients with CD, patients with NCGS, and in asymptomatic controls (ACs).

MATERIALS AND METHODS:
A prospective study was conducted that evaluated metabolic syndrome and its components of
obesity, high blood pressure, hepatic steatosis, and hyperglycemia at the baseline and at 6 months.

RESULTS:
A total of 66 subjects (22 CD, 22 NCGS, and 22 AC) were included in the study. At the baseline, 10%
of the patients with CD presented with obesity, high blood pressure, hepatic steatosis, and
metabolic syndrome. After 6 months, obesity and metabolic syndrome increased by 20% (p=0.125).
In the patients with NCGS, obesity increased by 5% after the GFD and 20% of those patients
presented with de novo hepatic steatosis. The prevalence of obesity decreased by 10% in the
controls after the GFD (30 vs 20%, p=0.5) and none of the other components of metabolic syndrome
were affected.

CONCLUSIONS:
The metabolic benefits and risks of a GFD should be considered when prescribing said diet in the
different populations that opt for that type of intervention.
Copyright © 2019 Asociación Mexicana de Gastroenterología. Publicado por Masson Doyma México
S.A. All rights reserved.
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Abstract
Old wheat genotypes are perceived by consumers as healthier than modern ones. The release of
gluten peptides with in vitro digestion and the content of potentially prebiotic carbohydrates (i.e.
resistant fraction of starch and cell-wall associated dietary fiber) were evaluated in tetraploid
wheats, namely 9 old and 3 modern Triticum turgidum ssp. genotypes. Simulated digestion of
wholemeal flours yielded 152 major peptides, 59 of which were attributed a sequence. Principal
component analysis revealed that peptide profiles were variable in old genotypes, unlike in modern
ones. Digestion of old genotypes generally yielded peptides in greater concentration. In particular, 5
peptides of γ-gliadin, known to trigger the adaptive immune reaction, and two peptides of α-gliadin,
known to be toxic to celiac patients, were particularly abundant in some old varieties. Resistant
starch (RS) was negligible in modern genotypes (<0.6%), but it was remarkably abundant in some old
varieties, reaching the highest value in Dauno III (8.5%, P < 0.05). Dauno III also presented the
highest amount of soluble fiber (4.2%, P < 0.05). Pasta was made with an old and a modern
genotype (Dauno III and PR22D89, respectively) with opposite RS content. Pasta making and cooking
affected starch digestibility, overtaking differences between genotypes and yielding the same
amount of RS for both the varieties (approx. 1.7%). The data herein presented suggest that the

wholemeal flours of old tetraploid wheat genotypes could not boast particular claims associated to
a lower exposure to gluten peptides and, if cooked, to a prebiotic potential.
Copyright © 2018 Elsevier Ltd. All rights reserved.
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Abstract
Alfalfa seed flour (ASF) at different inclusion levels (0% as control, 30% and 45% w/w) was used to
prepare rice flour-based gluten-free (GF) cookies (CK). Samples underwent a simulated in vitro
digestion and fermentation process. The comprehensive changes in the phenolic profiles were
evaluated during 48 h of fermentation by means of untargeted UHPLC-QTOF mass spectrometry
followed by multivariate statistics. Furthermore, the modifications in microbial profile and the
production of short chain fatty acids (SCFA) were investigated. Cookies presenting 30% (30-CK) and
45% (45-CK) ASF possessed the greater total phenolic content when compared to the control, being
0.42 and 0.56 mg/g versus 0.15 mg/g, respectively. The orthogonal projection to latent structure
discriminant analysis, applied to untargeted metabolomics-based data, showed a clear modulation
of the profile in phenolic metabolites over time (from 8 up to 48 h of in vitro fermentation). In this

regard, the in vitro fermentation of 30-CK and 45-CK resulted in the maximum increase in lignans
and phenolic acids, whose bioaccessibility at 24 h of in vitro fermentation was 16.2% and 12.2%,
respectively. In addition, the metagenomic sequencing approach allowed to identify in
Clostridiaceae, Ruminococcaceae, Lachnospiraceae and Streptococcaceae the most represented
bacterial populations during the in vitro fermentation. A greater total SCFA production (p < .05) was
recorded overtime for all ASF-enriched cookies when compared to the control. Therefore, ASF
proved to be an excellent alternative to common non-wheat cereal flours (such as pseudocereals or
legumes) for improving possible health-promoting properties in GF cookie formulation.
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Abstract
The development of protocols for efficient gluten elimination is one of the most critical aspects of
any allergen management strategy in the industry. The suitability of different proteolytic enzymes to
be included in a cleaning formulation that allows the effective elimination of gluten residues was
studied. Alcalase (ALC), neutrase (NEUT) and flavourzyme (FLAV) were selected from in silico
analysis. The presence of 1% (v/v) of linear alkylbenzene sulphonate (LAS), a common anionic
detergent, improved the gluten solubility, which may favour its elimination. Chromatographic

analysis showed that the three enzymes studied were able to hydrolyse gluten in the presence of
LAS. The highest percentage of short peptides (< 5 kDa) was achieved with ALC, what increases the
probability of reducing the gluten antigenicity. Besides, in the presence of ALC and detergent LAS
have detected the lowest levels of gluten with ELISA kits. So, effective amounts of ALC and LAS were
added to a cleaning formulation, where its proteolytic activity was maintained above 90% after
37 days at 4 °C and 25 °C (under dark). Preliminary validation of the effectiveness enzymatic
cleaning formulation to hydrolyse gluten was performed in a ready-to-eat/frozen food company, in
which previous episodes of cross-contamination with gluten have been detected. The gluten
content decreased to values below 0.125 μg/100 cm2 when the cleaning formulation was tested on
different surfaces with different cleaning protocols, demonstrating the high suitability of the
enzymatic cleaning formulation developed.
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Abstract
Dermatitis herpetiformis (DH) is an extra-intestinal manifestation of coeliac disease causing an itchy,
blistering rash. Skin IgA deposits are pathognomonic for DH, and the treatment of choice is a lifelong gluten-free diet (GFD). Preliminary evidence suggests that there are DH patients who redevelop
gluten tolerance after adherence to a GFD treatment. To examine this, we performed a 12-month
gluten challenge with skin and small bowel mucosal biopsies in 19 DH patients who had adhered to
a GFD for a mean of 23 years. Pre-challenge biopsies showed negative skin IgA and transglutaminase
3 deposits in 16 (84%) patients and normal villous height crypt depth ratios in the small bowel
mucosa in all 19 patients. The gluten challenge caused a relapse of the rash in 15 (79%) patients in a
mean of 5.6 months; 13 of these patients had skin IgA and transglutaminase 3 deposits, and 12 had
small bowel villous atrophy. In addition, three patients without rash or skin immune deposits
developed villous atrophy, while one patient persisted without any signs of relapse. In conclusion,
95% of the DH patients were unable to tolerate gluten even after long-term adherence to a GFD.
Therefore, life-long GFD treatment remains justified in all DH patients.
Copyright © 2019 The Authors. Published by Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND & AIMS:
The early steps in the pathophysiology of celiac disease (CD) leading to loss of tolerance to gluten
are poorly described. Our aim was to use RNA sequencing of duodenal biopsies in patients with
active CD, CD in remission, and non-CD controls to gain insight into CD pathophysiology, identify
additional genetic signatures linked to CD, and possibly uncover targets for future therapeutic
agents.

METHODS:
We performed whole transcriptome shotgun sequencing of intestinal biopsies in subjects with
active and remission CD and non-CD controls. We also performed functional pathway analysis of
differentially expressed genes to identify statistically significant pathways that are up or down
regulated in subjects with active CD compared to remission CD.

RESULTS:
We identified the upregulation of novel genes including IL12R, ITGAM and IGSF4 involved in the
immune response machinery and cell adhesion process in the mucosa of subjects with active CD
compared to those in remission. We identified a unique signature of genes, related to innate
immunity, perturbed exclusively in CD irrespective of disease status. Finally, we highlight novel
pathways of interest that may contribute to the early steps of CD pathogenesis and its comorbidities
such as the spliceosome, pathways related to the innate immune response, and pathways related to
autoimmunity.

CONCLUSIONS:

Our study confirmed previous findings based on GWAS and immunological studies pertinent to CD
pathogenesis and describes novel genes and pathways that with further validation may be found to
contribute to the early steps in the pathogenesis of CD, ongoing inflammation, and comorbidities
associated with CD.
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Abstract
Background/Aims:

The existing histological classifications for the interpretation of small intestinal biopsies are based
on qualitative parameters with high intraobserver and interobserver variations. We have developed
and propose a quantitative histological classification system for the assessment of intestinal
mucosal biopsies.

Methods:
We performed a computer-assisted quantitative histological assessment of digital images of
duodenal biopsies from 137 controls and 124 patients with celiac disease (CeD) (derivation cohort).
From the receiver-operating curve analysis, followed by multivariate and logistic regression
analyses, we identified parameters for differentiating control biopsies from those of the patients
with CeD. We repeated the quantitative histological analysis in a validation cohort (105 controls and
120 patients with CeD). On the basis of the results, we propose a quantitative histological
classification system. The new classification was compared with the existing histological
classifications for interobserver and intraobserver agreements by a group of qualified pathologists.

Results:
Among the histological parameters, intraepithelial lymphocyte count of ≥25/100 epithelial cells,
adjusted villous height fold change of ≤0.7, and crypt depth-to-villous height ratio of ≥0.5 showed
good discriminative power between the mucosal biopsies from the patients with CeD and those
from the controls, with 90.3% sensitivity, 93.5% specificity, and 96.2% area under the curve. Among
the existing histological classifications, our quantitative histological classification showed the highest
intraobserver (69.7%-85.03%) and interobserver (24.6%-71.5%) agreements.

