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Abstract
AIM:
To check if diffusion weighted imaging (DWI) might be helpful in proper recognition of celiac (CG)
and cervicothoracic (CTG) sympathetic ganglia on the whole-body multimodal PSMA-ligand PET/MR
imaging, in the view of their common misleading avidity on PET potentially suggestive of malignant
lesions, including metastatic lymph nodes.

METHODS:
The thickness and the level of diffusion restriction was assessed qualitatively and quantitatively in
406 sympathetic ganglia (189 CTG in 101 males and 217 CG in 116 males) on DWI maps (b-value 0
and 800 s/mm2) and apparent diffusion coefficient (ADC) maps (mean ADC) of the whole-body

PET/MR 68Ga-PSMA-11 PET/MR. To form a reference group of a matching ganglia size, the smallest
lymph node was chosen from each patient with metastases and underwent the same procedure.

RESULTS:
Very low and low level of diffusion restriction was noted in the majority of sympathetic ganglia
(81.0 % CTG, 67.3 % CG, and 73.6 % of all). In the majority (91.7 %) of metastatic lymph nodes the level
of diffusion restriction was moderate to high.The mean ADC values in sympathetic ganglia were
statistically significantly higher in CTG, CG and all ganglia than in metastatic lymph nodes (p < 0.001;
the effect size was large).

CONCLUSIONS:
Sympathetic celiac and cervicothoracic ganglia present very low and low level of diffusion restriction
in visual DWI assessment, and significantly higher than metastatic lymph nodes mean ADC values in
the majority of cases, which may serve as additional factors aiding differential diagnosis on
multimodal PSMA-ligand PET/MR imaging.Therefore, PSMA-ligand PET/MR appears potentially
superior to PSMA-ligand PET/CT in proper identification of sympathetic ganglia.
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Abstract
The purpose of this research was to incorporate 0% to 30% chia seed flour into rice flour gluten-free
layer cake and evaluate its effect on nutritional qualities and physicochemical properties. The

supplement of chia seed flour resulted in higher batter viscosity, hardness of gluten free layer cake,
crude protein, fat, ash, α-linolenic acid (increase up to 10.2% of total fatty acid), total phenolics
content, and reducing power but the lower crust, crumb white index, cohesiveness, and resilience of
gluten-free layer cake was found. Substitution of rice flour with 10% prehydrated chia seed flour can
achieve a higher center height and volume index of gluten-free layer cakes. Higher carosine and
angiotension I-converting enzyme (ACE) inhibitory activity was observed in the supplement of 10%
chia seed flour when compared to a rice flour layer cake. Gluten-free layer cake with 10%
prehydrated chia seeds flour had similar overall acceptability, texture, flavor, and odor scores except
for lower appearance score to those of gluten-free layer cake made with 100% rice flour and layer
cake made with 100% wheat flour. Incorporation of 10% prehydrated chia seed flour results in more
desirable volume index of gluten-free layer cake and it is feasible for gluten-free layer cake
application. Gluten-free layer cakes with improved quality characteristics and high nutritional value
can be manufactured by the incorporation of chia seed flour.
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Abstract
OBJECTIVE:

To estimate the risk of epilepsy in a cohort of young individuals with celiac disease (CD) compared to
that of matched references.

METHODS:
The cohort consists of 213,635 individuals born during 1989-2011 and residing in Friuli-Venezia Giulia
(Italy). We identified 1,215 individuals affected by CD and 6,075 reference individuals matched by sex
and age. Epilepsy was defined by means of hospital diagnosis or drug prescriptions. Conditional
logistic regression was used to estimate the odds ratios (ORs) of having epilepsy among individuals
with CD, before CD diagnosis and in the entire period, compared with those of their matched
references. Cox regression was used to calculate the hazard ratios (HRs) for epilepsy diagnosed after
CD diagnosis. Different definitions of epilepsy were used for sensitivity analyses.

RESULTS:
Thirty-one (2.6%) individuals with CD and 78 (1.3%) reference individuals had epilepsy (adjusted OR:
2.03 95%CI: 1.33-3.10). The risk of epilepsy was increased prior to CD (adjusted OR: 2.29; 95%CI:
1.33-3.94), with similar estimates after CD diagnosis (adjusted HR 1.96; 95%CI: 0.95-4.02). The
increased risk of epilepsy was not explained by a peak in epilepsy diagnosis just around CD diagnosis.
Sex stratification found a significantly higher risk of epilepsy among female individuals with CD.
Sensitivity analyses confirmed the positive association between CD and epilepsy.

CONCLUSION:
Children and youths with CD were at increased risk of epilepsy. Patients with epilepsy without a clear
etiology should be screened for CD since an early diagnosis and treatment might improve the
response to antiepileptic therapies.
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Abstract
BACKGROUND:
Stenosis or obstruction of the celiac artery (CA) is known as celiac artery stenosis (CAS) and is usually
accompanied by the formation of arterial anastomosis between the superior mesenteric artery (SMA)
system and the CA system. Arterial bypass is mainly achieved through the gastroduodenal artery
(GDA); therefore, the division of the GDA during pancreaticoduodenectomy (PD) could pose a
problem in patients with CAS.

CASE PRESENTATION:
We reported a case of PD presenting complete occlusion of the CA, in which perfusion to organs in
the CA system was maintained via peri-pancreatic arterial communication. There were complicated
arterial anastomoses around the pancreas, which were clearly visualized on a three-dimensional
reconstruction of the arterial system using multi-detector computed tomography. Among these
complicated anastomoses, one well-developed anastomosis between the SMA and the splenic artery
through the dorsal pancreatic artery (DPA) was identified. The DPA was considered to work as a
potential collateral pathway from the SMA to organs in the CA system after division of the GDA.
During surgery, Doppler ultrasonography detected hepatopetal arterial flow even after the GDA
clamping; therefore, we performed typical PD with division of the GDA. The postoperative course of
the patient was uneventful, and there was no sign of ischemic complications in the CA system organs
including the liver, stomach or spleen.

CONCLUSIONS:
Three-dimensional reconstruction of the arterial system using multi-detector computed tomography
and the intraoperative GDA clamping test were useful to determine whether it was possible to divide
the GDA in PD, in the case of CAS.
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Abstract
Sunn pest or Sunn bug, Eurygaster integriceps Put., salivary gland proteases are responsible for the
deterioration of wheat flour quality during dough mixing, resulting from gluten hydrolysis. These
proteases are highly heterogeneous and show low sensitivity to most types of proteinaceous
inhibitors, meaning that such inhibitors cannot be used to prevent gluten damage. The present study
describes the generation of a specific peptide antibody, raised against the active center of the
recombinant gluten-hydrolyzing protease (GHP3). The recombinant protein, encoding two repeats of
the GHP3 sequence element involved in forming the S4 pocket and binding of substrate at position
P4, was designed and expressed in Escherichia coli. The antibodies raised to this recombinant protein
showed inhibitory activity against the GHP3 protease. The results indicate that it is possible to design
specific antibodies to inhibit wheat-bug gluten-hydrolyzing proteases.
© 2019 The Authors. Food Science & Nutrition published by Wiley Periodicals, Inc.
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Abstract
The food industry is increasingly innovating and applying new processing technologies and
ingredients to develop novel food products that meet the consumers' demand. In this study, the
effect of extrusion (at 140 °C and 160 °C) was evaluated in different lentil flours formulations
enriched with nutritional yeast, in terms of α-galactosides (raffinose, stachyose, verbascose), inositol
phosphates (IPs), trypsin inhibitors and lectins content. The content of α-galactosides and IPs was
determined by high performance liquid chromatography. Trypsin inhibitor activity (TIA) was
evaluated using a small-scale quantitative assay. The lectin content was analyzed using a
haemagglutination assay and a Competitive Indirect Enzyme-linked immunosorbent assay. Extrusion
promoted a significant increase, up to 85% in total α-galactosides content. After extrusion, IPs
content was significantly decreased and TIA as well as lectins content had a reduction higher than
90%. Extrusion demonstrated to have a beneficial effect by increasing desirable prebiotic compounds
and decreasing non-nutritional factors.
Copyright © 2020 Elsevier Ltd. All rights reserved.
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Abstract
Non-celiac gluten sensitivity (NCGS) is a term that is used to describe individuals who are not affected
by celiac disease or wheat allergy, yet they have intestinal and/or extra-intestinal symptoms related
to gluten ingestion with improvement of their symptoms upon withdrawing gluten from their diet.
Gluten-related disorder groups are manifested by symptoms of gastrointestinal tract disorders, as
well as hematological dermatological endocrinological, gynecological, rheumatological and nervous
system symptoms. It is believed that NCGS represents heterogeneous groups with different
subgroups characterized by different etiologies, clinical histories and clinical courses. There also
appears to be an overlap between NCGS and irritable bowel syndrome (IBS). There is a need for
establishing strict criteria for diagnosing NCGS. The absence of validated biomarkers remains a
significant limitation for research studies on NCGS. New evidence shows that a gluten-free diet may
be beneficial for some patients with gastrointestinal symptoms, such as those symptoms commonly
found in patients with IBS. Further studies about NCGS are needed.
Free Article
PMID: 31986568
Similar articles

8. Fetal Pediatr Pathol. 2020 Jan 25:1-12. doi: 10.1080/15513815.2020.1716902. [Epub ahead of print]

Histopathologic ─ Endoscopic Concordance of
Pediatric Duodenal Biopsy; How to Be
Improved?
Ali KM1, Zalata KR2, Barakat T3.
Author information:
1. Faculty of Medicine, Department of Pathology, Mansoura University, Mansoura, Egypt.
2. Faculty of Medicine, Mansoura University, Mansoura, Egypt.
3. Mansoura University Children's Hospital, Mansoura, Egypt.

Abstract
Objective: Few studies have correlated pediatric endoscopic and histologic impressions of duodenal
biopsies. Method: This is a retrospective study on children undergoing upper gastrointestinal
endoscopy over a period of 11 years. We investigated concordance between the gross endoscopic
and histopathologic characteristics of pediatric duodenal biopsies. Results: Of 1793 children enrolled
in the study, duodenal pathology was observed in 72.3%. The gross endoscopic findings showed a low
sensitivity of 38.9%, specificity of 99.2%, PPV of 99.2%, and NPV of 38.3%. Concordance between the
gross endoscopic and histopathologic analysis was 55.6%. Conclusion: This study showed a higher
rate of pediatric duodenal pathologies than gross assessment. This emphasizes the value for
acquiring routine duodenal biopsies from grossly normal mucosa.
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Abstract
AIMS/HYPOTHESIS:
We aimed to test whether a gluten-free diet (GFD) is associated with the deceleration of the decline
in beta-cell capacity in nonceliac children with recently diagnosed T1D.

METHODS:
Forty-five children (aged 10.2±3.3 years) were recruited into a self-selected intervention trial: 26
started with a GFD within a median of 38 days post onset, whereas 19 remained on a standard diet.
The main outcomes were the decline in C-peptide area under the curve (AUC) in mixed-meal
tolerance tests (MMTT) at 6 and 12 months relative to 1 month after diabetes onset and the
difference in insulin dose, insulin dose adjusted A1c (IDAA1c) and HbA1c assessed every three
months. The adherence to the GFD was verified by immunoreactive gluten in the stool and by food
questionnaires at every visit. The quality of life (QoL) questionnaires were administered to the
participants at the end of the intervention at 12 months. The data were analyzed per-protocol (in 39
subjects - 20 GFD group, 19 control group who duly completed the whole follow-up) by linear and
longitudinal regression models adjusted for sex, age and baseline parameters.

RESULTS:
At 12 months, the difference in C-peptide AUC between subjects in the GFD group and controls was
205 pmol/L (95% CI -223 to 633; P = 0.34) in a model adjusted for age, sex, and body weight and for
baseline insulin dose, MMTT C-peptide AUC and HbA1c assessed at 1 month after diagnosis. In a
longitudinal analysis of all three time points adjusted for age, sex and body weight, C-peptide
declined more slowly in the GFD group than in controls, with the difference in trends being 409
pmol/L/year (P = 0.04). The GFD group had a marginally lower insulin dose (by 0.15 U/kg/day; P
= 0.07), a lower IDAA1c (by 1.37; P = 0.01) and a lower mean HbA1c [by 0.7% (7.8 mmol/mol); P
= 0.02] than those of the controls at 12 months. There was no appreciable difference between the
groups in daily carbohydrate intake (P = 0.49) or in the QoL reported by the patients (P = 0.70) and
their parents (P= 0.59).

CONCLUSIONS/INTERPRETATION:
A GFD maintained over the first year after T1D diagnosis was associated with better HbA1c and a
prolonged partial remission period. There was a hint of slower C-peptide decline but the association
was not strong enough to make definite conclusions. This article is protected by copyright. All rights
reserved.
This article is protected by copyright. All rights reserved.
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Abstract
Arterial dissection is a well-recognized pathology often seen in Vascular Surgery offices and
Emergency Departments alike; however, visceral arterial dissection is an extremely rare, small
subset of this entity. With that, an isolated celiac artery dissection as presented within this report is
an exceptionally unique pathology that has scarcely been reported, and due to this, management
guidelines are undefined. Given the viscera supplied by the celiac artery, many intra-abdominal
structures are at risk for ischemia when damage to the celiac artery occurs, potentially witnessed by
this report. Due to the exclusivity of this pathology, we are compelled to report the case of a 71year-old male who presented with complaints of abdominal pain and was found to have an acute
celiac artery dissection, which likely resulted in severe ischemic duodenitis, as well as possibly acute
pancreatitis, and questionable influence on cholecystitis.
Copyright © 2020 Graham T. Endler et al.
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Abstract
Cactus cladode offers innovative ingredients such as cactus mucilage (CM) and cladode flour (CF) for
producing gluten-free snacks. Five different crackers were formulated: C-C (control cracker prepared
with 2% of commercial gums), C-CM (cracker containing 2% of CM instead of commercial gums), CCF5, C-CF10, and C-CF15 (crackers incorporated of 5%, 10%, and 15% CF, respectively - free of
commercial gums). CF characterization is also presented, demonstrating its great technological
potentiality. The proximate composition of C-CM and C-CF mostly differed for ash and fiber content
as compared to C-C. In general, crackers' physical properties were not impacted by CM or CF
addition, except for the darker color of CF-supplemented crackers. The C-CM and CF-incorporated
crackers showed higher total phenolics and antioxidant activity. Additionally, the latter samples
were enhanced with carotenoids. Sensory evaluation revealed that C-CM and C-CF5 were those
most accepted. Therefore, CM and CF are interesting alternatives for gluten-free cracker
formulation.
Copyright © 2020 Elsevier Ltd. All rights reserved.
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Abstract
People with Coeliac disease who suffer persistent symptoms despite adherence to a gluten-free diet
are at a greater risk of a reduced health related quality of life. The purpose of this paper is to report
the quality of life experienced by this specific group of patients in Australia. A Coeliac Disease
Specific Questionnaire (CDQ) was administered to 45 people who were enrolled in a clinical trial and
reported persistent symptoms of Coeliac disease despite adherence to a strict gluten free diet. The
clinical trial was based in New South Wales, Australia. The instrument used was a subscale and total
scores of a CDQ measuring health related quality of life. At baseline the overall mean CDQ score was
147 ± 3.31 (optimum 196) consisting of 4 subscales; gastrointestinal 33 ± 0.88, emotional
32.9 ± 0.99, worries 39.8 ± 0.79 and social 41 ± 6.12 each with a potential score of 49. The health

related quality of life of people reporting persistent symptoms of Coeliac disease despite adherence
to a gluten free diet is sub-optimal with concerningly low scores for emotional quality.
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Abstract
OBJECTIVES:
Transition from pediatric to adult care for individuals with chronic conditions is important to prevent
gaps in care, though this has not been well-studied in celiac disease (CD). The aim of this study was
to discern rates and predictors of successful transition of care for young adults with childhooddiagnosed CD.

METHODS:
An anonymous 21-question online survey was sent to individuals on our center's email contact list
seeking responses from those ages 18 to 25 years diagnosed with CD before age 18 years.
Information collected included method of diagnosis, demographics, CD-related care, reasons for not
seeking care, and symptoms.

RESULTS:

Respondents (n = 98), 70% women, had a median age of 21 years (IQR 19--23 years). The majority
were full or part-time students (67%; 95% CI 59%-77%). Only 31% of respondents had successfully
transitioned to an adult CD provider. Some 37% (95% CI 29%-48%) were not receiving any CD
medical care. An older age at diagnosis was associated with successful transition to adult
gastroenterology (P = 0.002) as well as with greater symptom scores (P = 0.002). Receiving a referral
for ongoing adult CD care predicted successful transition to an adult provider (odds ratio [OR] 3.92,
95% CI 1.58-9.72).

CONCLUSIONS:
Transition of care for young adults with CD is inconsistent, particularly among asymptomatic
patients. Receipt of a referral for an adult provider significantly improves follow-up rates.
PMID: 31978015
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Abstract
OBJECTIVES:
The published data on early infantile liver failure (EILF) are scarce and limited to Caucasians. We
conducted this study to describe the etiology and outcome of EILF among Arabs and identify
prognostic factors.

METHODS:
We retrospectively reviewed our database of 524 infants presenting with liver impairment from
2008 to 2018, and identified cases of EILF defined as presence of biochemical pattern of liver

disease and INR ≥2 (unresponsive to vitamin K) with onset before 3 months of life. Primary
outcomes included death or liver transplantation (LT) (poor outcome group) and survival with native
liver (good outcome group).

RESULTS:
Forty-two cases of EILF (22 girls) were identified (8%). The etiology was indeterminate in 14 (33.3%)
and established in 27 (64.3%): galactosemia (7 cases, 16.6%), tyrosinemia (5, 12%), neonatal
hemochromatosis (NH), and hemophagocytic lymphohistiocytosis (HLH) (4 each, 9.5%])
mitochondrial hepatopathy (3, 7%), and miscellaneous (5, 12%). LF resolved in 15 cases (35.7%),
either spontaneously or in response to specific therapy, 23 (54.7%) died, and 4 underwent LT (9.5%).
ROC analysis for the best cut-off value of serum total bilirubin for prediction of study outcomes was
120 μmol/L (sensitivity 81.5%, specificity 80%). Among the diagnostic groups, galactosemia and
tyrosinemia predicted good outcome, whereas the idiopathic diagnosis predicted poor outcome (OR
= 13).

CONCLUSIONS:
Similar to Western countries, galactosemia, tyrosinemia, NH, HLH, and mitochondrial hepatopathy
are the main players in EILF in Saudi Arabia. Galactosemia and tyrosinemia predict good prognosis
and idiopathic diagnosis predicts poor prognosis.
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Abstract
INTRODUCTION:
Celiac disease (CD) is common, affecting approximately 1% of the population. The cornerstone of
management is a gluten-free diet, with dietetic advice being the key to aiding implementation. The
aim of the study was to assess group clinics in comparison with traditional individual appointments.

METHODS:
Patients with a new diagnosis of CD, confirmed histologically, were prospectively recruited over 18
months in Sheffield, United Kingdom. Patients received either a group clinic or traditional one-toone appointment, led by a dietitian. Quality-of-life questionnaires were completed at baseline, as
well as biochemical parameters being recorded. Patients were followed up at 3 months, where
adherence scores were assessed as well as biochemical parameters and quality of life
questionnaires being completed.

RESULTS:
Sixty patients with CD were prospectively recruited and received either an individual (n = 30) or
group clinic (n = 30). A statistically significant reduction in tissue transglutaminase was noted
following group clinics (mean 58.5, SD 43.4 U/mL vs mean 13.2, SD 5.7 U/mL, P < 0.01). No
significant differences in baseline and follow-up biochemical parameters between one-to-one and
group clinics were noted. At follow-up, there was no statistically significant difference between
mean gluten-free diet adherence scores (mean 3.1, SD 0.4 vs mean 3.1, SD 0.7, P = 0.66) between
one-to-one and group clinics.

DISCUSSION:
This first study assessing group clinics in CD demonstrates they are as effective as traditional one-toone clinics, with the added benefits of peer support and greater efficiency, with an estimated 54%
reduction of dietetic resources.
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Abstract
Gelatin solution was added to the gluten dispersion to obtain 25% protein from gluten and 0, 0.3,
0.6 and 1.0% of gelatin. Heat-induced gels were formed. The gelatin was leached by immersing the
gel straps in distilled water at 45 °C for 2 h. Incorporation of gelatin into the gluten gel matrix
resulted in its strengthening. Increase in elastic properties with the increasing amount of gelatin was
also found for the macerated gels. The tangent delta showed the minimum for the leached gel with
the initial concentration of gelatin 0.6%, so probably at this concentration there was some
reinforcement of gluten, or the structure of gluten matrix was formed with the best ability to
include gelatin inside. FTIR (Fourier transform infrared spectroscopy) results showed, that at the
0.6% gelatin concentration more gelatin was present in the leached samples than in the 1% gelatin
added samples. Gelatin gels can act as an active filler reinforcing the gluten microstructure. Leaching
of gelatin from the mixed gel matrix resulted in the microstructure with visible phase separation.
Generally gelatin addition gave a surface smoothing effect and lower surface roughness of the
obtained gels. Pure gluten gels soaking in hot water resulted in the decreased roughness. Possibility
of manipulation with gluten gels surface roughness by co-gelling with gelatin can have an influence
on the application of such gels as matrices for active ingredients.
© The Author(s) 2019.
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Abstract
The highly homologous human leukocyte antigen (HLA)-DQ2 molecules, HLA-DQ2.5 and HLA-DQ2.2,
are implicated in the pathogenesis of celiac disease (CeD) by presenting gluten peptides to CD4+ T
cells. However, while HLA-DQ2.5 is strongly associated with disease, HLA-DQ2.2 is not, and the
molecular basis underpinning this differential disease association is unresolved. We here provide
structural evidence for how the single polymorphic residue (HLA-DQ2.5-Tyr22α and HLA-DQ2.2Phe22α) accounts for HLA-DQ2.2 additionally requiring gluten epitopes possessing a serine at the P3
position of the peptide. In marked contrast to the biased T cell receptor (TCR) usage associated with
HLA-DQ2.5-mediated CeD, we demonstrate with extensive single-cell sequencing that a diverse TCR
repertoire enables recognition of the immunodominant HLA-DQ2.2-glut-L1 epitope. The crystal
structure of two CeD patient-derived TCR in complex with HLA-DQ2.2 and DQ2.2-glut-L1
(PFSEQEQPV) revealed a docking strategy, and associated interatomic contacts, which was notably
distinct from the structures of the TCR:HLA-DQ2.5:gliadin epitope complexes. Accordingly, while the
molecular surfaces of the antigen-binding clefts of HLA-DQ2.5 and HLA-DQ2.2 are very similar,
differences in the nature of the peptides presented translates to differences in responding T cell
repertoires and the nature of engagement of the respective antigen-presenting molecules, which
ultimately is associated with differing disease penetrance.
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Abstract
BACKGROUND:
Since ancient times, scurvy has been considered one of the most fearsome nutritional deficiency
diseases. In modern developed countries, this condition has become very rare and is only
occasionally encountered, especially in the pediatric population. Underlying medical conditions,
such as neuropsychiatric disorders, anorexia nervosa, celiac disease, Crohn disease, hemodialysis,
and severe allergies to food products may enhance the risk of developing scurvy.

CASE PRESENTATION:
We report the case of an otherwise healthy 3-year-old white boy who developed scurvy due to a
selective restrictive diet derived from his refusal to try new food. He presented to our clinic with
asthenia and refusal to walk. During hospitalization he developed severe anemia and hematochezia.
A diagnosis of scurvy was assessed on the basis of nutritional history, clinical features, radiographic
findings, and laboratory findings. Supplementation of ascorbic acid enabled a prompt resolution of
symptoms.

CONCLUSIONS:
Scurvy is caused by vitamin C deficiency. Cutaneous bleeding, mucosal bleeding, and anemia
represent typical manifestations of the disease. These symptoms are directly connected to ascorbic
acid involvement in collagen biosynthesis. Some radiographic findings can be useful for the
diagnosis. Treatment aims to normalize serum levels of vitamin C in order to counteract the

deprivation symptoms. The present case report demonstrates that scurvy may sporadically occur in
pediatric patients, even in individuals with no predisposing medical conditions and/or potential risk
factors.
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Abstract
BACKGROUND:
Recently, involvement of IL-19, IL-20 and IL-24 has been reported in inflammatory diseases
associated with tissue remodeling. However, their impact on the pathomechanism of coeliac disease
(CD) is still completely unknown.