Conclusions:
Quantitative assessment increases the reliability of the histological assessment of mucosal biopsies
in patients with CeD. Such a classification system may be used for clinical trials in patients with CeD.
(Intest Res, Published online).
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Abstract
In recent years, the role of atopic dermatitis epidermal skin barrier defects in inducing a
transcutaneous allergic sensitization is highly debated, possibly explaining why some children with
eczema are sensitized to foods they have never eaten. In our specific situation, the association
between coeliac disease and wheat allergy might be particularly harmful owing to unavoidable strict
food avoidance. We describe the case of a young boy affected by coeliac disease who, after an
occasional unexpected ingestion of gluten, experienced a complete anaphylactic reaction
characterized by urticarial, labial angioedema, wheezing, and hypotension. To better investigate the
state of allergic sensitization to wheat in our patient, we then performed the component resolved
diagnosis, which showed Tri a19 2 kU/l and Tri a14 0.3 kU/l. These results demonstrated the
association of IgE-mediated allergy to wheat and coeliac disease. The natural course of specific IgE in
allergic patients who are on a food-free diet needs further investigation, such as the possible
influence that the increasing popularity of gluten-free diets may have on the epidemiology of wheat
allergy in westernized societies. National and International registers of cases of anaphylaxis may
improve the still limited knowledge in this field. The final message of our contribution is that the
decision to eliminate a food should to take into account a patient's awareness of possible
consequences.
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Abstract
Objective Turner Syndrome is associated with several phenotypic conditions associated with a
higher risk of subsequent comorbidity. We aimed to evaluate the prevalence of congenital
malformations and the occurrence of age-related comorbid conditions, and to determine whether
the frequencies of congenital and acquired conditions depend on X-chromosome gene dosage, as a
function of karyotype subgroup. Design and Methods This national retrospective observational
cohort study includes 1501 patients. We evaluated the prevalence of congenital malformations and
the cumulative incidence of subsequent specific comorbidities at five-year intervals, from the ages
of 10 to 30 years, with stratification by karyotype subgroup: 45,X (n = 549), 45,X/46,isoXq (n = 280),
XrX (n = 106), 45,X/46,XX (n =221), presence of Y (n = 87). Results Median age was 9.4 (3.7-13.7)
years at first evaluation, and 16.8 (11.2-21.4) years at last evaluation. Congenital heart (18.9%)
malformations were more frequent in 45,X patients, and congenital renal (17.2%) malformations
were more frequent in 45,X, 45,X/46,isoXq and XrX patients than in those with 45,X/46,XX
mosaicism or a Y chromosome (p < 0.0001). The cumulative incidence of subsequent acquired
conditions, such as thyroid disease, hearing loss, overweight/obesity, dyslipidemia and, to a lesser
extent, celiac disease, glucose intolerance/type 2 diabetes, hypertension and liver dysfunction
increased with age, but less markedly for patients with mosaicism than for those with other
karyotypes. Patients with a ring chromosome were more prone to metabolic disorders. Conclusion
These data suggest that X gene chromosome dosage, particularly for Xp genes, contributes to the
risk of developing comorbidities.
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Abstract
Visceral artery aneurysms are very rare and aneurysms of the celiac trunk are the rarest ones: they
are in most cases asymptomatic and their detection is frequently incidental. In this article we report
the case of a man affected by severe abdominal pain with a huge aneurysm of the celiac trunk, first
successfully treated with coil embolization, but, after 10 months, another endovascular
embolization was required for deployment of the metallic coils previously released, ahead into the
fund of the sac with recanalization of the aneurysm. A second endovascular treatment was
performed with other coils and Amplatzer-Plug. The high risk of rupture makes treatment of such
aneurysms mandatory and surgery is still considered the gold standard therapy of VAA, but, due to
its high morbidity and mortality risks, in the last years, it has been widely replaced by endovascular
embolization. An effective endovascular embolization requires not only the complete filling of the
aneurysmal sac, but also the complete vascular exclusion of its in-flow and out-flow tracts, to reduce
the risk of its anterograde or retrograde reperfusion.
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Abstract
Celiac disease (CD) is an immune-mediated disorder associated with gluten exposure in genetically
predisposed subjects. Areas covered: Infectious disease is one of the causes of morbidity and
mortality in CD patients. Invasive streptococcus pneumoniae (pneumococcus) is a particularly
dangerous morbid condition in both the general population and celiac patients. Pneumococcal
vaccination is the most effective means for its prevention. Expert opinion: In CD, evaluation of
spleen function should be useful to select patients who may benefit from vaccination to reduce the
risk of pneumococcal disease. Different strategies could be employed: physicians could search for
signs of hyposplenism on peripheral blood smear or abdominal ultrasound. However, the best
strategy to identify which patients will benefit from pneumococcal vaccination has not yet been
defined.
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Abstract
This study aimed to translate, culturally adapt, validate, and apply a questionnaire to the Brazilian
non-celiac gluten sensitive (NCGS) population. We also aimed to estimate the prevalence of
symptoms which affect Brazilian NCGS. The Brazilian Portuguese version of the NCGS questionnaire
was developed according to revised international guidelines. Five-hundred-and-fourty-three
participants responded the NCGS questionnaire. We evaluated the reproducibility and validity of the
questionnaire which presents valid measures of reproducibility. This is the first specific self-reported
validated questionnaire for NCGS patients in Brazilian Portuguese, and the first nationwide
characterization of self-reported NCGS in Brazilian adults. Most respondents were female (92.3%),
and the main intestinal symptoms reported were bloating and abdominal pain. The most frequent
extraintestinal symptoms were lack of wellbeing, tiredness, and depression. We expect that the
present study will provide a picture of Brazilian individuals with suspected NCGS, which could help
health professionals and governmental institutions in developing effective strategies to improve the
treatment and diagnosis of Brazilian NCGS.
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Abstract
When first described in 1976, primary bile acid diarrhea (BAD Type 1) was regarded as a very rare
cause of chronic diarrhea. Today, the incidence is estimated as > 1 %. Availability of diagnostic tools
varies widely and, in Germany, there is no generally consented recommendation for their use.
BAD is still widely underdiagnosed.Since the beginning of the '90 s, we have added a therapeutic trial
with cholestyramine to our diagnostic approach of chronic diarrhea. Patients with a positive test
were offered a Selenium-homocholic acid taurine (SeHCAT) test for confirmation of bile-aciddiarrhea (BAD), using a 7-day-retention of 20 % as cut-off value.From April 1991 to March 2017,
after exclusion of other relevant causes for chronic diarrhea like IBD, celiac disease or microscopic
colitis, 70 patients with a positive trial treatment of cholestyramine were identified for evaluation.
Sixty of them had a SeHCAT test. Patients with BAD Type 1 and Type 3 were excluded, except for
cholecystectomy.85 % (35/41) of patients with BAD Type 1 needed continued medical treatment
(median follow-up time 8.3 (1 - 23.6) years). Among them, 68.6 % (24/35) took cholestyramine,
31.4 % (11/35) loperamide or another antidiarrheal treatment. 14.6 % (6/41) of patients reported a
spontaneous remission after median 2.9 (0.7 - 5.7) years.In the group of patients with BAD after
cholecystectomy, 82 % (8/11) still needed treatment after median 7.7 (1 - 24.5) years; 8 having taken
cholestyramine, one patient nothing and two with spontaneous remissions.All (8/8) patients with a
normal SeHCAT test (7-day retention > 20 %) had spontaneous relief after median 3.6 (1.2 - 6.3)
months.Also, 70 % (7/10) of patients who had not been confirmed by the SeHCAT test still needed
treatment after median 4.3 (3.7 - 18.3) years.Based on a trial treatment alone, diagnosis of BAD is
possible but not assured. Due to its ubiquitous availability, it should be used consequently if other
methods are not available. Despite the well-known shortcomings of cholestyramine, a therapeutic
trial should be used more consequently. According to the current literature, using the SeHCAT test
in the first place will give significantly better results and unnecessary follow-up examinations can be
avoided. However, therapeutic consequences might be modest due to the well-known limitations of
cholestyramine. A well-tolerated and licensed alternative to cholestyramine is urgently needed.
© Georg Thieme Verlag KG Stuttgart · New York.
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Abstract
BACKGROUND:
Rotavirus (RV) infection has been proposed to trigger type 1 diabetes mellitus (DM1) and celiac
disease (CD) by molecular mimicry in genetically susceptible children. If so, a live attenuated oral RV
vaccine could also trigger these autoimmune diseases, or else, prevent the effect of wild-type RV
infection.

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

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

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

CONCLUSIONS:
RV vaccination using RotaTeq did not alter the occurrence of DM1 but decreased the prevalence of
CD in childhood and adolescence. We propose that wild-type RV may trigger CD and the triggering
effect can be prevented or reduced by RV vaccination.
PMID: 30986791
Similar articles

45. Drug Dev Ind Pharm. 2019 Apr 15:1-40. doi: 10.1080/03639045.2019.1607868. [Epub ahead of
print]

Design and development of a selfmicroemulsifying drug delivery system of
Olmesartan Medoxomil for enhanced
bioavailability.
Komesli Y1, Ozkaya AB2, Ergur BU3, Kirilmaz L1, Karasulu E1.
Author information:
1. a Department of Pharmaceutical Technology, Faculty of Pharmacy , Ege University , Izmir , Turkey.
2. b Department of Medical Biochemistry, Faculty of Medicine , Izmir University of Economics , Izmir
, Turkey.
3. c Department of Basic Medicine Sciences, Faculty of Medicine , Dokuz Eylul University , Izmir ,
Turkey.

Abstract
Olmesartan Medoxomil (OM) is a hydrophobic antihypertensive drug with low bioavailability (26%)
and is known to have adverse effects such as celiac disease and enteropathy. The purpose of this
study was to develop SMEDDS to increase bioavailability and decrease potential side effects of OM.
Hydrophilic lipophilic balance was calculated by testing solubility of OM in different oils, surfactants
and cosurfactants to obtain the most suitable combination of SMEDDS. Pseudoternary phase
diagram was used to select the better oil/water formulation of SMEDDS. After a test for 3-month
stability, dissolution tests and Parallel Artificial Membrane Permeability Assay (PAMPA) were
conducted to investigate drug solubility and permeability. Biodistribution of fluorescent marked

SMEDDS was observed by using In Vivo Imaging System. The pharmacodynamics of the drug were
determined by measuring blood pressure from tails of rats. At the end of the experiment, intestines
were examined for adverse effects of OM. Compared with tablet formulation according to the
dissolution study, SMEDDS formulation showed 1.67 times improvement in solubility of OM. PAMPA
studies suggested a much faster permeability rate for OM SMEDDS compared to the suspension
form. Labelled SMEDDS gave 3.96 times stronger fluorescent emission than control dye
administered mice in in vivo imaging system (IVIS®) studies, indicating an increased bioavailability.
Treating effect of SMEDDS was 3.1 times more efficient compared to suspension in hypertensive
rats. It caused neither celiac-like enteropathy nor diarrhea, during 21-day non-invasive blood
pressure system (NIBP) assay. Our results suggest that SMEEDS formulation improves dissolution
and oral bioavailability of OM while reducing its adverse effects.
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Abstract
AIM:

The primary aim of the current study was to determine if it is cost effective to use HLA typing as a
first line screening test for celiac disease (CD) in children with type 1 diabetes (T1D), as
recommended by the European Society of Paediatric Gastroenterology Hepatology and Nutrition
(ESPGHAN). The second aim was to investigate whether anti-tissue transglutaminase IgA (anti-tTGA)
antibodies can be used to diagnose CD without the need for a confirmatory duodenal biopsy in T1D.

METHODS:
Data for all T1D patients aged < 18 years, who attended the diabetes clinics in Western Australia up
to June 2017, were extracted from the Western Australian Children's Diabetes Database (WACDD)
and analyzed for their demographic data and CD permissive HLA alleles (DQ2, DQ8 and DQ7). For
T1D patients already diagnosed with CD, the mode of diagnosis of CD, anti-tTGA titers and CD
permissive HLA alleles were analyzed.

RESULTS:
Of the 936 eligible T1D patients identified, HLA-DQ typing was available for 551 (59%). Of these 551
patients, 504 (91.2 %) were positive for celiac permissive HLA alleles. Eight percent (n=75) of the
T1D patients had a co-diagnosis of CD. High anti-tTGA titers were observed in those who were
diagnosed with a positive duodenal biopsy.

CONCLUSION:
HLA-DQ typing is not cost effective as a first line screening test for CD in T1D patients due to overrepresentation of CD permissive HLA alleles in this group. Anti-tTGA titers may be useful in
diagnosing CD in T1D without duodenal biopsy, as high levels were found to be strongly predictive
of CD. This article is protected by copyright. All rights reserved.
This article is protected by copyright. All rights reserved.
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Abstract
Celiac disease is an enteropathy induced by ingestion of gluten triggering an immune response in
genetically predisposed individuals. MiRNAs are small non-coding RNAs that have a role as
regulators of gene expression at the post transcriptional level. The aim of this study is to evaluate
the possibility of using circulating miRNAs as non-invasive biomarkers in pediatric patients with
celiac disease. In addition, we examine the effect of a gluten-free diet on the expression of these
miRNAs in serum of CD patients. The expression pattern of miR-21 and miR-31 was estimated in
serum of 25 untreated CD patients (recently diagnosed), 25 treated CD patients (on gluten-free diet)
and 20 healthy controls using qRT-PCR. Our results demonstrated the significant up-regulation of
microRNA-21 in the untreated celiac patients in comparison with the treated group and healthy
controls. Moreover, miR-31 expression was significantly under-expressed in the untreated celiac
patients in comparison with the treated group and healthy controls. Furthermore, the results
showed that miR-21 expression level was significantly positively correlated with the tTG IgA autoantibodies. In conclusion, circulating miRNA-21 and miRNA-31 could serve as potential non-invasive
biomarkers for pediatric CD patients.
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Abstract
In celiac disease (CD), an intolerance to dietary gluten/gliadin, antigenic gliadin peptides trigger an
HLA-DQ2/DQ8-restricted adaptive Th1 immune response. Epithelial stress, induced by other nonantigenic gliadin peptides, is required for gliadin to become fully immunogenic. We found that
cystic-fibrosis-transmembrane-conductance-regulator (CFTR) acts as membrane receptor for gliadinderived peptide P31-43, as it binds to CFTR and impairs its channel function. P31-43-induced CFTR
malfunction generates epithelial stress and intestinal inflammation. Maintaining CFTR in an active
open conformation by the CFTR potentiators VX-770 (Ivacaftor) or Vrx-532, prevents P31-43 binding
to CFTR and controls gliadin-induced manifestations. Here, we evaluated the possibility that the
over-the-counter nutraceutical genistein, known to potentiate CFTR function, would allow to control
gliadin-induced alterations. We demonstrated that pre-treatment with genistein prevented P31-43induced CFTR malfunction and an epithelial stress response in Caco-2 cells. These effects were
abrogated when the CFTR gene was knocked out by CRISP/Cas9 technology, indicating that genistein
protects intestinal epithelial cells by potentiating CFTR function. Notably, genistein protected
gliadin-sensitive mice from intestinal CFTR malfunction and gliadin-induced inflammation as it
prevented gliadin-induced IFN-γ production by celiac peripheral-blood-mononuclear-cells (PBMC)
cultured ex-vivo in the presence of P31-43-challenged Caco-2 cells. Our results indicate that natural
compounds capable to increase CFTR channel gating might be used for the treatment of CD.
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Abstract
BACKGROUND & AIMS:
Guidelines advise measurement of bone mineral density (BMD) in patients with a diagnosis of celiac
disease. The lumbar spine (LS) and hip sites are usually measured. Although skeletal sites rich in
trabecular bone are believed to be vulnerable to osteoporosis in patients with celiac disease, most
studies have not measured the cortical distal 1/3-radius.

METHODS:
We collected data from 721 patients (mean age, 43.6 years; 68.4% female) with celiac disease who
underwent 3-site dual energy x-ray absorptiometry (DXA, at a median 1.22 years after diagnosis).
We assessed skeletal site- and sex-specific osteoporosis prevalence and the incremental utility of
1/3-radius measurement by DXA.

RESULTS:
Mean T- and Z-scores were normal in patients, but 43.3% had osteopenia and 19.6% had
osteoporosis. Osteoporosis was found in 12.1% of patients at the LS, 5.3% of patients at the total
hip, 7.6% of patients at the femoral neck, and 11.5% of patients at the 1/3-radius. A greater degree
of villous atrophy at diagnosis was associated with male sex and lower T-scores at the 1/3-radius
(P=.03), but not other skeletal sites. Isolated forearm osteoporosis was detected in 4.9% of patients.

A higher proportion of patients with isolated forearm osteoporosis were male and had a greater
weight and body mass index (all P<.01, compared to patients with osteoporosis only at other sites).
Z-scores were lower at the LS and 1/3-radius and osteoporosis was more common in men than
women. In men, the 1/3-radius was the most frequent site for osteoporosis. Among patients 50
years or older, isolated forearm osteoporosis was present in 10.7%.

CONCLUSIONS:
Based on DXA analysis of patients with celiac disease, the prevalence of osteoporosis appears to be
underestimated-particularly in men and when BMD at the 1/3-radius is not measured. Degree of
villous atrophy is associated with BMD at the 1/3-radius and nearly 5% of patients have
osteoporosis limited to that site. Recommendations for osteoporosis screening in patients with
celiac disease should include measurement of the distal 1/3-radius in addition to the hip and LS.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND & AIMS:
Potential celiac disease is characterized by positive results from serologic tests for tissue
transglutaminase antibodies (anti-TG2) but normal duodenal architecture (Marsh stages 0-1). There
is controversy over the best way to manage these patients. We investigated risk factors associated
with the development of villous atrophy in children with potential celiac disease.

METHODS:
We performed a prospective study of 280 children (ages 2-18 years) in Italy with suspected celiac
disease, followed for up to 12 years (range, 18-150 months; median 60 months). The subjects had 2
consecutive positive results from tests for anti-TG2, tested positive for the endomysial antibody
(anti-EMA), had total serum levels of IgA in the normal range, normal duodenal architecture (Marsh
stages 0-1) in 5 biopsies, and HLA DQ2- or DQ8-positive haplotypes. The children underwent
serologic tests and clinical analyses every 6 months and a small bowel biopsy was taken every 2
years. Two hundred ten patients of the original cohort were assessed at the 9-year follow-up
evaluation. We performed multivariate analyses of clinical, genetic, and histologic data to identify
factors associated with progression to villous atrophy.

RESULTS:
During the follow-up period, 42 of 280 children (15%) developed villous atrophy whereas 89 children
(32%) no longer tested positive for anti-TG2 or anti-EMA. The cumulative incidence of progression

to villous atrophy was 43% at 12 years. In multivariate analysis, the baseline factors most strongly
associated with development of villous atrophy were numbers of γδ intraepithelial lymphocyte cells
followed by age and homozygosity for the HLA DQB1*02. In discriminant analysis, these baseline
factors identified 80% of the children who developed baseline atrophy.

CONCLUSIONS:
In a long-term study of 280 children with suspected celiac disease (based on anti-TG2 and anti-EMA)
on gluten-containing diets, the cumulative incidence of progression to villous atrophy was 43% over
a 12-year period. We identified factors that can be used to identify children at highest risk for villous
atrophy. This approach might be used to determine whether children with suspected celiac disease
should immediately start a gluten-free diet or be monitored on their regular diet.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
PROBLEM:
Celiac disease (CD) is an autoimmune intestinal inflammatory disease triggered by gluten in the diet.
Untreated CD has been associated with pregnancy loss and infertility. The purpose of this study was

to screen unselected women with recurrent pregnancy loss (RPL) for markers of CD to determine
whether a correlation exists between RPL and CD serum markers.

METHOD OF STUDY:
Frequencies of three serum markers of CD [tissue transglutaminase (TTG) IgA, endomysial (EMA)
IgA, and deaminated gliadin peptide (DGP) IgA] were determined by enzyme-linked immunoassay
(ELISA). Seven hundred and eight women who had two or more failed clinical pregnancies (cases)
and one hundred women with at least one live birth and no miscarriages (controls) were included in
this study. All cases had a full workup for RPL based on the American Society for Reproductive
Medicine 2013 guidelines. Antiphospholipid antibodies (aPL) were correlated with CD markers
based on their potential prothrombotic role. Results The results show no significant difference in the
prevalence of CD autoantibodies when comparing the RPL patients with the controls. Over half of
the patients who tested positive for serum markers for CD also had positive aPL. Conclusion
Screening unselected women with RPL who are asymptomatic for CD is not supported based on
these data. Women who test positive for CD may be candidates for aPL testing based on the
association of adverse pregnancy outcomes.
© 2019 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd.
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Abstract
A 22-year-old woman presented to her local district hospital with left-sided abdominal pain. She
denied any urinary or gastrointestinal symptoms. She had a CT scan of her abdomen which showed
a probable 8×5×8 cm left-sided adrenal mass. Functional tests for hormone excess were negative.
She was referred to a tertiary referral centre and given the size of the adrenal mass; she consented
for laparoscopic left adrenalectomy. During the operation, the mass was grossly adherent to the
celiac axis, left renal pedicle and DJ flexure. A small nodule posterior to the renal vein was also
identified. The operation was completed laparoscopically and she made an uneventful recovery. The

specimen was reported as a poorly differentiated neuroblastoma. She had a postoperative MIBG
scan which was negative for residual or metastatic disease. She was commenced on platinum-based
chemotherapy with a plan for further radiological follow-up.
© BMJ Publishing Group Limited 2019. No commercial re-use. See rights and permissions. Published
by BMJ.
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Abstract
In the Supplementary Tables 2, 4 and 6 originally published with this Article, the authors mistakenly
included sample identifiers in the form of UMCGs rather than UMCG IBDs in the validation cohort;
this has now been amended.
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Abstract
Background/Aim:
Delay in the diagnosis of inflammatory bowel disease (IBD) is associated with complications. Our aim
was to describe the pattern and risk factors associated with delay in the diagnosis of IBD in Saudi
children.

Patients and Methods:
This was a multicenter study with a retrospective/prospective design. Data on diagnostic delay in
children with Crohn's disease (CD) and ulcerative colitis (UC) were retrieved from physician's notes.
Multivariate regression analysis was used to assess the risk factors associated with long delay in
diagnosis.

Results:
There were 240 and 183 Saudi children with CD and UC, respectively. The median delays in diagnosis
were 8 and 5 months in CD and UC, respectively, significantly longer in children with CD than UC (P <
0.001). Long diagnostic delays (>75th percentile) were 24 and 8.8 months for CD and UC,
respectively. Ileal location was a significant risk factor in CD and the age of onset above 10 years was
protective in UC.

Conclusions:
Long diagnostic delay in IBD was mainly due to the longer delay in gastroenterologist consultation.
Review of the referral system is needed to focus on measures to reduce long delays in diagnosis.
The ileal location as a risk factor in CD and age older than 10 years as protective in UC should help
recognition and early referral.
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Abstract
The aim of this study was to develop gluten-free bread formulations based on small broken
riceberry flour, by using different ratios of rice flour and xanthan gum. Small broken riceberry and
rice flour could be classified as low in amylose content (15.70 g and 20.50 g/100 g dry matter for
small broken riceberry and rice flour, respectively). Additionally, small broken riceberry flour
contained a total phenolic and total anthocyanin content approximately 500 times higher than that
of rice flour. The addition of increased amounts of small broken riceberry flour and xanthan gum
resulted in darker coloured gluten-free bread. However, there was no significant difference
regarding moisture and specific volume. The increase of small broken riceberry flour and xanthan
gum also led to a significant increase in the firmness of bread crumbs. The sensory evaluation
showed differences in flavour, texture and overall liking, since adding small broken riceberry flour
tended to make gluten-free bread more favourable. Bread containing rice flour and small broken
riceberry flour in the ratio of 30:70 and 1.0% xanthan gum was selected on the basis of the sensory
quality. Moreover, such bread also contained high levels of total phenolic and anthocyanin content.
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Abstract
Coeliac disease is an increasingly recognised pathology, induced by the ingestion of gluten in
genetically predisposed patients. Undigested gliadin peptide can induce adaptive and innate
immune response that unleash the typical intestinal mucosal alterations. A growing attention is paid
to alternative therapeutic approaches to the gluten-free diet: one of these approaches is the use of
probiotics and/or postbiotics. We performed lactic fermentation of rice flour with and without pH
control, using Lactobacillus paracasei CBA L74 as fermenting strain. We evaluated bacterial growth,
lactic acid production during fermentation and gliadin peptide P31-43 entrance in CaCo-2 cells with
and without pH control. When pH control was applied no differences were observed in terms of
bacterial growth; on the contrary, lactic acid production was greater, as expected. Both samples
could inhibit the P31-43 entrance in CaCo-2 cells but the effect was significantly greater for samples
obtained when the pH control was applied.
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Abstract
BACKGROUND:
We examined the association between the maternal genotype for celiac disease-associated variants
and risk of neural tube defects (NTDs).

METHODS:
We conducted a case-control study, using data from the National Birth Defects Prevention Study.
We evaluated 667 cases (women with an offspring with NTD) and 743 controls (women with an
offspring without a birth defect). We classified women as having low, intermediate, or high risk of
celiac disease based on human leukocyte antigen (HLA) variants. We used logistic regression to
assess the relationship between HLA celiac risk group (low, intermediate, high) and risk of NTDs.
Fifteen non-HLA variants (identified from genome-wide association studies of celiac disease) were
individually evaluated and modeled additively.

RESULTS:
There was no association between HLA celiac risk group and NTDs (intermediate vs. low risk: aOR,
1.0; 95% CI, 0.8-1.3; high vs. low risk: aOR, 0.8; 95% CI, 0.5-1.3). Of the fifteen non-HLA variants, we
observed five significant associations after accounting for multiple comparisons. Three negative
associations were observed with rs10903122, rs13314993, rs13151961 (aOR range: 0.69-0.81), and
two positive associations were observed with rs13003464 and rs11221332 (aOR range: 1.27-1.73).

CONCLUSION:
If confirmed, our results suggest that the maternal variants related to celiac disease may be involved
in the risk of NTDs.
© 2019 The Authors. Molecular Genetics & Genomic Medicine published by Wiley Periodicals, Inc.
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Abstract
Gluten triggers celiac disease (CD) and type I diabetes in genetically predisposed population of
human leukocyte antigen DQ2/DQ8+ and associates with disorders such as schizophrenia and
autism. Application of a strict gluten-free diet is the only well-established treatment for patients
with CD, whereas the treatment for patients with celiac type I diabetes may be depend on the
timing and frequency of the diet. The application of a gluten-free diet in patients with CD may
contribute to the development of metabolic syndrome and nonalcoholic fatty liver disease and may
also lead to a high glycemic index, low fiber diet and micronutrient deficiencies. The alteration of
copper bioavailability (either deficient or excess or aberrant coordination) may contribute to the
onset and progress of related pathologies. Therefore, nutrient intake for patients on a gluten-free
diet should be the focus of future research work. Other gluten-based therapies have been rising
with more interest such as enzymatic pretreatment of gluten, oral enzyme supplements to digest
dietary gluten and gluten removal by breeding wheat varieties with reduced or deleted gluten toxic,
the development of polymeric binders to prevent gluten induced pathology.
Copyright© Bentham Science Publishers; For any queries, please email at
epub@benthamscience.net.
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Abstract
BACKGROUND AND OBJECTIVES:
The association between gut dysbiosis, high intestinal permeability, and endotoxemia-mediated
inflammation is well established in CKD. However, changes in the circulating microbiome in patients
with CKD have not been studied. In this pilot study, we compare the blood microbiome profile
between patients with CKD and healthy controls using 16S ribosomal DNA sequencing.