METHODS:
Expression of IL19, IL20 and IL24 was measured by real-time RT-PCR, protein amount of IL-24, α
smooth muscle actin (α-SMA) and fibronectin (FN) was determined by Western-blot analysis in the
duodenal biopsies of therapy naive children with CD and controls. Localization of IL-24 and IL-20RB
was investigated by immunofluorescent staining in the duodenal mucosa. Effect of recombinant IL1β, TNF-α, TGF-β and IL-17 treatment on the expression of IL19, IL20, IL24 and their receptors was

investigated by real-time RT-PCR in small intestinal epithelial cells (FHs74Int), in primary duodenal
myofibroblasts (pdMFs) and in peripheral blood mononuclear cells (PBMCs). Effect of IL-24 on H2O2
treated FHs74Int cells and on pdMFs was measured by MTT, LDH, Annexin V assays, real-time RTPCR and by fluorescent microscopy.

RESULTS:
We found increased level of IL-24 (3.3×, p < 0.05), α-SMA (2.4×, p < 0.05) and FN (2.3×, p < 0.05) in
the duodenal mucosa and increased expression of IL19 (3.6×, p < 0.05) and IL24 (5.2×, p < 0.05) in
the PBMCs of children with CD compared to that of controls. IL-1β was a strong inducer of IL24
expression of FHs74Int cells (9.9×, p < 0.05), pdMFs (552.9×, p < 0.05) or PBMCs (17.2×, p < 0.05), as
well. IL-24 treatment reduced the number of apoptotic cells (0.5×, p < 0.05) and decreased the
expression of inflammatory factors, including IL1A, IL6 and TNF of H2O2-treated FHs74Int cells. IL-24
decreased the proliferation (0.6×, p < 0.05) of PDGF-B treated pdMFs. Moreover, IL-24 treatment
altered the morphology of pdMFs by influencing the size of the angles between stress fibers and the
longitudinal axis of the cells (2.0×, p < 0.05) and the expression of cytoskeletal components,
including ACTA2, ACTB, VIM, SNAI1 and SNAI2.

CONCLUSION:
Our results suggest that IL-24 plays a significant role in the maintenance of duodenal mucosal
integrity in CD.
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Abstract

Absence of gluten in bakery goods is a technological challenge, generating gluten-free breads with
low functional and nutritional properties. However, these issues can be minimized using new
protein sources, by the addition of nutritional added-value products. Fresh yogurt represents an
interesting approach since it is a source of protein, polysaccharides, and minerals, with potential to
mimic the gluten network, while improving the nutritional value of gluten-free products. In the
present work, different levels of yogurt addition (5% up to 20% weight/weight) were incorporated
into gluten-free bread formulations, and the impact on dough rheology properties and bread quality
parameters were assessed. Linear correlations (R2 > 0.9041) between steady shear (viscosity) and
oscillatory (elastic modulus, at 1 Hz) values of the dough rheology with bread quality parameters
(volume and firmness) were obtained. Results confirmed that the yogurt addition led to a significant
improvement on bread quality properties, increasing the volume and crumb softness and lowering
the staling rate, with a good nutritional contribution in terms of proteins and minerals, to improve
the daily diet of celiac people.
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Abstract
SCOPE:
Circulating dendritic cell (DC) and monocyte subsets contribute to the pool of intestinal DC and
macrophages in celiac disease (CeD), an autoimmune gut disorder triggered by dietary gluten. Here,
we aimed to characterize these circulating subsets in CeD and assess the effect of different gliadinderived peptides on conventional DC (cDC).

METHODS AND RESULTS:
Flow cytometry profiling of peripheral blood mononuclear cells revealed a slight decrease in the
proportion of plasmacytoid and type 1 cDC in gluten-free diet (GFD)-treated CeD patients. In
comparison to healthy donors, DC and monocyte subsets from active and GFD-treated CeD patients
displayed an increased gut-homing profile. Type 2 cDC (cDC2) were sorted and stimulated with the
gliadin-derived peptides 8-mer, 19-mer and 33-mer. All peptides induced cDC2 maturation, although
the profile was different. While peptide 8-mer induced a Th1/Th17 pro-inflammatory cytokine
profile in active CeD patients, cDC2 primed with peptide 33-mer displayed a higher capacity to
promote gut-homing CCR9+ expression onto autologous T-cells.

CONCLUSION:
Distinct gliadin-derived peptides elicit different effects on cDC2 phenotype and function. This effect
is compatible with a model where diverse gliadin peptides might cooperate to promote full cDC2
activation and the subsequent T-cell response in genetically predisposed individuals. This article is
protected by copyright. All rights reserved.
This article is protected by copyright. All rights reserved.
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Abstract
The aim of this study is to demonstrate the effectiveness of the gluten-free diet (GFD) for celiac
disease (CD) in a multidisciplinary outpatient Gastroenterology clinic with two adult cases using the
innovative, paradigm-shifting measurement systems: The NIH Patient reported outcome measures
(PROs). CD results in gastrointestinal (GI) dysfunction, but is also associated with other inflammatory
responses, psychosocial impairment, and cognitive deficits such as "brain fog." Adherence to the
GFD for 6 months was associated with improvement in specific GI symptoms in one case (PROMISGI; Case 2) and improvement in cognitive functioning (NIH Toolbox Cognitive Battery) and
psychosocial functioning (Neuro-QOL) in both cases. Notably, improvement in cognitive flexibility
occurred in both younger and an older adult patient. This suggests that cognitive decline and the
psychosocial deficits associated with CD are reversible with GFD. The NIH PROs were found to be
effective, sensitive to change, and minimally disruptive to clinic operations.
PMID: 31970587
Similar articles

25. Crit Rev Food Sci Nutr. 2020 Jan 22:1-11. doi: 10.1080/10408398.2020.1713724. [Epub ahead of
print]

Current applications of gluten-free grains - a
review.
Woomer JS1, Adedeji AA1.
Author information:
1. Department of Biosystems and Agricultural Engineering, University of Kentucky, Lexington,
Kentucky, USA.

Abstract
The population of Americans suffering from celiac, gluten intolerance, and wheat allergy is 1 in
every 14 people. Also, many are choosing gluten-free (GF) diets nowadays because of the
perception that it is a healthier option for them. Therefore, in the last decade, the GF market in the
US and all over the world has seen significant growth. Globally, GF product sales reached 4.63 billion
USD in 2017, and are expected to reach 6.47 billion USD by 2023, a projected compound annual
growth rate of 7.6%. Several grains like millet, corn, sorghum, and pseudocereals like amaranth,
quinoa, and teff are the main ingredients for a gluten diet. Though most of them have a comparable
nutrient profile as common grains, the main challenge to their acceptability is the quality departure
from gluten-containing counterparts and imbalance nutrients that ensue when food processing aids
like starch, gums, and enzymes are used. In this review, we profiled some of the common grains,
their characteristics, functionality and the various food types they are used for. We also reviewed
the impact of some of the current food processing aids like starch, hydrocolloids used for improving
functionality, and processing techniques like extrusion suitable for making remarkable GF foods.
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Abstract
Little is known about the effect of prematurity on later development of celiac disease (CD). We
conducted a retrospective analysis of real-world data examining the association between very low
birth weight (VLBW) prematurity and later development of CD autoimmunity (CDA) in 3580 infants
born between years 2000-2012 and their matched controls. At a median of 12 years, VLBW
prematurity was negatively associated with later development of CDA with a cumulative prevalence
of 5.9 per 1000 vs 10.3 per 1000 (p = 0.02), though more former VLBW premature infants were ever
tested for CDA (48.5% vs 37.4%, p < 0.001). The odds ratio for developing CDA among children born
preterm at VLBW was 0.57 (95% CI, 0.35-0.92) as compared to matched controls. There was no
difference in clinical characteristics of CDA between both groups. In conclusion, VLBW preterm
infants present a decreased risk for the development of CDA during childhood and adolescence.
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Abstract
This article aims to review the most important innovations and updates in gastroenterology and
hepatology in 2019. The role of ursodesoxycholic acid is questioned in cholestasis during pregnancy.
Aspirin appears to prevent fibrotic lesions in NALFD. Tenofovir remains the gold standard in the
treatment (TT) of HBV during pregnancy. The role of carvedilol is confirmed in the TT of portal
hypertension. The risk of degeneration of TIPMP lesions suggests increased surveillance.
Colonoscopy should be systematic after an episode of acute diverticulitis. The surveillance of celiac

disease is specified. Tofacitinib is an effective molecule in ulcerative colitis but precautions are
needed. Budesonide tablet is validated for the TT of eosinophilic esophagitis.
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Abstract
BACKGROUND:
Recurrent aphthous stomatitis (RAS) is one of the most common diseases of the oral mucosa and
may be related to vitamin deficiencies or systemic diseases such as coeliac disease (CD). The aim of
this study was to investigate the frequency of haematinic deficiency and CD in children with RAS.

METHODS:
The medical records of patients diagnosed with RAS were reviewed for the presence of haematinic
deficiencies (haemoglobin, mean corpuscular volume, ferritin, vitamin B12, folic acid) and CD. The
study group included 108 children with RAS and 57 healthy children who were evaluated for
haematological abnormalities in routine evaluation.

RESULTS:
The frequency of a family history of RAS was significantly higher in the RAS group compared to the
control group (34.2% vs. 7%, respectively; p < 0.001). A haematological abnormality was detected in
32.4% of the RAS group and 10.5% of the control group (p = 0.02). The prevalence of iron deficiency
anaemia was significantly higher in the RAS group (p = 0.037). Three (2.7%) patients with RAS were

diagnosed with CD, which is a significantly higher frequency than that observed in healthy children
in Turkey (p < 0.01; OR 6.03, 95% CI [2.37, 4.56]). These children had mild malnutrition, iron
deficiency and iron deficiency anaemia.

CONCLUSIONS:
Children with RAS should be evaluated for nutritional status and haematological indices, and in the
case of haematological abnormalities and malnutrition, screening for CD should be considered.
© 2020 Japan Pediatric Society.
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Abstract
We read with interest the article by Branchi et al.1 The authors prospectively compare macroscopic
changes of celiac disease on axial and panoramic small bowel capsule endoscopy (SBCE). Literature
on axial and panoramic SBCE in obscure gastrointestinal bleeding (OGIB) is limited.2,3 We carried out
a retrospective study on 94 patients with overt OGIB where findings on gastroduodenoscopy were
inadequate to explain presentation (SBCE after a median 28 days).
© 2020 Japan Gastroenterological Endoscopy Society.
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Abstract
Objectives:
Understanding the T cell receptor (TCR) repertoire of regulatory CD4+ T-cell (Treg) populations is
important for strategies aiming to re-establish tolerance in autoimmune diseases. We studied
circulating deamidated gluten-epitope-specific CD39+ Tregs in patients with coeliac disease following
an oral gluten challenge, and we used cytomegalovirus (CMV)-specific CD39+ Tregs from healthy
controls as a comparator population.

Methods:
We used the OX40 assay to isolate antigen-specific Tregs by induced surface co-expression of CD25,
OX40 and CD39. RACE PCR amplification and Sanger sequencing of the TCR β chain were used to
analyse repertoire diversity.

Results:
We found that, following oral gluten challenge, circulating gluten-specific CD39+ Tregs had an
oligoclonal TCR repertoire that contained public clonotypes. Conversely, the TCR repertoire of CMVepitope-specific CD39+ Tregs from healthy controls was polyclonal.

Discussion:
These data indicate that a biased TCR repertoire is not inherent to CD39+ Tregs, and, in this case, is
apparently driven by the HLA-DQ2.5-restricted deamidated gluten peptide in coeliac disease
patients.