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

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

CONCLUSIONS:
Our pilot study demonstrates qualitative differences in the circulating microbiome profile with lower
α diversity and significant taxonomic variations in the blood microbiome in patients with CKD
compared with healthy controls.
Copyright © 2019 by the American Society of Nephrology.
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Abstract
The concentration of volatile organic compounds (VOCs) can inform about the metabolic condition
of the body. In the small intestine of untreated persons with celiac disease (CD), chronic
inflammation can occur, leading to nutritional deficiencies, and consequently to functional
impairments of the whole body. Metabolomic studies showed differences in the profile of VOCs in
biological fluids of patients with CD in comparison to healthy persons; however, there is scarce
quantitative and nutritional intervention information. The aim of this study was to evaluate the
effect of the supplementation of a gluten-free diet (GFD) with prebiotic oligofructose-enriched
inulin (Synergy 1) on the concentration of VOCs in the urine of children and adolescents with CD.
Twenty-three participants were randomized to the group receiving Synergy 1 (10 g per day) or
placebo for 12 weeks. Urinary VOCs were analyzed using solid-phase microextraction and gas
chromatography⁻mass spectrometry. Sixteen compounds were identified and quantified in urine
samples. The supplementation of GFD with Synergy 1 resulted in an average concentration drop

(36%) of benzaldehyde in urine samples. In summary, Synergy 1, applied as a supplement of GFD for
12 weeks had a moderate impact on the VOC concentrations in the urine of children with CD.
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Abstract
BACKGROUND:
Celiac disease, a common immune-based disease triggered by gluten, has diverse clinical
manifestations, and the relative distribution of symptoms leading to diagnosis has not been well
characterized in the population.

OBJECTIVE:
This study aimed to use search engine data to identify a set of symptoms and conditions that would
identify individuals at elevated likelihood of a subsequent celiac disease diagnosis. We also
measured the relative prominence of these search terms before versus after a search related to
celiac disease.

METHODS:
We extracted English-language queries submitted to the Bing search engine in the United States and
identified those who submitted a new celiac-related query during a 1-month period, without any
celiac-related queries in the preceding 9 months. We compared the ratio between the number of
times that each symptom or condition was asked in the 14 days preceding the first celiac-related
query of each person and the number of searches for that same symptom or condition in the 14
days after the celiac-related query.

RESULTS:
We identified 90,142 users who made a celiac-related query, of whom 6528 (7%) exhibited
sustained interest, defined as making a query on more than 1 day. Though a variety of symptoms
and associated conditions were also queried before a celiac-related query, the maximum area under
the receiver operating characteristic curve was 0.53. The symptom most likely to be queried more
before than after a celiac-related query was diarrhea (query ratio [QR] 1.28). Extraintestinal
symptoms queried before a celiac disease query included headache (QR 1.26), anxiety (QR 1.10),
depression (QR 1.03), and attention-deficit hyperactivity disorder (QR 1.64).

CONCLUSIONS:
We found an increase in antecedent searches for symptoms known to be associated with celiac
disease, a rise in searches for depression and anxiety, and an increase in symptoms that are
associated with celiac disease but may not be reported to health care providers. The protean clinical

manifestations of celiac disease are reflected in the diffuse nature of antecedent internet queries of
those interested in celiac disease, underscoring the challenge of effective case-finding strategies.
©Benjamin Lebwohl, Elad Yom-Tov. Originally published in the Journal of Medical Internet Research
(http://www.jmir.org), 08.04.2019.
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Abstract

Effects of adlay starch on the rheological and conformational changes in wheat gluten gel were
investigated in this study. Rheological measurement showed that adlay starch-gluten composite gels
exhibited higher storage modulus G' and loss modulus G″ compared with pure gluten gels. This
result was also confirmed through morphological analysis. As the addition of adlay starch increased
from 0% to 40%, the surface hydrophobicity of gluten protein gel decreased from 16,660 to 11,931
and the free thiol content increased from 3.11 to 4.30 µmol/g. In addition, the β-sheet structure in
the gluten protein gel increased at the expense of the α-helical structure with increasing adlay
starch fraction. This study revealed that besides acting as an inert filler, adlay starch could
participate in hydrogen bonding and induce the enhancement of hydrophobic interaction to modify
gluten protein association, altering the rheological and structural properties of gluten protein gels.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
BACKGROUND:
Plant protein-based products such as meat analogues have been receiving attention over the years.
However, comparisons of product properties and mechanism between low and high moisture meat
analogues have not been reported. In this study, the effects of extrusion types (low and high
moisture extrusion cooking), wheat gluten addition (without and with), and screw speed (150 and
200 rpm) on physicochemical properties of meat analogues were demonstrated. The mechanism of
protein texturization of low and high moisture meat analogues was evaluated.

RESULTS:
Extrusion types and wheat gluten addition had major influence on physicochemical characteristics
which were critical to control fibration texture of the final product, while screw speed had minor
impact on springiness only (p<0.001). All high-moisture meat analogues (HMMAs) showed higher
integrity index and more stability of springiness and cutting strength than low-moisture meat
analogues (LMMAs) at the same formula and screw speed, while nitrogen solubility index of HMMAs
was lower. Based on all the determined physicochemical properties thus the more cross-linking
formations of HMMAs was proposed in the cooling die section.

CONCLUSION:
Our findings show that the utilization of high moisture extrusion cooking and the incorporation of
400 g kg-1 wheat gluten content in formula could impart fibrous and compact structure to
extrudates like real muscle meat with greater integrity index and texture stability. This article is
protected by copyright. All rights reserved.
This article is protected by copyright. All rights reserved.
PMID: 30950073
Similar articles

68. Clin Liver Dis. 2019 May;23(2):167-176. doi: 10.1016/j.cld.2018.12.001. Epub 2019 Mar 1.

The Liver and Celiac Disease.
Rubio-Tapia A1, Murray JA2.
Author information:
1. Division of Gastroenterology and Hepatology, Department of Medicine, Mayo Clinic College of
Medicine, 200 First Street Southwest, Rochester, MN 55905, USA.
2. Division of Gastroenterology and Hepatology, Department of Medicine, Mayo Clinic College of
Medicine, 200 First Street Southwest, Rochester, MN 55905, USA. Electronic address:
murray.joseph@mayo.edu.

Abstract
Celiac disease is a multisystem disorder. Celiac hepatitis characterized by gluten-responsive mild
elevation of transaminases is the more common liver manifestation of celiac disease. Celiac disease
may also be associated or coexist with other chronic liver disorders. Shared genetic risk and
increased intestinal permeability have been suggested to be the most relevant events in the
pathogenesis of liver injury in celiac disease. The aim of this article is to review the full spectrum of
liver disorders in patients with celiac disease.
Copyright © 2018 Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND:
Durum wheat is considered not suitable for making many food products that bread wheat can. This
limitation is largely due to: (i) lack of grain-hardness controlling genes (Puroindoline a and b) and
consequently extremely-hard kernel; (ii) lack of high- and low-molecular-weight glutenin subunit loci
(Glu-D1 and Glu-D3) that contribute to gluten strength. To improve food processing quality of
durum wheat, we stacked transgenic Pina and HMW-glutenin subunit 1Ax1 in durum wheat and
developed lines with medium-hard kernel texture.

RESULTS:
Here, we demonstrated that co-expression of Pina + 1Ax1 in durum wheat did not affect the milling
performance that was enhanced by Pina expression. While stacking of Pina + 1Ax1 led to increased
flour yield, finer flour particles and decreased starch damage compared to the control lines.
Interestingly, Pina and 1Ax1 co-expression showed synergistic effects on the pasting attribute peak
viscosity. Moreover, Pina and 1Ax1 co-expression suggests that PINA impacts gluten aggregation via
interaction with gluten protein matrix.

CONCLUSIONS:
The results herein may fill the gap of grain hardness between extremely-hard durum wheat and the
soft kernel durum wheat, the latter of which has been developed recently. Our results may also
serve as a proof of concept that stacking Puroindolines and other genes contributing to wheat enduse quality from the A and/or D genomes could improve the above-mentioned bottleneck traits of
durum wheat and help to expand its culinary uses.
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Abstract
AIM:
Segmental arterial mediolysis (SAM) is a rare non-atherosclerotic, non-inflammatory, noninfectious arteriopathy in middle-aged patients that tends to affect medium-sized splanchnic
arteries typically leading to dissecting aneurysms which in case of rupture have a high mortality.
Treatment options include watchful waiting and endovascular or surgical intervention. There are no
official treatment guidelines and to the best of our knowledge, there has not been any report of
extensive exclusion of multiple splanchnic vessel regions in affected patients to date.

MATERIALS AND METHODS:
We retrospectively examined the outcome of extensive splanchnic embolization in four patients
suffering from SAM between 2011 and 2016 with follow-up periods of up to 7 years.

RESULTS:
One patient presented with abdominal pain due to rupture of aneurysms of the
pancreaticoduodenal arcade, one with abdominal pain due to dissection, and two were clinically
asymptomatic but displayed rapidly progressing disease over the course of 12 months. All patients
were treated with complete exclusion of the diseased vessel segments by coiling all branches to and

from the diseased segment. In three cases the main hepatic artery was excluded completely. In one
case, the complete vascular bed of the celiac axis was excluded by coiling the distal vessel branches
and placing a stent graft over the orifice of the celiac trunk. During a follow-up period of a minimum
of 2 and a maximum of 7 years after intervention, there were no immediate or long-term
complications except for a temporary arterio-portal fistula. Interestingly, no new diseased areas of
SAM were detected afterwards.

CONCLUSION:
Extensive endovascular exclusion of the entire diseased arterial segment with coils seems to be a
safe and effective treatment option in patients with SAM presenting with ruptured or rapidly
growing aneurysms. Provided that patients have normal liver function and proper portal venous
flow, risk of hepatobiliary complications seems to be low even after extensive embolization.

KEY POINTS:
· An asymptomatic SAM can be followed up.. · In case of disease progression or suspicion of
aneurysm rupture, an endovascular approach is indicated where the whole pathological vessel bed
should be excluded with coils.. · It seems that exclusion of even extensive vessel areas is tolerated..
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Abstract
BACKGROUND/AIMS:
Celiac disease is an autoimmune, familial disease that results in susceptibility to gluten in cereal and
cereal products in genetically susceptible individuals. The aim of the present study was to
investigate the presence of HLA-DQ2/DQ8 in patients with celiac disease, their first-degree relatives,
and healthy community.

MATERIALS AND METHODS:
HLA-DQ2/DQ8 analysis was performed in adult patients with celiac disease >18 years old (94
patients), their first-degree relatives (89 people), and healthy group (102 individuals). Anemia,
osteoporosis, and diarrhea were interrogated in the celiac patient group and also anti-tissue
transglutaminase, anti-endomysium, and anti-gliadin antibodies were recorded.

RESULTS:
There was a significant relationship between HLA-DQ2/DQ8 presence in all groups, and the
distribution of HLA-DQ2/DQ8 in all groups was different (p=0.000). No statistically significant
correlation was found between the HLA tissue groups and diarrhea (p=0.087), osteoporosis
(p=0.215), anemia (p=1.000), tissue transglutaminase antibodies (p=0.295), anti-gliadin antibodies
(p=0.104), and anti-endomysium antibodies (p=0.243) in the celiac patient group.

CONCLUSION:
HLA-DQ2/DQ8 can be used to diagnose celiac disease particularly when the tests are useless and to
screen first-degree relatives.
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Abstract

Oxaliplatin (OXP) can change tumor microenvironment from immune-suppressive toward the
immune-favorable condition. Almost all of the antitumor agents cannot totally cure cancer as
monotherapy. So the current focus of cancer research became combining therapy using different
treatment regimen, especially chemotherapy with checkpoint blockers. In this study, we assessed
the activity of combining regimen using anti-PD-L1 with OXP in CT26 tumor-bearing BALB/c mice.
We further analyzed the immune cell phenotypes in tumor site, lymph nodes, and spleen by flow
cytometry analysis. Our study showed that combination therapy with OXP and anti-PD-L1
significantly increased survival in vivo and inhibited tumor growth of tumor-bearing mice.
Inconsistent with better antitumor activity, our combination therapy led to an increase in tumorinfiltrating activated CD8+ T cells. In draining lymph nodes and spleen, regulatory T cells decreased
significantly. Mice receiving either anti-PD-L1 or OXP alone had a larger tumor and lower survival
rate in comparison with combination therapy receiving group. The time and order of administration
of each component of the combination therapy affected antitumor response.
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Abstract
Background: Celiac disease, a complex, long-term autoimmune disorder and gluten intolerance, is
estimated to affect from 1 to 5% of the world's population. Objective: As a consequence, to protect
gluten-sensitive consumers, the development of reliable analytical methods allowing the detection
of gluten in various food products is needed. Methods: Currently, ELISA is probably the most
widespread used methodology. The method based on the R5 antibody has received type I status in
Codex Alimentarius. However, the ELISA method suffers from some limitations, especially
concerning quantification of nonwheat gluten. As a consequence, the development of another

complementary methodology such as LC-tandem MS (MS/MS) is considered to be essential.
Furthermore, this method could also be used for the simultaneous detection of gluten with other
allergens, which will constitute a great additional benefit for producers of "free-from" food products
and/or having a management policy integrated for several allergies and/or intolerances. Results: A
multi-allergen and grain-specific ultra-HPLC coupled to MS/MS method allowing the identification
and the discrimination of gluten from seven cereals, simultaneously with the detection and
identification of 10 allergens in only one analysis, is thus described here. Conclusions: This method
can be used for the analysis of a broad range of foodstuff matrices containing wheat and/or its
derivatives, including cereals, flours, heat-treated and foodstuffs, but also more complex samples
having undergone fermentation processes (such as beers).
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Abstract
Buckwheat is a generous source of phenolic compounds, vitamins and essential amino acids. This
paper discusses the procedure of obtaining innovative gluten-free, precooked pastas from roasted
buckwheat grains flour, a fertile source of natural antioxidants, among them, phenolic acids. The
authors also determined the effect of the extruder screw speed and the level of moisture content in
the raw material on the quantity of free phenolic acids. The qualitative and quantitative analysis of

phenolic acids in pasta was carried out using high-performance liquid chromatography electrospray
ionization tandem mass spectrometry (HPLC-ESI-MS/MS). The chromatographic method was
validated. For extracts with the highest total content of free phenolic acids and unprocessed flour
from roasted buckwheat grain, the TLC-DPPH test was also performed to determine the antioxidant
properties of the tested pasta. The level of moisture in the raw material had an impact on the
content of phenolic acids. All pastas made from buckwheat flour moistened up to 32% exhibited a
higher total content of free phenolic acids than other mixes moistened to 30 and 34% of water.
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Abstract
BACKGROUND:
It has been suggested that peptides from gluten and casein may have a role in the origins of autism
and that the physiology and psychology of autism might be explained by excessive opioid activity
linked to these peptides. Research has reported abnormal levels of peptides in the urine and
cerebrospinal fluid of people with autism.

OBJECTIVES:
To determine the efficacy of gluten and/or casein free diets as an intervention to improve
behaviour, cognitive and social functioning in individuals with autism.

SEARCH METHODS:

The following electronic databases were searched: CENTRAL(The Cochrane Library Issue 2, 2007),
MEDLINE (1966 to April 2007), PsycINFO (1971 to April 2007), EMBASE (1974 to April 2007), CINAHL
(1982 to April 2007), ERIC (1965 to 2007), LILACS (1982 to April 2007), and the National Research
register 2007 (Issue1). Review bibliographies were also examined to identify potential trials.

SELECTION CRITERIA:
All randomised controlled trials (RCT) involving programmes which eliminated gluten, casein or both
gluten and casein from the diets of individuals diagnosed with an autistic spectrum disorder.

DATA COLLECTION AND ANALYSIS:
Abstracts of studies identified in searches of electronic databases were assessed to determine
inclusion by two independent authors The included trials did not share common outcome measures
and therefore no meta-analysis was possible. Data are presented in narrative form.

MAIN RESULTS:
Two small RCTs were identified (n = 35). No meta-analysis was possible. There were only three
significant treatment effects in favour of the diet intervention: overall autistic traits, mean
difference (MD) = -5.60 (95% CI -9.02 to -2.18), z = 3.21, p=0.001 (Knivsberg 2002) ; social isolation,
MD = -3.20 (95% CI -5.20 to 1.20), z = 3.14, p = 0.002) and overall ability to communicate and
interact, MD = 1.70 (95% CI 0.50 to 2.90), z = 2.77, p = 0.006) (Knivsberg 2003). In addition three
outcomes showed no significant difference between the treatment and control group and we were
unable to calculate mean differences for ten outcomes because the data were skewed. No
outcomes were reported for disbenefits including harms.

AUTHORS' CONCLUSIONS:
Research has shown of high rates of use of complementary and alternative therapies (CAM) for
children with autism including gluten and/or casein exclusion diets. Current evidence for efficacy of
these diets is poor. Large scale, good quality randomised controlled trials are needed.
PMCID: PMC6445047 [Available on 2020-04-02]
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Abstract
We have reported that the major histocompatibility molecule HLA-DQ2 (DQA1*05:01/DQB1*02:01)
(DQ2) is relatively resistant to HLA-DM (DM), a peptide exchange catalyst for MHC class II. In this
study, we analyzed the role of DQ2/DM interaction in the generation of DQ2-restricted gliadin
epitopes, relevant to celiac disease, or DQ2-restricted viral epitopes, relevant to host defense. We
used paired human APC, differing in DM expression (DMnull versus DMhigh) or differing by expression
of wild-type DQ2, versus a DM-susceptible, DQ2 point mutant DQ2α+53G. The APC pairs were
compared for their ability to stimulate human CD4+ T cell clones. Despite higher DQ2 levels, DMhigh
APC attenuated T cell responses compared with DMnull APC after intracellular generation of four
tested gliadin epitopes. DMhigh APC expressing the DQ2α+53G mutant further suppressed these
gliadin-mediated responses. The gliadin epitopes were found to have moderate affinity for DQ2, and
even lower affinity for the DQ2 mutant, consistent with DM suppression of their presentation. In
contrast, DMhigh APC significantly promoted the presentation of DQ2-restricted epitopes derived
intracellularly from inactivated HSV type 2, influenza hemagglutinin, and human papillomavirus E7
protein. When extracellular peptide epitopes were used as Ag, the DQ2 surface levels and peptide
affinity were the major regulators of T cell responses. The differential effect of DM on stimulation of
the two groups of T cell clones implies differences in DQ2 presentation pathways associated with
nonpathogen- and pathogen-derived Ags in vivo.
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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
Inflammation of intestinal tissue in patients affected by celiac disease (CD) originates from the
adaptive and innate immune responses elicited by the undigested gliadin fragments through
molecular mechanisms not yet completely described. Undigested A-gliadin peptide P31-43 is central
to CD pathogenesis, entering enterocytes in vesicular compartments by endocytosis and inducing an
innate immune response in CD intestinal mucosa. This study focused on the reasons why P31-43
does not behave as adaptive immunogenic agent. Once obtained by NMR analysis, the threedimensional model of P31-43 was used to implement a series of in silico experiments aimed to
explore the ability of the peptide to interact with HLA-DQ2 and the corresponding receptor onto T
cells. Our results show that P31-43 is a poor ligand for DQ2 and/or T-cell receptor. This study was
also aimed to investigate, from a structural point of view, the previous experimental findings by
which P31-43 is able to enhance the phosphorylation level of the protein ERK2, while some P31-43
Ala-mutants decrease or totally inhibit that process. The molecular models of P31-43, P31-43 P36A,
and F37A mutants were used for in silico docking experiments onto the ERK2 structure. The
experiments support the hypothesis that P31-43 F37A works as an ERK2 phosphorylation inhibitor

because it binds to the ERK2 phosphorylation site. This study reports on the structural properties of
so far never NMR characterized gliadin peptides relevant in CD and explores details about their
mechanisms of action.
© 2019 European Peptide Society and John Wiley & Sons, Ltd.
PMID: 30912242
Similar articles
82. Clin Nutr ESPEN. 2019 Apr;30:73-80. doi: 10.1016/j.clnesp.2019.02.004. Epub 2019 Mar 6.

Diet patterns in an ethnically diverse
pediatric population with celiac disease and
chronic gastrointestinal complaints.
Mager DR1, Liu A2, Marcon M3, Harms K2, Brill H4, Mileski H4, Dowhaniuk J4, Nasser R5, Carroll MW6,
Persad R6, Turner JM6.
Author information:
1. Department of Agricultural, Food and Nutritional Science, University of Alberta, Edmonton,
Alberta, Canada; Department of Pediatrics, University of Alberta, Edmonton, Alberta, Canada.
Electronic address: mager@ualberta.ca.
2. Department of Agricultural, Food and Nutritional Science, University of Alberta, Edmonton,
Alberta, Canada.
3. Division of Gastroenterology, Hepatology and Nutrition, The Hospital for Sick Childrenm, Toronto,
ONT, Canada.
4. Division of Gastroenterology and Nutrition, McMaster Children's Hospital, Canada.
5. Department of Nutrition and Food Services, Pasqua Hospital, Saskatchewan Health Authority,
Regina, SK, Canada.
6. Department of Pediatrics, University of Alberta, Edmonton, Alberta, Canada; Division of Pediatric
Gastroenterology and Nutrition, Stollery Children's Hospital, Edmonton, AB, Canada.

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 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
This work introduces a novel methodological approach to study both the geometry of complex
protein networks and the nature of the interacting proteins. This approach is based on the high
reactivity of Au+ ions on the surface of gold nanoparticles (AuNPs) towards thiols, that allows fast
formation of a covalent bond between accessible protein thiols and AuNPs. In the case of the durum
wheat semolina used in the exploratory studies reported here, the nature of proteins covalently
bound to AuNPs is expected to be affected by both the compactness of the protein network and by
the AuNPs size. Simple centrifugation procedures allowed recovery of the protein-loaded AuNPs
that remained soluble, and the protein(s) covalently bound on the surface of soluble AuNP were
identified by MS analysis of their proteolytic fragments. Gluten-forming proteins were found to be
bound to soluble AuNPs only when detergents or chaotropes were added to the semolina/AuNPs
suspension at room temperature. AuNPs-bound proteins also included gluten-forming proteins with
no reported free thiols, suggesting that they are piggybacked on other thiol-containing glutenforming proteins via disulfide bonds already present in the otherwise untreated semolina. The
potential of this approach is discussed in terms of the possibility of developing a methodology
suitable for further clarification of the geometrical features of protein networks, of the nature of the
involved proteins, and of the type of interaction they establish, as well as any modifications of these
features upon processing.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
ETHNOPHARMACOLOGICAL RELEVANCE:

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

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

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

RESULTS:
Results showed that RO extract and fractions (notably aqueous fraction) significantly reduced
protein denaturation and protected erythrocyte membrane in concentration dependent manner.
Similarly, extract/fractions induced dose-dependent decrease in paw volume/diameter in the
formaldehyde model. Plant extract and fractions significantly suppressed paw swelling and arthritic
score, prevented cachexia and remarkably ameliorated hematological and biochemical changes.
Furthermore, RO extract/fractions downregulated gene expression levels of PGE2, COX-2, IL-1β, 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
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
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
Anaemia is a common pathologic condition, present in almost 5% of the adult population. Iron
deficiency is the most common cause; other mechanisms can be involved, making anaemia a multifactorial disorder in most cases. Anaemia being a frequent manifestation in the diseases of the

gastrointestinal tract, patients are often referred to gastroenterologists. Furthermore, upper and
lower endoscopy and enteroscopy are pivotal to the diagnostic roadmap of anaemia. In spite of its
relevance in the daily clinical practice, there is a limited number of gastroenterological guidelines
dedicated to the diagnosis of anaemia. For this reason, the Italian Association of Hospital
Gastroenterologists and Endoscopists and the Italian Society of Paediatric Gastroenterology,
Hepatology and Nutrition commissioned a panel of experts to prepare a specific guideline on
anaemia and its diagnostic roadmap in the gastroenterological scenario. The panel also discussed
about the potential involvement of gastroenterologists and endoscopists in the management of
patients with anaemia, with particular attention to the correct use of investigations. The panel paid
particular attention to practical issues with the aim to support gastroenterologists in their clinical
practice when dealing with patients with anaemia.
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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 glutenfree 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 indicated that the imprinted cavities
were quite homogeneous and that the epitope analyte was chemisorbed in them.
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Abstract
Interleukin (IL)-13 is a cytokine playing a pivotal role in T helper (Th)2 immune response supposed to
be implicated in some intestinal disorders. IL-13 is produced by Th2 cells, natural killer T cell, innate
lymphoid cells and innate immune cells, which contribute to trigger and maintain a chronic
idiopathic intestinal inflammation. In murine models IL-13 exerts pleiotropic functions, playing
either pathogenic or protective roles according to the different experimental conditions. As regards
celiac disease, IL-13 is considered to be involved mostly in the refractory phase rather than at
uncomplicated stage. Discrepancies have been observed in the role of IL-13 upon the inflammation
and fibrosis in ulcerative colitis (UC) and in Crohn's disease, respectively. Failure of the anti-IL-13
monoclonal antibodies tralokinumab and anrukinzumab in UC patients in clinical trials support the
absence of a role for IL-13 in UC. This review deals with IL-13 in several experimental colitis models such as oxazolone-, trinitrobenzene sulfonic acid- or dextran sodium sulphate-induced colitis- and
chronic intestinal inflammatory disorders -including celiac disease, UC and Crohn's disease-, and it
also highlights the attempts to modulate IL-13 as therapeutic tool.
Copyright © 2019 Elsevier B.V. All rights reserved.
PMID: 30844559
Similar articles

93. Bone. 2019 May;122:184-192. doi: 10.1016/j.bone.2019.03.001. Epub 2019 Mar 3.

Daily oligofructose-enriched inulin intake
impacts bone turnover markers but not the
cytokine profile in pediatric patients with
celiac disease on a gluten-free diet: Results
of a randomised, placebo-controlled pilot
study.
Drabińska N1, Jarocka-Cyrta E2, Złotkowska D3, Abramowicz P4, Krupa-Kozak U5.
Author information:
1. Department of Chemistry and Biodynamics of Food, Institute of Animal Reproduction and Food
Research of Polish Academy of Sciences, Tuwima 10 Str., 10-748 Olsztyn, Poland. Electronic address:
n.drabinska@pan.olsztyn.pl.
2. Department of Pediatrics, Gastroenterology and Nutrition Collegium Medicum School of Medicine
University of Warmia and Masuria, Żołnierska 18A Str., 10-561 Olsztyn, Poland. Electronic address:
ejarocka@o2.pl.
3. Department of Immunology and Food Microbiology, Institute of Animal Reproduction and Food
Research of Polish Academy of Sciences, Tuwima 10 Str., 10-748 Olsztyn, Poland. Electronic address:
d.zlotkowska@pan.olsztyn.pl.
4. Department of Pediatrics, Rheumatology, Immunology and Metabolic Bone Diseases, Medical
University of Bialystok, Bialystok, Poland. Electronic address: pabram@o2.pl.
5. Department of Chemistry and Biodynamics of Food, Institute of Animal Reproduction and Food
Research of Polish Academy of Sciences, Tuwima 10 Str., 10-748 Olsztyn, Poland. Electronic address:
u.krupa-kozak@pan.olsztyn.pl.