Conclusion:
This is the first assessment of the TCR repertoire within circulating human Tregs specific for foreign
antigen. These data enhance our understanding of antigen-specific CD4+ responses in the settings of
chronic inflammation and infection and may help guide immunomonitoring strategies for CD4+ T
cell-based therapies, particularly for coeliac disease.
© 2020 The Authors. Clinical & Translational Immunology published by John Wiley & Sons Australia,
Ltd on behalf of Australian and New Zealand Society for Immunology Inc.
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Abstract
Coeliac disease is a systemic immune-mediated disorder triggered by the ingestion of gluten, which
is given in genetically predisposed subjects. It manifests with a wide variety of clinical symptoms,
specific serological markers, HLA-DQ2/DQ8 haplotype and enteropathy. The criteria followed for
this have usually been those established by the European Society for Paediatric Gastroenterology,
Hepatology and Nutrition (ESPGHAN) since 1969. These criteria have advanced from the need of
several intestinal biopsies to, thanks to the development of serological tests of high sensitivity and
specificity, considering the enteropathy as one more element in this diagnosis and makes it possible
to perform a diagnosis without the need of an intestinal biopsy in certain circumstances. The
updated review of the 2012 criteria in 2019 provides new evidence on some aspects, such as the
role of HLA, the diagnosis of asymptomatic patients, and the effectiveness of the serological
markers. These aspects are reviewed in detail, with the aim of facilitating the rational application of
the new 2020 criteria at all care levels. In this sense, Paediatric Primary Care is fundamental in the
search for active cases and to perform a first serological study, being recommended that the
diagnosis is always established by a Paediatric Gastroenterologist.
Copyright © 2019 Asociación Española de Pediatría. Publicado por Elsevier España, S.L.U. All rights
reserved.
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Abstract
PURPOSE:
In patients with hypothyroidism, levothyroxine (LT4) is the treatment of choice, and tablets are the
most commonly prescribed formulation. Despite multiple scenarios being reported in the literature
with impaired tablet absorption and likely missed TSH targets, it is yet unclear what the implications
are for clinical practice and the role of liquid solution (LS) and soft gel (SG) formulations. We have
thus conducted a narrative review evaluating the prevalence within the general population of
gastrointestinal disorders impacting tablet LT4 absorption.

METHODS:
PubMed and Google Scholar were searched until December 2019 for systematic reviews and metaanalyses on the topic. If they could not be retrieved, other types of manuscripts were searched.

RESULTS:
Lactose malabsorption and Helicobacter pylori infection represented the most common disorders,
with a global prevalence of 68% and 48%, respectively. The prevalence of other conditions, including
autoimmune gastritis, bariatric surgery, celiac disease, gastroparesis, giardiasis, liver cirrhosis, or
ulcerative colitis, was lower than 20%. Data at regional and country levels were found to be
heterogeneous, but at least one in five patients was diagnosed with one disorder.

CONCLUSIONS:
The worldwide prevalence of gastrointestinal disorders associated with tablet LT4 malabsorption,
including lactose malabsorption and Helicobacter pylori infection, is high. Interactions with drugs or

food can further increase this risk. Considering that all studies investigating the impact of switching
patients from tablet to LS or SG found an improved thyroid balance, the latter formulations should
be considered as first-line therapy for managing hypothyroidism.
PMID: 31953721
Similar articles

33. J Acad Nutr Diet. 2020 Jan 14. pii: S2212-2672(19)31458-3. doi: 10.1016/j.jand.2019.09.019. [Epub
ahead of print]

Nutrition Assessment, Interventions, and
Monitoring for Patients with Celiac Disease:
An Evidence Analysis Center Scoping Review.
Cheng FW, Handu D.

Abstract
The objectives of this scoping review were to identify and characterize studies examining nutrition
assessment, interventions, and measures to monitor gluten-free diet (GFD) adherence/compliance
in patients with celiac disease (CD). An electronic literature search of four databases (Cochrane
Database for systematic reviews, CINAHL, Embase, and Ovid MEDLINE) was conducted to identify
articles examining nutrition care in CD individuals. Except for narrative review, grey literature, and
case study/report, all types of peer-reviewed articles published between January 2007 and August
2018 were eligible. There were a total of 10,823 records; 10,368 were excluded during the first
round of screening due to irrelevancy and/or duplication. Of the 455 full-text articles that were
assessed, 292 met the criteria and were included. Most of the studies were observational studies
(n=212), followed by experimental trials (n=50), evidence-based practice guideline
(EBPG)/report/statement (n=16), and systematic review (SR) (n=14). Nine original studies examined
assessment, focusing mainly on different tools/ways to assess GFD adherence. The majority of the
included original articles (n=235) were in the nutrition intervention category with GFD, oats, and
prebiotics/probiotics as the top-three most studied interventions. There were eight SRs on GFD and
five on oats. One SR and 21 original studies investigated the effectiveness of different measures to
monitor GFD adherence/compliance. Although recent CD EBPGs were identified, different methods
with varying levels of rigor, in terms of literature search and assessment of evidence strength, were
used. Based on this scoping review, interventions focused on gluten-free diet and oats have been
significantly covered by either SRs or EBPGs. Studies related to prebiotics/probiotics and education
program/counseling focused interventions, as well as assessment, in CD patients have increased in
recent years. Thus, it might be beneficial to conduct SRs/EBPGs focused on these topics to guide
practitioners.
Copyright © 2020 Academy of Nutrition and Dietetics. Published by Elsevier Inc. All rights reserved.
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Abstract
Celiac disease (CD) is a chronic immune-mediated disease in which gluten ingestion leads to damage
of the small intestinal mucosa in genetically susceptible individuals. The enteropathy is mainly
induced by the production of IFN-γ from intestinal CD4+T cells that recognise gliadin peptides
following deamidation by tissue transglutaminase. The only available therapy is a strict, lifelong
gluten-free diet (GFD). This diet is strongly demanding for patients, which justifies the search for
alternative strategies. The enzyme approach is one promising strategy to address this issue. In
particular, transamidation of wheat gliadin by microbial transglutaminase (mTG) was fully effective
at inhibiting gliadin-specific IFN-γ secretion in intestinal T cells from CD patients. Furthermore,
transamidated gliadin induced higher levels of the anti-inflammatory IL-10 than native gliadin in
different in vitro models. These data suggest that a more balanced immune response could be
induced by mTG-treated gliadin in the small intestine of celiac patients. Furthermore, the
highlighted biological property of mTG-treated gliadin could be exploited to induce tolerance to
native gliadin in at-risk individuals.
Copyright © 2020 Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND:
In diseases where there is a large subjective component, such as celiac disease (CD), patient
reported-outcomes (PRO) endpoints are highly relevant. However, there is a gap in knowledge
about which PRO endpoints and instruments should be used for clinical trials for treatment of celiac
disease.

OBJECTIVES:
To identify patient-centered symptom, impact, and health-related quality of life (HRQoL) concepts in
CD and relevant PRO instruments, and to gather expert input on concepts and instruments to inform
selection of PRO endpoints for use in clinical trials of new CD treatments.

METHODS:

A targeted literature review was conducted to identify symptom, impact, and HRQoL concepts,
including those captured in PROs further reviewed against U.S. Food and Drug Administration
standards for development and validation as endpoints. US and European clinicians, payers, and a
patient advocate (n = 21) were interviewed to assess the identified concepts' relative importance in
measuring treatment benefit and to gauge the value of potential PROs as endpoints for market
access/reimbursement.

RESULTS:
Thirty-four published studies were identified: 27 elucidated patient-centered concepts and 7
detailed the development or validation of PRO instruments. The Celiac Disease Symptom Diary and
Celiac Disease Patient Reported Outcome instrument were deemed most appropriate for use as
endpoints; however, each had limitations related to conceptual coverage, evidence for
measurement properties, and feasibility for use in clinical trials. Experts reported gastrointestinal
symptoms as most important to treat, with extra-intestinal symptoms burdensome from the patient
perspective as well. Payers emphasized measuring both frequency and severity of symptoms and
targeting patients nonresponsive to the gluten-free diet for treatment.

CONCLUSIONS:
With emerging treatment options for CD, further work is needed to operationalize PRO symptom
endpoints that are meaningful to patients, valued by payers, and acceptable to regulators in
demonstrating efficacy.
Copyright © 2019 ISPOR–The Professional Society for Health Economics and Outcomes Research.
Published by Elsevier Inc. All rights reserved.
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Abstract
Celiac disease (CD) is a systemic immune-mediated disorder caused by the dietary gluten in
individuals who are genetically susceptible to the disease. In fact, CD is a T cell-mediated immune
disease in which gluten-derived peptides activate the lamina propria CD4+ Teff cells, and these Tcell subsets can cause the intestinal tissue damages. Also, there are additional subsets of CD4+ T
cells with suppressor functions. These subsets express the master transcription factor, transcription
factor forkhead box protein 3, and include Tr1 cells and CD4+CD25+ regulatory T cells (Tregs), which
are the main population involved in maintaining the peripheral tolerance, preventing the
autoimmune diseases and limiting the chronic inflammatory diseases such as CD. The suppressive
function of Tregs is important to maintain the immune homeostasis. This paper examined the
features and the basic mechanisms used by Tregs to mediate the suppression in CD.
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Abstract

Celiac disease (CD) is an immunological disorder that mainly affects the small intestine, generating
an inflammatory process in response to the presence of gluten (a protein). Autoimmune diseases
are part of a group of diseases that are difficult to diagnose without a specific protocol or consensus
to detect them due to the number of symptoms and diseases with which it has a relationship.
Therefore, the aim of this review was to analyze the diagnostic tools of CD used in middle-aged
women, to compare the use and effectiveness of the different tools, and to propose a strategy for
the use of the tools based on the results found in the literature. The present research followed the
Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) guideline. The
search was conducted in the following databases: Scielo, PubMed, Web of Science, and Worldwide
Science org. In the initial literature search, 2004 titles and relevant abstracts were found. Among
them, 687 were duplicates, leaving 1130 articles. Based on the inclusion criteria, only 41 articles
passed the selection process; 4 main types of analyses appear in the studies: blood tests,
questionnaires, clinical history, and biopsy. It can be said that none of the analyses have a 100%
reliability since most of them can present false negatives; therefore, the best way to diagnose celiac
disease up to now is through a combination of different tests (Immunoglobulin A and small
intestinal biopsy).
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Abstract
BACKGROUND:

Celiac disease is an immune-mediated disorder characterized by a variable clinical manifestations,
specific antibodies, HLA-DQ2/DQ8 haplotypes, and enteropathy.

OBJECTIVES:
Aim of this study was to present clinical spectrum and patterns of celiac disease in Kosovar Albanian
children.

METHODS:
A cross-sectional retrospective study was performed with Albanian children aged 0-18 years, treated
for celiac disease in the Pediatric Clinic, University Clinical Center of Kosovo from 2005 to 2016.

RESULTS:
During the study period, 63 children were treated for celiac disease. The mean age at diagnosis was
5.5 years (SD ± 3.31). The mean age at celiac disease onset was 3.3 years (SD ± 2.02), while the
mean delay from the first symptoms indicative of celiac disease to diagnosis was 2.2 years (SD ±
2.09). More than 70% of the patients were diagnosed in the first 7 years of life, mainly presented
with gastrointestinal symptoms, while primary school children and adolescents mostly showed
atypical symptoms (p<0.001). The classical form of celiac disease occurred in 78% of the cases. Sixty
(95%) patients carried HLA-DQ2.5, DQ2.2 and/or HLA-DQ8 heterodimers, and only three of them
tested negative.

CONCLUSIONS:
Kosovo as the majority of developing countries, is still facing with the classical form of celiac disease
as the dominant mode of presentation; as a result, most children with other forms of celiac disease
remain undiagnosed. Physicians should be aware of the wide range of clinical presentation and
utilize low testing threshold in order to prevent potential long-term problems associated with
untreated celiac disease.
Copyright© Bentham Science Publishers; For any queries, please email at
epub@benthamscience.net.
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Abstract
The only effective treatment for celiac disease (CD) is a life-long strict gluten-free diet (GFD).
Nutritional adequacy of the GFD has remained controversial and a matter of debate for a long time.
No large case-control studies on children regarding the nutritional adequacy of the GFD has been
performed. In this study, children diagnosed with CD on a GFD for ≥ 2 years were recruited. Controls
were age and gender-matched healthy children not affected with CD. In both groups,
anthropometric measurements and energy expenditure information were collected. Dietary
assessment was performed by a 3-day food diary. Adherence to the Mediterranean diet was
estimated by the KIDMED index. Overall, 120 children with CD and 100 healthy children were
enrolled. No differences were found between CD children and controls in anthropometric
measurements and energy expenditure. In the CD group, the daily intake of fats was significantly
higher while the consumption of fiber was lower in comparison with the control group. The median
KIDMED index was 6.5 in CD children and 6.8 in healthy controls. The diet of children with CD in this
study was nutritionally less balanced than controls, with a higher intake of fat and a lower intake of
fiber, highlighting the need for dietary counseling.
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Abstract
BACKGROUND:
Coeliac disease (CD) is increasingly prevalent and is associated with both gastrointestinal (GI) and
extra-intestinal manifestations. Psychiatric disorders are amongst extra-intestinal manifestations
proposed. The relationship between CD and such psychiatric disorders is not well recognised or
understood.