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 oligofructoseenriched inulin (Synergy 1) or a placebo (maltodextrin) for three months, together with a strict GFD.
The children's bone metabolism marker levels and cytokine profiles were analysed before and after
the intervention.

RESULTS:
After supplementation, the concentration of osteocalcin increased significantly in children receiving
Synergy 1, while the concentration of bone alkaline phosphatase increased in both groups,
independent of supplementation. After the intervention, the level of pyridinoline increased
significantly in the placebo group, resulting in a concentration that was two times higher than that
in the Synergy 1 group, in which it remained stable. Moreover, the plasma concentrations of Nterminal telopeptides of type I collagen decreased in both the groups, whereas the 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.
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Abstract
BACKGROUND:
Certain approaches to managing a strict gluten-free diet (GFD) for coeliac disease (CD) may lead to
impaired psychosocial well-being, a diminished quality of life (QOL) and disordered eating. The
present study aimed to understand adolescents' approaches to managing a GFD and the association
with QOL.

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

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

CONCLUSIONS:
Adolescents with CD who manage a GFD with maladaptive eating behaviours similar to known risk
factors for feeding and eating disorders experience diminished QOL. In accordance with CD
management recommendations, we recommend ongoing follow-up with gastroenterologists and
dietitians and psychosocial support referrals, as needed.
© 2019 The British Dietetic Association Ltd.
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Abstract
The increasing demand for spelt products requires the baking industry to develop accurate and
efficient tools to differentiate between spelt and bread wheat grains. We subjected a 272-sample
spelt-bread wheat set to several potential diagnostic methods. DNA markers for γ-gliadin-D (
GAG56D), γ-gliadin-B ( GAG56B), and the Q-gene were used, alongside phenotypic assessment of
ease-of-threshing and near-infrared spectroscopy (NIRS). The GAG56B and GAG56D markers
demonstrated low diagnostic power in comparison to the Q-gene genotyping, which showed full
accordance with the threshing phenotype, providing a highly accurate distinction between bread
wheat and spelt kernels. A highly reliable Q classification was based on a three-waveband NIR model
[Kappa (0.97), R-square (0.93)], which suggested that this gene influences grain characteristics. Our
data ruled out a protein concentration bias of the NIRS-based diagnosis. These findings highlight the
Q gene and NIRS as important, valuable, but simple tools for distinguishing between bread wheat
and spelt.
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Abstract
Germination in the presence of selenium (Se) is an alternative to increase the healthy properties of
seeds. This study aimed to compare the Se accumulation in different protein fractions from
germinated chickpea (Cicer arietinum L.) and the effect on digestibility and cellular antioxidant
activity (CAA) of protein hydrolysates. Chickpeas were germinated during four days after soaking
with sodium selenite (0, 1, or 2 mg/100 g seeds). Total protein (TP) and glutelin (Glu), albumin (Alb)
and globulin (Glo) fractions were digested and ultrafiltrated through a 10 kDa membrane. Se
accumulated in the order of Glu > Alb > Glo. Ultrafiltrated Glu hydrolysate of four days germinated
chickpeas treated with 2 mg Na2SeO3/100 g increased CAA (51.47%), demonstrating the potential
health benefits of selenization. The intensity of vicilin bands (34-37 kDa) increased from the second
to the fourth day compared with the control samples. Glo digestibility was higher in selenized
chickpea sprouts.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
OBJECTIVE:
To study the association of gluten intake with development of islet autoimmunity and progression
to type 1 diabetes.

RESEARCH DESIGN AND METHODS:
The Diabetes Autoimmunity Study in the Young (DAISY) follows children with an increased risk of
type 1 diabetes. Blood samples were collected at 9, 15, and 24 months of age, and annually

thereafter. Islet autoimmunity was defined by the appearance of at least one autoantibody against
insulin, IA2, GAD, or ZnT8 (zinc transporter 8) in at least two consecutive blood samples. Using food
frequency questionnaires, we estimated the gluten intake (in grams per day) annually from 1 year of
age. Cox regression modeling early gluten intake, and joint modeling of the cumulative gluten intake
during follow-up, were used to estimate hazard ratios adjusted for confounders (aHR).

RESULTS:
By August 2017, 1,916 subjects were included (median age at end of follow-up 13.5 years), islet
autoimmunity had developed in 178 participants, and 56 of these progressed to type 1 diabetes. We
found no association between islet autoimmunity and gluten intake at 1-2 years of age or during
follow-up (aHR per 4 g/day increase in gluten intake 1.00, 95% CI 0.85-1.17 and 1.01, 0.99-1.02,
respectively). We found similar null results for progression from islet autoimmunity to type 1
diabetes. Introduction of gluten at <4 months of age was associated with an increased risk of
progressing from islet autoimmunity to type 1 diabetes compared with introduction at 4-5.9 months
(aHR 8.69, 95% CI 1.69-44.8).

CONCLUSIONS:
Our findings indicate no strong rationale to reduce the amount of gluten in high-risk children to
prevent development of type 1 diabetes.
© 2019 by the American Diabetes Association.
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Abstract
BACKGROUND AND PURPOSE:
Magnitude of gluten-specific T-cell responses in coeliac disease (CD) might be dependent on HLADQ2 gene dose. We aimed to investigate the effects of HLA-DQB1*02 allele dose on clinical
outcomes.

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

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

CONCLUSIONS:
Our study shows a significant gene dose effect in terms of tTGA level at diagnosis, but no significant
association between HLA-DQB1*02 allele dose and the clinical outcomes in CD.
© 2019 The Authors. International Journal of Immunogenetics Published by John Wiley & Sons Ltd.
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Abstract
Microbiome-wide association studies on large population cohorts have highlighted associations
between the gut microbiome and complex traits, including type 2 diabetes (T2D) and obesity1.
However, the causal relationships remain largely unresolved. We leveraged information from 952
normoglycemic individuals for whom genome-wide genotyping, gut metagenomic sequence and
fecal short-chain fatty acid (SCFA) levels were available2, then combined this information with
genome-wide-association summary statistics for 17 metabolic and anthropometric traits. Using
bidirectional Mendelian randomization (MR) analyses to assess causality3, we found that the hostgenetic-driven increase in gut production of the SCFA butyrate was associated with improved insulin
response after an oral glucose-tolerance test (P = 9.8 × 10-5), whereas abnormalities in the
production or absorption of another SCFA, propionate, were causally related to an increased risk of
T2D (P = 0.004). These data provide evidence of a causal effect of the gut microbiome on metabolic
traits and support the use of MR as a means to elucidate causal relationships from microbiome-wide
association findings.
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Abstract

Physiologically-based pharmacokinetic (PBPK) models provide a framework for in vitro-in vivo
extrapolation of metabolic drug clearance. Many of the concepts in PBPK can have consequential
impact on more mechanistic systems pharmacology models. In the gut wall, turnover of enzymes
and enterocytes are typically lumped into one rate constant that describes the time dependent
enzyme activity. This assumption may influence predictability of any sustained and dynamic effects
such as mechanism-based inhibition (MBI), particularly when considering translation from healthy
to gut disease. A novel multi-level systems PBPK model was developed. This model comprised a
'nested enzyme-within enterocyte' (NEWE) turnover model to describe levels of drug-metabolising
enzymes. The ability of the model to predict gut metabolism following MBI and gut disease was
investigated and compared to the conventional modelling approach. For MBI, the default NEWE
model performed comparably to the conventional model. However, when drug-specific spatial
crypt-villous absorption was considered, up to approximately 50% lower impact of MBI was
simulated for substrates highly metabolised by cytochrome P450 (CYP) 3A4, interacting with
potent inhibitors. Further, the model showed potential in predicting the disease effect of
gastrointestinal mucositis and untreated coeliac disease when compared to indirect clinical
pharmacokinetic parameters. Considering the added complexity of the NEWE model, it does not
provide an attractive solution for improving upon MBI predictions in healthy individuals. However,
nesting turnover may enable extrapolation to gut disease-drug interactions. The principle detailed
herein may be useful for modelling drug interactions with cellular targets where turnover is
significant enough to affect this process.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
Cereal grain proteomics can provide valuable information regarding plant growth, nutritional
status, adaptation to environmental stresses, and the role that grain proteins play in health
disorders, such as coeliac disease. In this study liquid chromatography-mass spectrometry was
used to compare the barley proteome after extraction using seven protocols, with and without
defatting and protein precipitation steps that aimed to remove interfering secondary metabolites.
Tris-HCl and urea buffers yielded 1405 and 1483 proteins (~79% overlap) from barley (cv Sloop).
Inclusion of a 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 preextraction defatting or post-extraction precipitation steps offered no benefit. The extraction
method selected was noted to impact the downstream functional annotation results and biological
interpretation.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
ETHNOPHARMACOLOGICAL RELEVANCE:
Ribes alpestre Decne has been commonly used in the treatment of joint complaints.

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

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

RESULTS:
Significant (p < 0.001) reduction in paw volume and thickness and arthritic score by aqueous
ethanolic extract and its fractions has been found. Aqueous ethanolic extract and fractions in
particular aqueous fraction considerably prevented decrease in body weight, alterations in
hematological parameters. Radiographic and histological examination revealed no significant
architectural changes in joints of treated rats. Significant (p < 0.05-0.001) down regulation of proinflammatory genes IL-1β, TNF-α, IL-6, COX-2, PGE2 and NF-Kβ alongwith noteworthy increase in
levels of IL-4 and IL-10 was recorded among treated animals. Aqueous ethanol extract and its
fractions demonstrated notable and concentration dependent (50-6400 μg/ml) antioxidant

potential. Qualitative phytochemical analysis of active fraction (aqueous) displayed presence of
flavonoids, alkaloids, tannins and glycosides. Besides total phenolic and flavonoid contents has
been found to be 179.3 mg GAE/ml and 389.40 μg QE/ml in aqueous fraction of Ribes alpestre
respectively. HPLC profile demonstrated presence of quercitin, chlorogenic acid, vanillic acid and
cinamic acid in aqueous fraction.

CONCLUSION:
Present communication suggests Ribes alpestre a potent antiarthritic therapy by ameliorating
adjuvant arthritis in rats by downregulating proinflammatory mediators with up regulation of antiinflammatory cytokines.
Copyright © 2019. Published by Elsevier B.V.
PMID: 30771518 [Indexed for MEDLINE]
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Abstract
PURPOSE OF REVIEW:
There has been significant interest in gluten over the last decade, with an increase in interest of
gluten-related disorders outside coeliac disease. Particularly, there has been a focus on the role of
gluten in noncoeliac gluten sensitivity (NCGS) and irritable bowel syndrome (IBS). There is
significant overlap between both of these conditions, with the aim of this review to explore their
complex relationship.

RECENT FINDINGS:

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

SUMMARY:
There appears to be significant overlap between IBS and NCGS. It is likely that a subset of patients
presenting with IBS actually have NCGS. In addition, it is likely that individuals with IBS may also
have symptoms triggered by gluten. With the pathophysiology of both conditions not fully
understood, as well as increasing knowledge of wheat components in symptom generation, further
research is required to help distinguish between both.
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Abstract
OBJECTIVES:
Common variable immunodeficiency (CVID) is associated with a spectrum of autoimmune
complications. We studied the prevalence of gastrointestinal (GI) manifestations and infections in
patients with CVID.

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

RESULTS:
Most common referral indications were diarrhea and/or weight loss (47%-67%). Patients with
probable CVID had higher fecal calprotectin and α1-antitrypsin and lower blood vitamin B12 than
patients with possible CVID. Gastroscopy and colonoscopy were done to 71 (67%) and 63 (59%)
patients with probable CVID, respectively. Endoscopies showed that 15% of them had chronic
active gastritis and 17% atrophic gastritis and 3% had gastric adenocarcinoma. A celiac sprue-like
condition was found in 7 patients (10%), of whom 3 responded to a gluten-free diet. Colonoscopies

demonstrated unspecific colitis (14%), ulcerative colitis (8%), microscopic colitis (10%), and Crohn's
disease (2%). Colonic polyps were noted in 30% of patients, and 3% had lower GI malignancies.
Thirty-five patients with CVID had bacterial or parasitic gastroenteritis; chronic norovirus was
detected in 4 patients with probable CVID. Patients with GI inflammation had higher levels of fecal
calprotectin and blood CD8 T lymphocytes but lower counts of CD19CD27 memory B cells and/or
CD19 B cells. Immunophenotype with low B-cell counts was associated with higher fecal
calprotectin levels.

DISCUSSION:
Patients with CVID had a high prevalence of GI manifestations and infections of the GI tract. GI
inflammation was associated with a distinct immunophenotype and elevated fecal calprotectin.
PMID: 30747770
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Abstract
PURPOSE OF REVIEW:
We reviewed the current 'state of the art' on autoimmune enteropathy and small-bowel mucosal
atrophy, with the aim of supporting clinicians in a frequently challenging diagnosis through
different therapeutic options and prognosis.

RECENT FINDINGS:
The diagnosis of small-bowel diseases has radically changed over the last 10 years. The possibility
to 'easily' obtain bioptic samples from the jejunum and ileum by means of the enteroscopic
techniques (particularly, device-assisted enteroscopy) and the novel cross-sectional imaging

studies have opened the window to new insights on intestinal disorders. Consequentially, the
detection of small-bowel mucosal atrophy has become a frequent finding in patients undergoing
endoscopic investigation and its differential diagnosis can be challenging at times. Among the
'typical' causes of mucosal atrophy, autoimmune enteropathy has become more frequent than
previously thought. However, the final diagnosis of autoimmune enteropathy is a 'puzzle'
composed by serological, endoscopic, histological and molecular markers, which should be
correctly dealt with in order to reach a certain diagnosis.

SUMMARY:
In conclusion, there is an emerging body of literature about autoimmune enteropathy and smallbowel atrophy. The herein presented practical review on autoimmune enteropathy can be of help
to clinicians in their daily practice.
PMID: 30747741
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Abstract
BACKGROUND:
Deamidated gliadin peptide (DGP) is a relatively new serologic assay used in diagnosis and
monitoring of celiac disease. DGP IgG is recommended by some in pediatric patients <2 y. Use in

other pediatric populations is not well established. The utility of the DGP screen (IgG + IgA) in
patients with moderate increase of tissue transglutaminase (TTG) IgA has not been studied.

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

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

CONCLUSIONS:
The study suggests in patients with moderately increased TTG-IgA, DGP screen lacks specificity and
does not provide additional information about whether or not to biopsy.
Copyright © 2019. Published by Elsevier B.V.
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Abstract
The effects of frozen storage on the quality of frozen cooked noodles were investigated. Texture
analysis showed hardness and tensile force reduced during frozen storage. An increasing cooking
loss and a decreasing water uptake ratio were determined when testing cooking qualities. As
storage time prolonged, differential scanning calorimetry (DSC) detected more freezable water,
and an increased relaxation time was recorded by nuclear magnetic resonance (NMR). Magnetic
resonance imaging (MRI) revealed water distribution was more heterogeneous. A ruptured
microstructure with large pores of frozen cooked noodles was observed by scanning electron
microscopy (SEM). The confocal laser scanning microscope (CLSM) photographs demonstrated
gluten network lost its integrity and compactness. Size-exclusion high performance liquid
chromatography (SE-HPLC) indicated the amount of SDS-soluble proteins increased. The present
study showed water characteristics and protein network underwent some changes during frozen
storage, which had major effects on the quality of frozen cooked noodles.
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Abstract
The influence of microwave treatment of hydrated durum wheat kernels of two different cultivars
(cv Aureo and Sfinge), on wholemeal flour and pasta quality was addressed. Size exclusion-HPLC
and electrophoresis analysis were used to investigate changes in the gluten network arrangement
as affected by the microwave treatment. Rheological properties of dough, cooking quality and
sensory properties of pasta were also assessed. Results suggested that the microwave treatment

on hydrated durum wheat kernels blocks gluten protein conformation through SS bonds formation
and the free -SH are no longer able to create a strong network during pasta processing, due to the
conformational changes. Rheological study of dough confirmed that the modifications induced by
microwave treatment greatly affected pasta making characteristics of wheat flour, with significant
negative consequences on product quality, especially for pasta cooking quality. Pasta from treated
durum wheat showed low sensory quality, mainly due to high bulkiness and adhesiveness.
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Abstract
The effects of five phosphate salts (PS) on the pasting properties of flour, mixing properties of
dough and qualities of cooked noodles were investigated. Rapid Visco Analysis showed that all
types of PS increased the peak and final viscosities of wheat flour. Trisodium phosphate (TSP)
significantly increased pasting temperature with increasing concentration. The Farinograph
characteristics indicated that TSP markedly increased stability time and progressively decreased
the degree of softening of the dough. The cooking yield of the TSP, sodium pyrophosphate (TSPP)
and disodium phosphate (DSP) groups clearly increased, and the cooking loss was reduced by
adding 0.3% sodium tripolyphosphate (STPP), 0.1% TSPP or 0.1% TSP. Texture profile analysis
revealed that the hardness of cooked noodles from STPP and TSP groups slightly decreased, while

that of TSPP and DSP groups decreased significantly. Overall, PS improved the qualities of noodles
mainly by promoting starch gelatinization and strengthening the gluten network.
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Abstract
Physicochemical properties, predicted glycemic index (pGI) and bread qualities of a non-pigmented
white rice flour (Hom Mali, HM) and a pigmented rice flour (Riceberry rice flour, RB) were
investigated. In the present study, RB (15.3% amylose) contained higher total polyphenolics,
anthocyanins, and ferric reduction activity power than HM (21.3% amylose). RB had lower swelling
power and higher gelatinization temperatures. In addition, RB contained higher levels of beneficial
resistant starch (RS) and lower levels of slowly digestible starch (SDS) with medium pGI. RB

provided slower glucose release than HM. The pasting characteristics showed that peak and final
viscosity, trough and setback value, and breakdown of RB was lower than HM. RB bread had lower
cohesiveness, gumminess, chewiness and adhesiveness than HM bread. Furthermore, RB bread
demonstrated lower starch hydrolysis and pGI than HM bread. These findings suggest that
anthocyanin-rich RB could be used as an alternative food ingredient for gluten-free bread.
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Abstract
After carboxylic acid deamidation upon heating (CADH), wheat gluten still contains a total of ∼10%
insoluble fractions, of which ∼10% is starch, which depreciate the values of wheat gluten. To
elucidate gluten-starch interactions and their role in the deamidation behavior of gluten, the
macrostructural characteristics of gluten citric acid suspensions of different concentrations (1%
and 10%, w/v) and with different types of residual starch chains (achieved by enzyme hydrolyzed
by α-amylase and/or glucoamylase assisted by sonication) were investigated. We found the
degradation of long starch chains and branched short chains induced dramatic bond-cleavages in

insoluble glutenins and gliadins. FTIR and SDS-PAGE analyses indicated that without these two
types of chains in the precipitates, the insoluble deamidated wheat gluten exhibited minimal
changes in the molecular force and the conformation. Their glycosylation, hydrophobic force and
hydrogen bonds between amylopectin and small proteins, such as LMW-GS and α, β, γ-gliadins,
were detected. FTIR suggested that the associations between gliadins and amylopectin were
covalent. Gluten-starch interactions were likely to cause an incomplete dissolution of wheat gluten
during CADH. A simple model was proposed to clarify the aggregation state and the relationships
between starch granules and wheat gluten components during CADH.
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Abstract
The 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. Our results
provide population-scale evidence for microbiome links to mental health, while emphasizing
confounder importance.
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Abstract
The objective of this study was to investigate the porcine pancreatic α-amylase (PPA) inhibitory
activity of botanical food proteins, represented by soy protein isolate (SPI) and wheat gluten
protein (WGP). The half maximal inhibitory concentration (IC50) was determined, and the kinetics
of inhibition were investigated using Dixon, Cornish-Bowden, and Lineweaver-Burk plots. The
results showed WGP functioned as mixed-type inhibitors with both competitive and uncompetitive
inhibitory characteristics, while SPI showed competitive inhibitory effects on α-amylase. The
competitive inhibition constants (Kic) of WGP and SPI were 5.753 and 30.212 mg/mL, respectively,
and the uncompetitive inhibition constants (Kiu) of WGP was 45.110 mg/mL, respectively. The IC50
values of WGP and SPI were 3.086 and 33.899 mg/mL, respectively. For WGP, the lower Kic vs. Kiu
for mixed-type inhibitors suggested that they bound more tightly to free PPA than the PPA-starch
complex. Compared with SPI, WGP displayed a stronger inhibitory effect on α-amylase. These
results indicated that SPI and WGP may delay the digestion of starchy foods by inhibiting starch
hydrolytic enzymes, which may be of relevance in vivo during gastrointestinal digestion. The
findings are also of important practical value for the development of carbohydrate-restricted diet
and protein-based functional foods.
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Abstract
The aim of this study was to provide new approach in creating gluten-containing and gluten-free
breads without additives by combining thermal and hydrothermal pretreatments of flours (rye,
oat, sorghum and millet). The applied methodology included determinations of chemical
composition of flours and breads, water absorption index, empirical and fundamental rheological
measurements, and scanning electron microscopy, differential scanning calorimetry, colour,
textural and sensory evaluations of breads. Novel rye, oat, sorghum and millet breads based on the
blend of heat treated and extruded corresponding flours in ratio 70:30 were produced by
conventional breadmaking process. All breads were characterized by increased fibre content and
had appearance similar to common wheat bread. Gluten-free breads were harder, less elastic with
more granular structure due to higher degree of starch crystallinity. Mixolab curves indicated on
many possible ways for further breads optimisation.
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Abstract
Celiac disease is the most common food-induced enteropathy in humans, with a prevalence of
approximately 1% worldwide. It is induced by digestion-resistant, proline- and glutamine-rich seed
storage proteins, collectively referred to as gluten, found in wheat (Triticum aestivum). Related
prolamins are present in barley (Hordeum vulgare) and rye (Secale cereale). The incidence of both
celiac disease and a related condition called nonceliac gluten sensitivity is increasing. This has
prompted efforts to identify methods of lowering gluten in wheat, one of the most important
cereal crops. Here, we used bulked segregant RNA sequencing and map-based cloning to identify
the genetic lesion underlying a recessive, low-prolamin mutation (lys3a) in diploid barley. We
confirmed the mutant identity by complementing the lys3a mutant with a transgenic copy of the
wild-type barley gene and then used targeting-induced local lesions in genomes to identify induced
single-nucleotide polymorphisms in the three homeologs of the corresponding wheat gene.
Combining inactivating mutations in the three subgenomes of hexaploid bread wheat in a single
wheat line lowered gliadin and low-molecular-weight glutenin accumulation by 50% to 60% and
increased free and protein-bound lysine by 33%.
© 2019 American Society of Plant Biologists. All Rights Reserved.
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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 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 convex and concave holes. Moreover, the solubility,
emulsifying and foaming properties, thermal stability and apparent viscosity of phosphorylated rice
glutelin samples were significantly increased. These results suggest that the solubility,
emulsification and rheological properties of rice glutelin are significantly improved after
phosphorylation, which will be beneficial to expand the application of rice glutelin in food industry.
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Abstract
BACKGROUND AND OBJECTIVE:
Celiac disease (CD), the most common genetically-based food intolerance, affects 3% to 16% of
children with type 1 diabetes (T1D). Treatment involves lifelong adherence to a gluten-free diet
(GFD). Individualized dietary education is resource-intensive. We, therefore, sought to develop and
test the usability of an e-learning module aimed at educating patients and caregivers regarding
implementation of the GFD in children with concurrent CD and T1D.

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

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

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

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

RESULTS:
The study investigated 426 patients receiving neoadjuvant therapy before surgical resection. Of
these patients, 20% had a VTE within 90 days postoperatively (n = 87), and 70% of the VTE
occurred during the postoperative period. The VTE included pulmonary embolism (30%), deep vein

thrombosis (33%), and thrombosis of the portal vein (PV)/superior mesenteric vein (SMV) (40%). A
pretreatment hemoglobin level lower than 10 g/dL and a platelet count higher than 443 were
independently associated with VTE during neoadjuvant treatment. The independent predictors of
postoperative VTE were a body mass index higher than 35 kg/m2, a preoperative platelet-tolymphocyte ratio higher than 260, resection with distal pancreatectomy with celiac axis
resection/total pancreatectomy, PV/SMV resection, and longer operative times. Development of
VTE was associated with worse overall and disease-free survival and an independent predictor of
survival and decreased likelihood of receiving adjuvant chemotherapy.