AIM:
The aim of this systematic review and meta-analysis was to provide a greater understanding of the
existing evidence and theories surrounding psychiatric manifestations of CD.

METHODOLOGY:
An online literature search using PubMed was conducted, the prevalence data for both CD and
psychiatric disorders was extracted from eligible articles. Meta analyses on odds ratios were also
performed.

RESULTS:
A total of 37 articles were included in this review. A significant increase in risk was detected for
autistic spectrum disorder (OR 1.53, 95% CI 1.24-1.88, p < 0.0001), attention deficit hyperactivity
disorder (OR 1.39, 95% CI 1.18-1.63, p < 0.0001), depression (OR 2.17, 95% CI 2.17-11.15, p <
0.0001), anxiety (OR 6.03, 95% CI 2.22-16.35, p < 0.0001), and eating disorders (OR 1.62, 95% CI
1.37-1.91, p < 0.00001) amongst the CD population compared to healthy controls. No significant
differences were found for bipolar disorder (OR 2.35, 95% CI 2.29-19.21, p = 0.43) or schizophrenia
(OR 0.46, 95% CI 0.02-10.18, p = 0.62).

CONCLUSION:
CD is associated with an increased risk of depression, anxiety, eating disorders as well as ASD and
ADHD. More research is required to investigate specific biological explanations as well as any effect
of gluten free diet.
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Abstract
Coeliac disease is a common small intestinal enteropathy which manifests following ingestion of
gluten in genetically susceptible individuals. Since gluten was identified as the driving factor in
coeliac disease, the gluten-free diet (GFD) has remained the mainstay of treatment. While most
individuals will display improvement in symptoms and signs of coeliac disease following institution
of the GFD, up to 30% will continue to experience symptoms and/or have persisting intestinal
inflammation. These individuals can be classified as having non-responsive coeliac disease (NRCD),

which may be associated with dietary indiscretion, slow healing, refractory coeliac disease, and/or
an alternative condition. The purpose of this review is to provide an overview of the causes of NRCD
in adults, highlight a systematic approach to investigate these patients, and appraise the latest
management aspects of this subset of coeliac disease.
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Abstract
BACKGROUND:
Food protein-induced enterocolitis syndrome (FPIES) is a form of non-IgE mediated gastrointestinal
food allergy. Insufficient data exist in regards to gastrointestinal history and outcome, particularly
comorbidity, family history, food aversion, and poor body weight gain.

OBJECTIVE:
To identify the gastrointestinal outcomes and related risk factors in FPIES.

METHODS:
We analyzed the clinical features and gastrointestinal outcomes of FPIES patients retrospectively at
four hospitals in Boston.

RESULTS:
Two hundred and three FPIES patients were identified, including 180 only with acute FPIES, 8 with
chronic FPIES, and 15 with both. Oat (34.5%), rice (29.6%), and cow's milk (19.2%) were the most
common food triggers. The prevalence of personal history with allergic proctocolitis (23.2%) and
family history with inflammatory bowel diseases (9.4%) and celiac disease (7.3%) were higher than
the general population. Compared to the FPIES patients triggered by 1 or 2 foods, the risk of
developing food aversion increased in cases triggered by 3 or more foods (adjusted odds ratio (OR) =
3.07 [95% confidence interval (CI), 1.38 - 6.82], P = .006). The risk of poor body weight gain
increased in FPIES triggered by cow's milk (adjusted OR = 3.41 [95% CI, 1.21 - 9.63], P = .02) and
banana (adjusted OR = 7.63, [95% CI, 2.10 - 27.80], P = .002).

CONCLUSION:
Gastrointestinal comorbidities and family history were common in FPIES patients. FPIES patients
with 3 or more triggers were at risk of food aversion. Patients with cow's milk and banana triggered
FPIES were at risk of poor body weight gain.
Copyright © 2020. Published by Elsevier Inc.
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Abstract
Coeliac disease (CD) is a gluten-dependent inflammatory disease of the small bowel that affects up
to 1% of the global population. Herein, the presence of ulcers, erosions, or strictures in the
duodenum for non-advanced cases of CD is a rarity. Case report: We present a clinical case of a 17year-old girl, who from the age of 9, had suffered from erosive Helicobacter pylori (HP)-associated
gastritis and erosive duodenitis. At 16, she was diagnosed with a duodenal ulcer, complicated by
cicatricial deformity of the bulb. While an atypical course in the development of the disease had led
to the initial delay in diagnosis, a serum study and an intestinal biopsy confirmed CD. Discussion: A
recent study found an elevated rate of peptic ulcer disease in patients with CD. From literature
searches, comorbid HP infection and CD have indeed been widely reported, whereas cases
highlighting the prevalence of CD-associated peptic ulcers have been observed and reported in only
a few instances. Consequently, greater awareness is warranted and must be exercised for
identifying the origins of ulcerative lesions that may be CD-related or -derived.
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Abstract
The frequency of celiac disease (CD) has increased along time, with relevant changes reported in
geographical variations, clinical presentation and nutritional repercussions. In recent years, some
celiac patients are presenting overweight/obesity, but it is unclear how frequent this is and to what
extent undernutrition remains a concern. This is relevant because CD tends to be overlooked in
overweight patients. With this in mind, we assessed age at diagnosis, clinical characteristics and
nutritional status of 155 celiac patients diagnosed between 1994-2017 in four pediatric hospitals in
Santiago, Chile. Since 2003, the number of patients diagnosed has increased (p < 0.0033), coinciding
with antitransglutaminase and antiendomysial antibodies becoming available to public health
systems. In 2000, 4.5% of patients were asymptomatic at diagnosis, suggesting that active search is
not routinely applied. Gastrointestinal symptoms plus failure to thrive were significantly more
frequent under 2 years (p = 0.0001). Nutritional status has improved at diagnosis and during follow
up, but undernutrition remains more frequent in children <2 and <5 years (p < 0.002 and p < 0.0036,
respectively). Overweight at diagnosis was reported in 2002 and obesity in 2010. After initiating
treatment, since 2010, patients changing from undernourishment to overweight has sometimes
been observed after only 6 months on a gluten-free diet.
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Abstract
Coeliac disease (CD) is a complex condition resulting from an interplay between genetic and
environmental factors. When diagnosing the condition, serological testing and genotyping are useful
in excluding CD, although the gold standard of testing is currently histopathological examination of
the small intestine. There are drawbacks associated with this form of testing however and because
of this, novel forms of testing are currently under investigation. Before we develop completely novel
tests though, it is important to ask whether or not we can simply use the data we gather from
coeliac patients more effectively and build a more accurate snapshot of CD through statistical
analysis of combined metrics. It is clear that not one single test can accurately diagnose CD and it is
also clear that CD patients can no longer be defined by discrete classifications, the continuum of
patient presentation needs to be recognised and correctly captured to improve diagnostic accuracy.
This review will discuss the current diagnostics for CD and then outline novel diagnostics under
investigation for the condition. Finally, improvements to current protocols will be discussed with the
need for a holistic "snapshot" of CD using a number of metrics simultaneously.
©The Author(s) 2019. Published by Baishideng Publishing Group Inc. All rights reserved.
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Abstract
INTRODUCTION:
Patients with established coeliac disease (CD) can present with signs and symptoms requiring small
bowel capsule endoscopy (SBCE) to assess for persistent disease beyond the duodenum and to rule
out complications. There is paucity of data on extent of disease on SBCE in relation to histology,
clinical and serological parameters. The aim of this study was to assess the relationship between
symptoms, CD serology and Marsh classification of disease and extent of disease on SBCE in patients
with established CD.

METHODS:
Hundred patients with established CD and 200 controls underwent a SBCE. SBCEs were reviewed by
expert reviewers. Extent of disease on SBCE, CD findings and small bowel transit were recorded.

RESULTS:
Considering duodenal histology (D2; Marsh 3a or above) as the gold standard for diagnosing CD
activity, the sensitivity of SBCE to delineate active disease was 87.2%. The specificity was 89.0%. Age
at SBCE (P=0.006), albumin (P=0.004) and haemoglobin (P=0.0001), Marsh score of histology from
the duodenal bulb (D1) (P=0.0001) and the second part of the duodenum (P=0.0001), refractory CD
(P=0.007) on histology correlated with extent of affected small bowel (SB) mucosa on univariate
analysis. On multiple regression analysis, albumin (P=0.036) and Marsh score of histology (D1)
(P=0.019), vitamin B12 (P=0.001) and folate levels (P=0.008) were statistically significant. Extent of
affected SB mucosa (11.0% vs 1.35%) was greater in patients with complications including those
with refractory CD (P=0.008).

CONCLUSIONS:

This is the first study showing correlation between extent of disease and severity of duodenal
histology, markers of malabsorption such as folate levels and vitamin B12 and complications of CD.
Copyright © 2019 Elsevier Masson SAS. All rights reserved.
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Abstract
Celiac disease (CD) is a food enteropathy that occurs in genetically susceptible individuals following
the ingestion of gluten. Both gluten cytotoxicity and immunity activation play a role in CD
pathogenesis; however, the chronological assessment of the different pathogenic mechanisms
remains elusive. The models developed so far have only partially addressed this issue. Herein,
Ab°DQ8 transgenic mice were administered wheat gliadin and indomethacin for 10 days to induce
enteropathy. Gliadin-induced alteration of the small intestinal architecture was associated with
increased expression of tissue transglutaminase in the lamina propria and a marked hypoxic
environment. Enteropathic mice showed activation of innate immunity, featuring an increase of proinflammatory IFN-γ and IL-15 mRNAs, as well as CD11c+CD103+, CD11b+CD11c+, and CD11b+CD103+
dendritic cell subsets. However, the temporal assessment of examined parameters indicated that
the induction of innate immunity during the generation of the mucosal lesion, occurred belatedly,
highlighting a major role of gliadin intrinsic cytotoxicity in the pathogenic mechanism of this model.
These results have important implications for the use of this model to test the impact of
biotechnological interventions to reduce the cytotoxicity of gliadin.
Copyright © 2020 Elsevier GmbH. All rights reserved.
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Abstract
The reliability and comparability of gluten analytical results in gluten-free foods is hampered by the
lack of reference materials (RM). This is partly caused by the yet incomplete knowledge of the effect
of genetic and environmental variability of wheat proteins on immunochemical analyses, which
affects the choice of gluten source to be applied for RM production. We investigated the genetic
variability and the effect of harvest year on the protein composition of five previously selected
wheat cultivars. We also compared the magnitude of these effects on ELISA results to get closer to
the question of choosing individual cultivar or a mixture as an RM. Our results proved that the
application of a blend for this purpose is advantageous. The candidates were also produced on pilot

scale to investigate the feasibility of upscaling. The results of comparison studies showed that the
pilot scale blended flour can also be suitable for RM.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
INTRODUCTION:
Isolated dissections of the celiac artery after blunt trauma are rarely described. This retrospective
analysis and systematic review analyzes epidemiology, radiological examinations, patterns of
injuries, therapeutic measures, clinical courses, and outcomes.

MATERIALS AND METHODS:
Retrospective analysis of "polytraumatized" patients admitted between 1997 and 2012 to a Trauma
Center Level I. Systematic literature search on pubmed.gov, eurorad.org, and google.com.

RESULTS:
Isolated traumatic dissections of the celiac artery had an incidence 0.17% in a retrospective
collective (n = 9). Mean age was 31.7 years in six male (66.7 %) and three female (33.3 %) patients.
Systematic literature search identified 12 primary sources describing 13 males (100 %) with a mean
age of 41.3 years. Traffic accidents and falls were the most common causes of injury. An "intimal
flap" (77.7%) and a "thrombosed false lumen" (59.1 %) were the most common CT findings. 22
patients were analyzed. 16 patients were treated conservatively. The celiac artery was bypassed in
two symptomatic patients. One patient was treated with a stent. Two patients died due to massive
bleeding, one died due to liver failure. 19 discharged patients were asymptomatic upon follow-up.
Long-term follow-up with MRA showed stable dissections (n = 1), medium stenosis (n = 1),
resolution of the dissection (n = 2), high-grade stenosis of the celiac artery combined with a small
pseudoaneurysm (n =1), or occlusion of the celiac artery with sufficient collateralization (n = 3).
Pharmaceutical treatment was individualized with low-molecular-weight heparin, heparin, or
warfarin, and acetylicsalicylic acid.