CONCLUSIONS:
Venous thromboembolism during neoadjuvant therapy and the subsequent perioperative period is
common and has a significant impact on outcome. Further study into novel thromboprophylaxis
measures or protocols during neoadjuvant treatment and the perioperative period is warranted.
PMID: 30652227
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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
First-degree relatives (FDRs) of 47 outpatients with celiac disease (CD) answered a questionnaire
about symptoms related to CD and were investigated for human leukocyte antigen (HLA)-DQ2,
DQB102 homozygosis, and DQ8 alleles. Genetically susceptible individuals were tested for
antitransglutaminase antibody immunoglobulin A. Seropositive FDR underwent small bowel
biopsies.From 114 FDR, 74.5% (n = 85) were positive for DQ2, DQ8, or both haplotypes.
Homozygosity of DQB102 was found in 11.4% (n = 13) individuals. Three FDR were previously
diagnosed with CD. Among the genetically susceptible individuals, 67.1% had at least 1 symptom
related to CD. Seropositivity was 8/82 (9.8%), and 4/8 biopsies were compatible with CD.
Therefore, the total number of FDR with CD was 6.1% (7/114), 95% confidence interval (1.71,
10.49). Three out of 7 FDR with CD were HLA DQB102 homozygous. The odds of being CD is 5
times, 95% confidence interval (0.99, 26.23), greater for HLA DQ B102 homozygous in FDR.
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Abstract
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 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
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 prestorage 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.
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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:
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.
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Abstract
Starch-containing food normally has complex components and structure, which control its
digestion kinetic properties and nutritional value. However, interactions among multiple food
components and their effects on starch digestion kinetics are rarely reported. Here, we evaluated

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

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

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

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

CONCLUSIONS:
In this pediatric CD cohort, GFD for 1 year was not associated with increased CVD risk factors. The
long-term significance of these mild changes is yet to be determined.
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Abstract
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
Mycophenolate mofetil (MMF) is an immunosuppressive agent that is used in transplanted
patients, with frequent gastrointestinal adverse effects. We report the case of a patient, under
chronic therapy with mycophenolate mofetil , during a diagnostic workup for a chronic diarrhea,
which presents a duodenal villous atrophy ( VA) with negative celiac serology, which is a diagnostic
challenge. VA secondary to MMF is a very unusual adverse effect. Just a few cases have been
reported in the literature.
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Abstract
BACKGROUND:
Only a minority of vascular surgeons have personal experience on thoracoabdominal aneurysm
(TAA) repair, and even less have performed surgery on these formidable lesions for rupture.
Unsurprisingly, when open surgery was the only treatment option available, these impressive
pathologies were frequently deemed inoperable and managed conservatively. Endovascular
techniques brought new hope in these scenarios, but despite current advances, morbidity and
mortality remain high, even in experienced centers.

METHODS:
The authors present a rare case of a patient with a type I TAA, with chronic occlusion of the
superior mesenteric artery (SMA) and celiac trunk (CT), and total visceral perfusion through the
inferior mesenteric artery, who survived aneurysm rupture on 2 separate occasions.

RESULTS:

A 69-year-old man, with multiple known comorbidities such as coronary heart disease, chronic
obstructive pulmonary disease, and stage 4 chronic kidney disease, presented with acute chest
pain and dyspnea. Computed tomographic angiography (CTA) revealed a ruptured type I TAA, with
extensive left hemothorax. Chronic occlusion of both the CT and SMA were also noted, with all
visceral perfusion dependent on an extremely hypertrophic inferior mesenteric artery and
associated abdominal collateralization. As the patient was in a predialysis condition, efforts to
maintain renal patency were considered unfounded, and, based on this, 2 thoracic endoprosthesis
were implanted, extending from the left subclavian artery to the visceral aorta, below the renal
arteries. Proper aneurysm exclusion was obtained; the patient survived and was discharged
26 days after admission. He was later observed at 6-month follow-up, where CTA confirmed
aneurysm exclusion, with no endoleak or graft migration. After this observation, the patient did
not comprise with the next appointed consultations and was deemed lost to follow-up. Five years
later, the same patient was again admitted to our institution, with acute chest pain and dyspnea.
CTA revealed new aneurysm rupture, secondary to an extensive type Ib endoleak due to total loss
of distal seal. Significant mismatch between the implanted thoracic endografts and the healthy
infrarenal aorta was noticeable (∼30 mm vs 15 mm). Distal seal was, therefore, reobtained
through the implantation of an aortouni-iliac graft and iliac extension, extending from the previous
grafts to the infrarenal aorta and landing immediately proximal to the inferior mesenteric artery.
The intervention was eventless; the patient survived and was discharged 1 month after admission.
Control CTA confirmed aneurysm exclusion.

CONCLUSIONS:
TAA rupture is a dreadful condition, associated with high mortality rates. Visceral vessel
preservation is the main limiting factor for technical success. The importance of proper follow-up
should always be emphasized.
Copyright © 2018 Elsevier Inc. All rights reserved.
PMID: 30500658
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Abstract
Isolated celiac artery vasculitis is an uncommon disease rarely reported in the Western literature.
In this case report, we describe a 52-year-old Chinese male presenting with abdominal pain who
was diagnosed with nonspecific celiac artery vasculitis and was successfully treated with a short
course of oral corticosteroids.
Copyright © 2018 Elsevier Inc. All rights reserved.
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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 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.
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Abstract
AIMS:
In the era of genome-wide association studies, familial risks are used to estimate disease
heritability and success in gene identification. We wanted to estimate associations of 42

autoimmune diseases with attention-deficit hyperactivity disorder (ADHD) between individuals and
family members.

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

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

CONCLUSION:
Familial associations with several autoimmune diseases suggest genetic sharing and challenge to
gene identification.
PMID: 30407269 [Indexed for MEDLINE]
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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.
PMID: 30350474 [Indexed for MEDLINE]
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Abstract
Raspberry and blueberry pomace, by-products from fruit juice industry, were dehydrated to obtain
fruit fiber concentrates and valorized as ingredients in gluten-free (GF) cookies formulation. The
aim was to evaluate the effect of substituting 30% (w/w) of GF flour mixture with different ratios
of blueberry/raspberry fiber concentrates (0/30, 15/15, and 30/0) on rheological properties of
cookie dough and cookie baking quality. Generally, the incorporation of the fiber concentrates
increased the elastic and the viscous moduli thus producing harder doughs and consequently
firmer cookies in comparison to the control. Although having similar total, soluble and insoluble
fiber content, blueberry fiber concentrates were characterized with higher water absorption
capacity and consequently yielded cookies with more rigid dough structure, higher water loss
during baking, lower cookie thickness, higher spread ratio, more dense inner structure, and
increased cookie hardness than those containing raspberry fiber concentrates. Enrichment of GF
cookies with raspberry and blueberry fiber concentrates resulted in products with dietary fiber
content higher than 6 g per 100 g, thus making them candidates for bearing "high fiber" nutrition
claim. PRACTICAL APPLICATIONS: Currently available GF bakery products mostly lack dietary fibers
(DFs) and other important nutrients, because they are usually manufactured from refined flour
and/or starches. As the products with long shelf-life, very popular in daily diet of almost all
consumer profiles, cookies could represent good matrices for the addition of functional
ingredients, such as DFs. In this paper, GF cookies were enriched with the fiber concentrates
recovered from blueberry and raspberry pomace. Application of these fiber sources enabled
recycling of fruit processing industry by-products into novel, "high fiber" GF product with improved
nutritive profile.
© 2018 Wiley Periodicals, Inc.
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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 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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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.

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 30day 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 anklebrachial 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
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.
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Abstract
Genetic mutations in transglutaminase 6 (TGM6) are recently identified to be associated with
spinocerebellar ataxia type 35 (SCA35). We report a Hispanic SCA35 patient, who was confirmed to
have a heterozygous, single-nucleotide deletion in TGM6, causing a frameshift mutation with a
premature stop codon. An immune-mediated ataxia previously found to be associated with
autoantibody reactivity to TG6 may share a similar pathomechanism to SCA35, suggesting a
converging role for TG6 in cerebellar function.
PMID: 30229425
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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.

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
BACKGROUND & AIMS:
According to guidelines, individuals with symptoms of celiac disease should undergo duodenal
biopsy analysis to establish a diagnosis, but little is known about physician adherence to these
guidelines. We used a patient-powered research network (PPRN) to compare demographics,

diagnoses, symptoms, and treatment between groups of patients with celiac disease diagnosed by
biopsy analysis and patients with a diagnosis based on results of serology tests.

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

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

CONCLUSIONS:
In an analysis of data from a PPRN, we found that 21% of adult participants with celiac disease did
not have a diagnosis based on a duodenal biopsy. Patients with a diagnosis based on serology
results were more likely to be diagnosed by non-gastroenterologists, less likely to seek nutritional
counseling, and more likely to use dietary supplements. Patients require more education about
management of celiac disease and referral to gastroenterologists for duodenal biopsy confirmation
of their disease.
Copyright © 2019 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
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
The spectrum of gluten-related disorders includes coeliac disease (CD), wheat allergy (WA) and the
suggested entity of non-coeliac gluten sensitivity (NCGS). An increasing number of the world's
population are avoiding gluten due to the assumption of health benefits and self-diagnosed
gastrointestinal and/or extra-intestinal symptoms. Unlike CD and WA, NCGS is a relatively new
entity with an unknown prevalence and mechanisms, complicated by recent literature suggesting
that gluten is not the only food component that may trigger symptoms experienced by this group
of patients. The term 'non-coeliac wheat sensitivity' has been proposed as a more accurate term,
allowing inclusion of other non-gluten wheat components such as fructans and amylase-trypsin
inhibitors. There is inconsistent evidence when evaluating the effects of a gluten challenge in
patients with suspected NCGS and there is a need for a standardised procedure to confirm the
diagnosis, ultimately enabling the optimisation of clinical care. The present review will give an
overview of the different gluten-related disorders and discuss the most recent scientific evidence
investigating NCGS.
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Abstract
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:

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

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

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

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

CONCLUSIONS:
A percentage of ≥14% CD3TCRγδ IEL has a high specificity for CD diagnosis and can be of diagnostic
help in cases where diagnosis is not straightforward.
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Abstract
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 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.
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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 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.
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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
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.
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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.

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.
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Excerpt
Celiac artery compression syndrome is also known as Dunbar syndrome or median arcuate
ligament syndrome. It is a rare medical condition characterized by recurrent abdominal pain. The
condition results from the compression of the celiac artery by a fibrous band of the diaphragm
known as the median arcuate ligament. Lipshutz first reported the anatomical compression of the
celiac artery in 1917. As a clinical entity, median arcuate ligament syndrome was first described by
Harolja in 1963. Dunbar described the first clinical study on this entity in 1965.
Copyright © 2019, StatPearls Publishing LLC.
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Abstract
OBJECTIVE:
The concept of neonatal programming has begun to emerge as an important component of adult
health. Scarce data exist regarding perinatal risk factors for long-term gastrointestinal (GI)
morbidity of the offspring. We aimed to evaluate the association between birthweight (BW) at
term and long-term pediatric GI morbidity.

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

RESULTS:
During the study period, 225,600 term singleton deliveries met the inclusion criteria. Of them,
4.6% (n = 10,415) were SGA and 4.3% (n = 9796) were LGA. During the 18-years follow-up period,
11,791 (5.2%) children were hospitalized with GI morbidity. Hospitalizations were significantly
more common in the SGA group, as compared with the AGA and LGA groups (6.6 versus 5.2 versus

4.5%, respectively, p < .001) Specifically, inflammatory bowel disease, celiac, hernia, hepatitis, and
cholecystitis, were more common in the SGA group. The Kaplan-Meier survival curve demonstrated
a significantly higher cumulative incidence of gastrointestinal morbidity in the SGA group (log rank
p < .001). In the Cox proportional hazards model, controlled for relevant clinical confounders, SGA
BW was found to be an independent risk factor for long-term GI morbidity (adjusted HR = 1.23,
95%CI 1.14-1.33, p < .001).

CONCLUSIONS:
SGA offspring are at an increased and independent risk for long-term pediatric GI morbidity.
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Abstract
BACKGROUND:
Celiac disease (CD) is an immunologically-mediated enteropathy resulting in small-bowel mucosal
villous atrophy with crypt hyperplasia. Iron malabsorption is usually observed in CD. Only few
studies investigated oral iron absorption in subjects with gastrointestinal diseases and Iron
Deficiency Anemia (IDA), using the oral iron absorption test (OIAT). We considered useful to

investigate the OIAT, using ferrous bisglycinate chelate (FBC), in patients with CD at diagnosis or on
gluten free diet (GFD) from at least 1 year.

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

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

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