CONCLUSIONS:
Traumatic celiac artery dissections are mostly caused by traffic accidents and falls. Visceral perfusion
should be monitored clinically and radiologically. Beginning visceral ischemia requires early invasive
treatment. Endovascular and open surgery are possible options. Benefits of specific pharmaceuticals
are still up for debate. Follow-up via MRI or CTA are essential to rule out vascular complications.

LEVEL OF EVIDENCE:
III Retrospective therapeutic study and systematic literature review.
Copyright © 2020. Published by Elsevier Inc.
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Abstract
BACKGROUND AND AIMS:
Seronegative villous atrophy (SNVA), raised intraepithelial lymphocytes (IELs) and crypt hyperplasia
on duodenal histology can be secondary to celiac disease (CD) or other causes such as medications
or infections. Our aims were to assess the role of small-bowel capsule endoscopy (SBCE) in these
patients and to ascertain whether findings on SBCE at diagnosis can predict disease outcome.

METHODS:
Patients (177) with SNVA, IELs +/-crypt hyperplasia on duodenal histology were studied. These
patients all had an equivocal diagnosis of CD.

RESULTS:
Overall, 56 (31.6%) patients had a positive SBCE. Most patients had disease affecting the proximal
third of the small bowel (SB) (33, 58.9%). The diagnostic yield of SBCE was 40.0% (22 patients),
51.4% (18 patients), 27.0% (10 patients), and 14.0% (7 patients) in patients with an unknown cause
for SNVA (SNVA-UO), patients with SNVA who responded to a gluten-free diet (SNVA-CD), SNVAKNOWN CAUSE, patients with railed intraepithelial lymphocytes +/- crypt hyperplasia respectively.
In SNVA-UO, SBCE at diagnosis was more likely to be positive in patients with persistent SNVA (10,
90.9%) and persistent SNVA with lymphoproliferative features (4, 80.4%) than patients with
spontaneous resolution of SNVA (8, 20.5%) (p=0.0001). All patients in the SNVA-CD group who

eventually developed adverse events had a positive SBCE (p=0.022). They also had more extensive
SB disease than those without adverse events (50% vs 1% p=0.002). More-extensive SB disease on
SBCE correlated with a higher SNVA-related mortality in patients with SNVA-UO and SNVA-CD
(p=0.019). Severity of histology did not correlate with mortality (p=0.793).

CONCLUSIONS:
A positive SBCE at diagnosis predicts a worse outcome. More importantly, more extensive disease in
these patients is associated with poor survival. Targeting patients with extensive disease at
diagnosis with more aggressive therapy can help to improve prognosis.
Copyright © 2020 American Society for Gastrointestinal Endoscopy. Published by Elsevier Inc. All
rights reserved.
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Abstract
Patients with chronic urticaria (CU) often ask about dietary modification. Research has indicated
that specific dietary changes may be helpful in a subset of patients. Immunological food reactions
are rare, but potential triggers of CU include those seen in certain settings, as in patients with a
history of tick bites, a history of raw or marinated fish ingestion, or those with celiac disease.
Nonimmunological food intolerances may also contribute, although mechanism of action is not well
understood. Trials of pseudoallergen-free diets and low-histamine diets have resulted in partial
remission in a subset of patients, while oral provocation testing has confirmed that some patients
experience worsening of symptoms after ingestion of food additives, tomatoes, herbs, seafood,
alcohol, and other foods. An increased prevalence of vitamin D deficiency has also been noted in
patients with CU compared with healthy controls. While oral antihistamines remain the mainstay of
therapy in CU, education on potential dietary factors may be offered to a selection of the group of
patients. For those at risk or reporting symptoms suggestive of celiac disease, vitamin D deficiency,
delayed reactions to mammalian meat, or exposure to raw fish, further workup is recommended.

While education on dietary modification may be offered to other patients, this approach may
benefit only a subset, and no test is available to identify these patients. A minimum of 3 weeks may
be needed to determine response, and only specific diets that have been systematically studied
should be considered. Any elimination diet should be used with caution because of the potential for
nutritional deficiencies.
Copyright: ©2019 Jaros et al.
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Abstract
BACKGROUND AND AIMS:
Intestinal diseases are regarded as a common cause of anemia, but the diagnostic outcomes of
children with anemia undergoing endoscopic investigations are unclear. We investigated this issue
in a large cohort of children.

METHODS:
Indications for and findings of consecutive gastrointestinal endoscopies were collected. Clinical
presentation and diagnostic outcomes were compared between anemic and nonanemic patients,
and between anemic patients with and without a diagnosis. Diagnoses received during follow-up
were collected.

RESULTS:
Out of 2,395 consecutive endoscopies, 251 children with and 613 without anemia had undergone
either diagnostic esophagogastroduodenoscopy (51.4% and 51.4% respectively), colonoscopy (4.0%
and 11.4%), or both (45.8% and 37.8%). Children with anemia more often received diagnoses (72.9%
vs 39.3%; OR, 4.18; 95% CI, 3.03-5.77), particularly of celiac disease (26.3% vs 15.5%, p<0.001) and
of inflammatory bowel disease (31.1% vs 9.1%, p<0.001) than did nonanemic children. Diagnosis in
anemic patients was predicted by age 5 to 12 years (OR, 3.52; 95% CI, 1.27-9.75), presence of
diarrhea (OR, 2.04; 95% CI, 1.07-3.90), melena/hematochezia (OR, 2.40; 95% CI, 1.17-4.92), poor
growth (OR, 3.94; 95% CI, 1.70-9.15), positive celiac serology (OR, 11.81; 95% CI, 3.47-40.12), high
calprotectin (OR, 12.86; 95% CI, 4.00-41.32), hypersedimentation (OR, 2.65; 95% CI, 1.29-5.44), and
hypoalbuminemia (OR, 5.05; 95% CI, 1.56-16.34). Thirty children with anemia (12.0%) had no
gastrointestinal symptoms and 22 of them (73.3%) were given diagnoses at the time of the
endoscopies. All 22 were seen with additional laboratory abnormalities, whereas these were
present in only 2 of the 8 undiagnosed children. None of them were diagnosed later in the follow-up
of up to 11 years, in contrast to 4 (6.7%) of all anemic and 33 (8.9%) of nonanemic patients.

CONCLUSION:
Anemia increased the probability of being given a diagnosis, emphasizing its importance as an alarm
symptom. However, endoscopies in anemic patients without additional symptoms or laboratory
abnormalities seldom improved the diagnostic yield.
Copyright © 2020 American Society for Gastrointestinal Endoscopy. Published by Elsevier Inc. All
rights reserved.
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Abstract
PURPOSE:
To review and highlight the ocular manifestations associated with celiac disease (CD) and
presentation of their pathogenetic mechanisms.

METHODS:
A thorough review of the literature was performed using PubMed to identify articles about serrated
polyposis syndrome. The search was performed using the search string: ("celiac disease" OR "coeliac
disease") AND ("ocular manifestations" OR "eye" OR "orbitopathy" OR "uveitis" OR "neuroophthalmic manifestations"). Only articles in English were reviewed.

RESULTS:
Several ocular symptoms and disorders have been associated with CD and are a result of defective
intestinal absorption and immunological mechanisms. These include nyctalopia, dry eye, cataract,
thyroid-associated orbitopathy, uveitis, central retinal vein occlusion and neuro-ophthalmic
manifestations. In addition, CD-related ocular disease may represent the first manifestation of CD.

CONCLUSION:
CD may hold accountable for the development of ocular diseases of obscure etiology.
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Abstract
OBJECTIVES:
To determine the prevalence of celiac disease (CeD) in children with short stature (SS) and growth
hormone deficiency (GHD).

METHODS:
This is a retrospective study of patients with isolated SS and GHD, diagnosed during the period 2002
to 2016. Their medical records were reviewed and serum tissue transglutaminase (tTG) antibody
results retrieved. Patients with positive serology results underwent upper gastrointestinal
endoscopy and small bowel biopsy to confirm the diagnosis of CeD. Clinical, anthropometric, and
laboratory data were recorded for all patients.

RESULTS:
Of the 351 patients identified with GHD, 199 (56.7%) were male. The mean age±SD was 9.0±3.7
years (range: 2-17.6 years), and the mean±SD height-for-age z score was -2.9±1.3. Partial GHD
constituted 42.2% and severe GHD constituted 57.8% of GHD diagnoses. The mean growth hormone
(GH) peak level was 5.8±3.9 ng/ml. Forty-seven patients (13.4%) had positive serology, and 14 (4%)
had biopsy-proven CeD. No predictors could be identified through binary logistic regression analysis.

CONCLUSION:

A prevalence of CeD seropositivity was found in 13.4% and overt CeD in 4% of children with GHD.
The finding of GHD should not preclude the search for CeD, because the majority will potentially
improve on a gluten-free diet (GFD).
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Abstract
Small bowel adenocarcinoma (SBA) is a rare tumour. We conducted a prospective cohort to describe
the prevalence, survival and prognostic factors in unselected SBA patients. The study enrolled
patients with all stages of newly diagnosed or recurrent SBA at 74 French centres between January
2009 and December 2012. In total, 347 patients were analysed; the median age was 63 years (range
23-90). The primary tumour was in the duodenum (60.6%), jejunum (20.7%) and ileum (18.7%). The
prevalence of predisposing disease was 8.7%, 6.9%, 1.7%, 1.7% and 0.6% for Crohn disease, Lynch
syndrome, familial adenomatous polyposis, celiac disease and Peutz-Jeghers syndrome,
respectively. At diagnosis, 58.9%, 5.5% and 35.6% of patients had localised and resectable, locally
advanced unresectable and metastatic disease, respectively. Crohn disease was significantly
associated with younger age, poor differentiation and ileum location, whereas Lynch syndrome with
younger age, poor differentiation, early stage and duodenum location. Adjuvant chemotherapy
(oxaliplatin-based in 89.9%) was performed in 61.5% of patients with locally resected tumours. With
a 54-months median follow-up, the 5-year overall survival (OS) was 87.9%, 78.2% and 55.5% in
Stages I, II and III, respectively. The median OS of patients with Stage IV was 12.7 months. In
patients with resected tumours, poor differentiation (p = 0.047) and T4 stage (p = 0.001) were
associated with a higher risk of death. In conclusion, our study showed that the prognosis of
advanced SBA remains poor. Tumour characteristics differed according to predisposing disease. In
SBA-resected tumours, the prognostic factors for OS were grade and T stage.
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Abstract
OBJECTIVES:
To determine the incidence of self-reported non-coeliac wheat sensitivity (SR-NCWS) and factors
associated with its onset and resolution; to describe the prevalence of factors associated with gluten
avoidance.

DESIGN:
Longitudinal cohort study; analysis of responses to self-administered validated questionnaires
(Digestive Health and Wellbeing surveys, 2015 and 2018).

SETTING, PARTICIPANTS:
Subset of an adult population sample randomly selected in 2015 from the electoral rolls for the
Newcastle and Gosford regions of New South Wales.

MAIN OUTCOME MEASURES:
Prevalence of SR-NCWS (2015, 2018) and incidence and resolution of SR-NCWS, each by
demographic and medical factors; prevalence of gluten avoidance and reasons for gluten avoidance
(2018).

RESULTS:
1322 of 2185 eligible participants completed the 2018 survey (response rate, 60.5%). The
prevalence of SR-NCWS was similar in 2015 (13.8%; 95% CI, 12.0-15.8%) and 2018 (13.9%; 95% CI,
12.1-15.9%); 69 of 1301 respondents (5.3%) reported developing new onset (incident) SR-NCWS
between 2015 and 2018 (incidence, 1.8% per year). Incident SR-NCWS was significantly associated
with a diagnosis of functional dyspepsia, and negatively associated with being male or older. Gluten
avoidance was reported in 2018 by 24.2% of respondents (20.5% partial, 3.8% complete avoidance);
general health was the most frequent reason for avoidance (168 of 316 avoiders, 53%). All 13
participants with coeliac disease, 56 of 138 with irritable bowel syndrome (41%), and 69 of 237 with
functional dyspepsia (29%) avoided dietary gluten.

CONCLUSIONS:
The prevalence of SR-NCWS was similar in 2015 and 2018. Baseline (2015) and incident SR-NCWS
(2018) were each associated with functional gastrointestinal disorders. The number of people
avoiding dietary gluten exceeds that of people with coeliac disease or SR-NCWS, and general health
considerations and abdominal symptoms are the most frequently reported reasons for avoidance.
© 2020 AMPCo Pty Ltd.
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Abstract
The small intestinal (SI) epithelium harbors a heterogeneous population of lymphocytes that
mediate mucosal damage and repair in celiac disease (CD). The composition and roles of human
proximal SI intra-epithelial innate lymphoid cells (ILCs), and their alterations in CD, are not well
understood. We report that duodenal intra-epithelial ILCs predominantly consist of natural killer
(NK)p44+ CD127- cytotoxic ILC1s and NKp44- CD127+ helper ILC1s, while ILC3s only represent a minor
population. In patients with newly diagnosed or active CD (ACD) and refractory CD type 1 (RCD I),
the frequency of SI NKp44+ ILCs is decreased, with restoration of NKp44+ ILC frequency observed in
patients adhering to a gluten-free diet who show evidence of mucosal healing. Moreover, the
frequency of SI NKp44- ILCs is increased in ACD and RCD I patients and correlates with the severity of
villous atrophy and epithelial damage, as assessed by serum levels of fatty acid binding protein 2
(FABP2). We show that the ILC alterations in CD represent a phenotypic shift of cytotoxic ILC1s
rather than an increase in helper ILC1s or transdifferentiation of ILC1s to ILC3s, and activationinduced loss of NKp44 by cytotoxic ILC1s is associated with increased interferon (IFN)-γ expression
and release of lytic granules. These findings suggest that intra-epithelial NKp44- CD127- cytotoxic
ILC1s may contribute to mucosal damage in CD.
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Abstract
Gluten-related disorders, including celiac disease, wheat allergy, and nonceliac gluten sensitivity
(NCGS), are increasingly reported worldwide. Celiac disease is caused by an immune-mediated
reaction to ingested gluten in genetically susceptible persons. NCGS is largely a diagnosis of
exclusion when other causes of symptoms have been ruled out. All patients with celiac disease
should be referred to a registered dietitian nutritionist with expertise in celiac disease and a
gastroenterologist who specializes in celiac disease and malabsorptive disorders, and they should

remain on a strict gluten-free diet indefinitely. This article provides an overview of gluten- and
wheat-related disorders.
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Abstract
BACKGROUND:
Intestinal coeliac auto-antibodies are the marker of coeliac disease (CD). Since the determination of
these antibodies is still not widely available, we used immunoassays to identify the most suitable
technology for revealing intestinal auto-antibodies in the wide clinical spectrum of CD.

METHODS:
Intestinal auto-antibodies have been prospectively investigated in CD suspected children using two
immunoassays: intestinal-deposits of IgA anti-tissue transglutaminase antibodies (anti-tTG) and
biopsy-culture IgA anti-endomysium (AEA). Intestinal IgM antibodies have been determined in IgAdeficient subjects.

FINDINGS:

Two-hundred and twenty-one suspected CD patients were enrolled. Intestinal antibodies were
tested positive for both assays in classical CD patients (n = 178) with villous atrophy and positive
serum-CD antibodies, potential CD patients (n = 16) with normal intestinal mucosa and positive
serum-CD antibodies, and pre-potential CD patients (n = 14) with normal intestinal mucosa and
negative serum-CD antibodies. In 13/221 with normal intestinal mucosa, negative CD-serum
antibodies and negative intestinal antibodies CD has been excluded. All classical, 14/16 potential
and 11/14 pre-potential CD patients on gluten-free diet (GFD) improved their symptoms. In 9/11
pre-potential patients intestinal antibodies disappeared on GFD. Both assays were negative in 69/71
control subjects. The two assays showed high diagnostic sensitivity (100%) and specificity (99%).

INTERPRETATION:
Intestinal CD-antibodies make prompt diagnosis in the wide clinical spectrum of CD reducing the
delay in diagnosis and treatment, especially in pre-potential CD patients. The easy handling biopsy
culture assay is an effective diagnostic tool which should be carried out by any gastroenterology unit
to recognize all CD clinical manifestations.

FUNDING:
Interreg Central-Europe, IRCCS "Burlo Garofolo".
Copyright © 2019 The Authors. Published by Elsevier B.V. All rights reserved.
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Abstract
OBJECTIVES:
The purpose of this paper is to systematically review and meta-analyze the published data on the
comparison of the health-related quality of life (HRQOL) in children and adolescents with celiac
disease (CD) and healthy children. Moreover, the meta-analysis was performed to compare the
parent proxy-report and child self-report of HRQOL.

METHODS:
The databases of PubMed, Embase, Scopus, and Cochrane library were searched from inception to
April 2019 to identify observational studies that evaluated the HRQOL in children with CD. Studies
comparing the HRQOL in celiac patients and healthy children, and also comparing the parent's
proxy-report and child self-report of HRQOL were included. Comprehensive meta-analysis software
was used for statistical analysis.

RESULTS:
Through our systematic search, 26 articles met our predefined inclusion criteria. The result of our
meta-analysis on studies using the PedsQL questionnaire showed that the total score of HRQOL was
not significantly different between celiac patients and healthy controls (SMD [95%CI]:-0.11[-0.45,
0.23], p = 0.52). The result of our meta-analysis showed that the parents reported the child's diet
and communication scores lower than that of children. Only four out of eleven studies showed a
significant correlation between HRQOL and gluten-free diet (GFD) compliance and two of four
studies showed a significant negative association between HRQOL and age at diagnosis.

CONCLUSIONS:
The results of the present study showed that there was no significant difference between children
with CD and healthy controls regarding HRQOL. Moreover, the parental perception of their
children's HRQOL was lower than the children's perception.
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Abstract
Functionalized wheat gluten (WG) protein particles with the ability to absorb fluids within the
superabsorbent range are presented. Ethyleneditetraacetic dianhydride (EDTAD), a nontoxic
acylation agent, was used for the functionalization of the WG protein at higher protein content than
previously reported and no additional chemical cross-linking. The 150-550 μm protein particles had
50-150 nm nanopores induced by drying. The EDTAD treated WG were able to absorb 22, 5, and 3
times of, respectively, water, saline and blood, per gram of dry material (g/g), corresponding to
1000, 150 and 100% higher values than for the as-received WG powder. The liquid retention
capacity after centrifugation revealed that almost 50% of the saline liquid was retained within the
protein network, which is similar to that for petroleum-based superabsorbent polymers (SAPs). An
advantageous feature of these biobased particulate materials is that the maximum swelling is
obtained within the first 10 min of exposure, that is, in contrast to many commercial SAP
alternatives. The large swelling in a denaturation agent (6 M urea) solution (about 32 g/g) suggests
that the secondary entangled/folded structure of the protein restricts protein network expansion
and when disrupted allows the absorption of even higher amounts of liquid. The increased liquid
uptake, utilization of inexpensive protein coproducts, easy scalable protocols, and absence of any
toxic chemicals make these new WG-based SAP particles an interesting alternative to petroleumbased SAP in, for example, absorbent disposable hygiene products.
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Abstract
Background/Aims:
Celiac disease (CD) is an immune-mediated enteropathy triggered by gluten ingestion in genetically
susceptible individuals. This study reports on the quality of life (QOL) of Saudi children and
adolescents with CD.

Patients and Methods:
This is a case control study that included Saudi patients with CD, aged 9-18 years, who attended CD
Clinic at KAU between February 2017 and July 2018. The study was conducted using the Short-Form
(SF-36) questionnaire for all candidates, CD-specific QOL questionnaire for the CD patients group,
and CD screen questionnaire for the control group.

Results:
Overall, 354 subjects were studied (111 CD patients and 243 control). Female subjects constituted
56.8% of both patient and control groups. In the generic SF-36 questionnaire, QOL was comparable
between patients and controls in all domains except for the general health domain, which showed
difference in favor of the controls (55.01 ± 26.41 and 62.96 ± 18.16, P = 0.005). We also found that
males have lower QOL scores in the domains comprising health change (P = 0.02), physical
functioning (P = 0.04, role functioning/emotional and emotional well-being (P = 0.049). The CDspecific QOL showed excellent and good scores for 79.3% of patients overall in the tested domains.
Patients with poor adherence showed poor QOL in all generic (SF-36) domains but not in CD-specific
domains.

Conclusion:

The HRQOL for Saudi CD children on GFD is generally comparable to the healthy control with
exception of the general health domain. Adherence to the GFD improves the generic (SF-36) QOL
domains.
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Abstract
In literature, there are conflicting opinions on the development of cardiovascular disease risk in
patients with coeliac disease (CD). The aim of the research was to identify in young subjects without
cardiovascular risk factor and newly diagnosed CD, alterations in different instrumental parameters
that are associated with an augmented cardiovascular risk. Twenty-one consecutive young adults
with a new diagnosis of CD and without cardiovascular risk factors were prospectively enrolled and
underwent transthoracic echocardiography to analyse ascending aorta elastic properties [including
tissue Doppler imaging strain (TDI-ε)] and left ventricular 2D strains (global longitudinal, radial and
circumferential), and applanation tonometry by SphygmoCor. Cases were compared with 21 age-

and sex-matched healthy controls. Mean age of the cases was 38 ± 9 years and 15 of them (71%)
were female. Brachial and central blood pressure was higher in the CD group. Elastic properties of
the ascending aorta were all impaired in the CD group: TDI-ε was altered in 57% of cases (0% of
controls, p < 0.001). Concentric remodelling and grade I diastolic dysfunction were present in 38%
and 24% of cases, respectively (0% of controls, p < 0.001). Global longitudinal strain was normal in
all subjects, while radial and circumferential strain were altered in 67% and 35%, respectively (0% of
controls, p < 0.001). In young subjects without cardiovascular risk factor, a newly diagnosed CD is
associated with altered aortic elastic properties, left ventricular concentric remodelling and diastolic
dysfunction and altered radial and circumferential strain.
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Abstract
Lymphocytic gastritis (LG) is an uncommon reaction pattern of gastric injury characterized by
intraepithelial lymphocytosis of the surface foveolar epithelium and chronic inflammation in the
lamina propria. It most commonly occurs in association with gluten-sensitive enteropathy,
Helicobacter pylori gastritis, non-steroidal anti-inflammatory drugs, and microscopic colitis. While
the topography of LG has been described in gluten-sensitive enteropathy and H. pylori infection, no
definite morphologic features have been used to further subcategorize LG based on possible
etiologies. Furthermore, new immunotherapy agents have been associated with lymphocytic
infiltrate in the gastrointestinal tract, but their association with LG has not been reported. Cases of
LG were collected from our institution in the period between August 2011 and September 2017. The

topography of LG and morphologic features such as glandular microabscesses, intestinal metaplasia,
lymphoid aggregates, surface vs pit distribution of lymphocytes, and number of intraepithelial
lymphocytes per 100 epithelial cells were assessed for each case using the updated Sydney System
where applicable. Twenty-seven cases of LG were identified in the recent 6-year period at our
institution. Gluten-sensitive enteropathy is the main reported cause of LG followed by NSAID injury.
Cases of LG associated with gluten-sensitive enteropathy are antral predominant, those associated
with H. pylori are body predominant, and those occurring in the setting of NSAID injury show
pangastritis. Glandular microabscesses are observed in all cases of LG associated with H. pylori, and
not in the setting of GSE or NSAID injury. In addition, a case of LG associated with melanoma
immunotherapy has been identified. Topography and morphology of lymphocytic gastritis may point
to the cause of injury, allowing for proper treatment of the underlying disease.
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Abstract
BACKGROUND:
Celiac disease (CD) is a systemic immune-mediated disorder developing in HLA genetically
predisposed individuals carrying HLA-DQ2 and/or HLA-DQ8 molecules. Recent evidences supported
a predominant importance of HLA-DQB1 locus and, in particular, HLA-DQB1*02 alleles. This
diagnosis is poorly considered in Kazakhstan, because of the assumption that CD is not prevalent in
this population.

OBJECTIVE:
To demonstrate that the genetic predisposition to CD in Kazakhstan is not negligible and is actually
comparable to Western populations.

METHODS:
Through the analysis of HLA-DQ genotypes of healthy bone marrow donors from Kazakhstan's
national registry, we estimated the HLA-related genetic predisposition to CD in the country.

RESULTS:
We demonstrated that the frequency of CD-related HLA-DQB1 alleles and, as a consequence, of
predisposed individuals to CD in Kazakhstan is significant and comparable to countries with the
highest disease prevalence.

CONCLUSION:

Considering the dietary style in Kazakhstan, including wheat as a staple food, these results provided
a preliminary background of knowledge to expect a significant CD prevalence in Kazakhstan and
Central Asia by implementing appropriate and cost-effective diagnostic strategies.
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Abstract
BACKGROUND:
Iron deficiency is a major cause of anemia in older people. Increasing the knowledge on the
predictors of iron-deficiency anemia (IDA) may facilitate its timely diagnosis.

AIM:

To investigate the predictors of IDA in older people in four European countries.

DESIGN AND SETTING:
Retrospective longitudinal study. Primary care patients aged 65 or older (N = 24,051) in four
European countries.

METHODS:
IDA predictors were estimated using multivariate Cox regression based on information gathered
from national primary care databases: Italy (years 2002-2013), Belgium, Germany and Spain (years
2007-2012). Adjusted hazard ratios (aHR) with 95% confidence intervals (CIs) were estimated.

RESULTS:
In Spain and Belgium, men were at greater risk of IDA than women, while they had a lower risk in
Italy. Weakness, irritability, alopecia and xerostomia were signs and symptoms significantly
associated with IDA. Concurrent diseases, potential causes of anemia, positively associated with IDA
were small bowel polyposis, stomach cancer, obesity, gastritis and peptic ulcer, esophagitis, Crohn's
disease, celiac disease, lymphangiectasis, gastrectomy or gastric atrophy, gut resection or bypass,
and cardiac prosthetic valve. Aspirin users had a 12-35% higher hazard of IDA than non-users.
Similarly, corticosteroids and anti-acids were positively associated with IDA. A higher level of
comorbidity was associated with an increased hazard of IDA in all countries.

CONCLUSIONS:
Specific signs and symptoms, chronic conditions, a greater comorbidity burden, and specific
pharmacological treatments registered in primary care databases represent relevant predictors and
correlates of incident IDA in older people in Europe. General practitioners might employ this
information to obtain early diagnosis of IDA in community-dwelling older adults.
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Abstract
Baking soda (NaHCO3) has critical technological functions in cookie products. Health concern on
excessive sodium consumption is increasing; therefore, it is necessary to explore NaHCO3
alternatives, such as KHCO3, for bakery products. This study investigated the impact of KHCO3 on the
technological behaviors of cookie dough and end-uses in comparison with control samples prepared
with NaHCO3 and explore the changes of physicochemical and conformation properties of soft
wheat gluten during the process. Dough rheological measurements demonstrated that addition of
KHCO3 reduced dough stickiness, and adding KHCO3 achieved similar dough and baking
performances as using NaHCO3, which were partially attributed to the decrease of gliadin to
glutenin ratio, changes of secondary structure, and intensive aggregation of gluten by introducing
KHCO3. Cookie sensory attributes were also not adversely affected by using KHCO3. Therefore,
partially replacing NaHCO3 with KHCO3 in cookie products can be an effective approach for sodium
reduction.
© 2019 Published by Elsevier Ltd.
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Abstract
Salmonella spp. is one of the top foodborne pathogens associated with low-moisture foods and they
exhibit significant resistance to conventional thermal treatments. UV light pulses emitted from light
emitting diode (LED) has shown antimicrobial potential in high-moisture foods and water. However,
limited information is available about the antimicrobial potential of UV light with different
wavelengths, including 395 nm in low-moisture foods. The objectives of this study were to
investigate the antimicrobial potential of 395 nm pulsed LED light in wheat flour and the resulting
quality changes. This study demonstrated a maximum 2.91 log reduction of Salmonella cocktail in
wheat flour treated with 395 nm pulsed LED for 60 min in a semi-closed system. Oxidation occurred
in wheat flour after 30 and 60 min exposure to the 395 nm LED, which subsequently led to
bleaching, and polymerization of gluten components through disulphide linkage. The water holding
capacity of gluten was reduced by oxidation, and the contents of secondary structures were altered
significantly after pulsed LED treatment, but the rheological properties were not deteriorated. The
disulfide bond formation naturally happens during dough formation and the oxidation triggered by
pulsed LED treatment may play a role on accelerating this process. The 395 nm pulsed LED
treatment could be a promising decontamination technology for wheat flour with an additional
benefit of bleaching of the flour without chemicals. INDUSTRIAL RELEVANCE: A number of
foodborne outbreaks and recalls have been related to low-moisture foods in these decades and
recently several outbreaks were reported due to the occurrence of Salmonella in wheat flour.
However, it is difficult to solve this problem through conventional thermal approaches because of
the increased thermal resistance of Salmonella at low water activity environment. The emerging LED
light source can produce light with monochromatic wavelengths without the use of mercury vapor
lamps. It also has high durability, low heat generation, and is relatively easy to be adapted in an
existing production line. Therefore, there is a great potential of using certain UV wavelengths
emitted from LED to disinfect the low-moisture foods in food industries. To the best of our
knowledge, no research was conducted on decontamination of wheat flour by using LEDs and only
limited studies are available on the influence of pulsed LED treatment on food quality. The aim of
this study was to explore the possibility of using 395 nm pulsed LED treatment as a novel tool for
decontamination of Salmonella in a low-moisture food product (wheat flour) with industrial
feasibility, and investigate the influence of the pulsed LED treatment on quality changes in the
product.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
The human leukocyte antigen (HLA) locus is strongly associated with T cell-mediated autoimmune
disorders. HLA-DQ2.5-mediated celiac disease (CeD) is triggered by the ingestion of gluten, although
the relative roles of genetic and environmental risk factors in CeD is unclear. Here we identify
microbially derived mimics of gliadin epitopes and a parental bacterial protein that is naturally
processed by antigen-presenting cells and activated gliadin reactive HLA-DQ2.5-restricted T cells
derived from CeD patients. Crystal structures of T cell receptors in complex with HLA-DQ2.5 bound
to two distinct bacterial peptides demonstrate that molecular mimicry underpins cross-reactivity

toward the gliadin epitopes. Accordingly, gliadin reactive T cells involved in CeD pathogenesis crossreact with ubiquitous bacterial peptides, thereby suggesting microbial exposure as a potential
environmental factor in CeD.
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Abstract
The quality perception of gluten-free beer was explored using conjoint analysis with a panel of
Polish millennials (n = 200; aged 20 to 35), who were given 64 gluten-free beer concepts to evaluate
and score on a 9-point scale of interest (1 = not interested at all; 9 = extremely interested). The
constituent factors of the beer concepts were alcohol content, color, type of malt, price, drinking
location and occasion, bottle size, label claims, type of farming, type of brewer, and bottle closure.
Consumers judged price (38.4%) and alcohol (28.8%) five times more important than the other
factors. Bottle size (5.3%), claims (4.8%), type of brewer (4.8%), malt type (4.6%), bottle closure
(4.0%), beer color (3.6%), drinking location (2.3%), drinking occasion (2.0%), and type of farming
(1.3%) were considered of little importance. The interest of Polish Millennials in gluten-free beer
resulted moderate and not linked to medical needs. Males were more interested in gluten-free
beers and gave more importance to alcohol content and less importance to price, compared to
females. However, for both genders, interest and price were inversely correlated, while interest and
alcohol content were directly correlated. PRACTICAL APPLICATION: The identification of the product
factors that are preferred by consumers is paramount to translate consumers' needs and
expectations into a beer designed to produce the best possible product in a relatively short period.
Including information directly obtained from consumers before final design decisions are taken on
the final beer output, helps ensuring development directions are on target and constitutes a costcompetitive approach to product development.
© 2019 Institute of Food Technologists®.
PMID: 31869860
Similar articles

79. Paediatr Drugs. 2020 Feb;22(1):21-28. doi: 10.1007/s40272-019-00365-3.

Pharmacologic Management of Chronic
Urticaria in Pediatric Patients: The Gap
Between Guidelines and Practice.
Williams PV1,2.
Author information:
1. Department of Pediatrics, Allergy Division, University of Washington School of Medicine, Seattle,
WA, USA. pwilliams@nwasthma.com.

2. Northwest Asthma & Allergy Center, 10333 19th Ave SE, Suite 105, Everett, WA, 98208, USA.
pwilliams@nwasthma.com.

Abstract
Chronic urticaria is an uncommon disorder in children but can present considerable morbidity, as
well as frustration for the healthcare provider and parent. The prevalence is 0.1-0.3% but can vary
considerably by country. Chronic spontaneous urticaria (no identifiable cause) is responsible for 7080% of chronic urticaria, about half of this due to a subtype called chronic autoimmune urticaria
identified by the presence of autoantibodies to IgE or the IgE receptor. Chronic urticaria that is
triggered by external physical stimuli is called chronic inducible urticaria and is present in another
15-20%. Allergies, infection, and other underlying diseases such as thyroid disease, celiac disease, or
Helicobacter pylori infection cause a minor proportion of cases. Chronic urticaria has considerable
impact on quality of life and healthcare costs. An adverse impact on quality of life is more prevalent
in older children and adolescents and can be comparable to other diseases of childhood such as
diabetes and epilepsy. Healthcare costs can be 50% higher than the national estimates for healthy
patients and include more hospitalizations, longer duration of hospitalizations, and more emergency
department (ED) and outpatient visits. Allergic and autoimmune diseases can be comorbidities that
add to healthcare utilization. Resolution can take years. Guidelines are available for diagnosis and
treatment. A good history is the key to identifying the cause. Minimal laboratory tests are required
and should be guided by the history. Patients with easily controlled urticaria may not need any
laboratory tests. Suggested treatment emphasizes the use of non-sedating antihistamines, utilized
in a step-wise fashion beginning with normal doses and advancing the dose based on the response
up to four times the recommended dose for age. Other treatments are left to the urticaria specialist
and are not discussed in this paper. These guidelines are not well utilized based on real-world
studies; sedating antihistamines and oral steroids are overutilized. Medications should be taken
daily, not as needed. Additional medications, if required, should be added to prior medications in a
step-wise fashion. The gap between the guidelines for diagnosis and treatment and what is
happening in the real world needs to be closed to reduce the cost and morbidity associated with this
disorder.
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Abstract
Wheat is one of the most important grains in cereal products. Gluten protein is an important
component of wheat and plays an important role in the human diet. The variations of gluten protein
in you-tiao were investigated in this study during frying, with a view toward a theoretical basis for
the improvement of processing methods and quality in you-tiao. During the processing of you-tiao,
gluten protein altered significantly. Analysis of secondary structure and surface hydrophobicity
indicated that gluten protein molecules were unfolded and decomposed after frying, providing the
opportunity for protein reaggregation. The extractability and sodium dodecyl sulphatepolyacrylamide gel electrophoresis profiles demonstrated the decomposition and reaggregation of
gluten protein. Analysis of the chemical interactions proved that gluten protein molecules
aggregated mainly by disulfide bonds and hydrophobic interactions. Frying induced a loose and
uneven gluten network.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
Coeliac disease is a chronic and systemic autoimmune condition triggered by gluten ingestion in
genetically predisposed subjects. Currently, the only effective treatment available is a strict, lifelong
gluten-free diet. However, patients perceive gluten withdrawal as an unsustainable burden in their
life and some of them can exhibit persistent symptoms despite a strict diet. Thus, gluten-free diet
represents a challenge, leading scientists to look for alternative or complementary treatments. This
review will focus on non-dietary therapies for coeliac disease highlighting six therapeutic strategies:
(1) decreasing gluten immunogenic content before it reaches the intestine; (2) sequestering gluten
in the gut lumen before absorption; (3) blocking the passage of gluten through a leaky intestinal
barrier; (4) preventing the enhancement of immune response against gliadin; (5) dampening the
downstream immune activation; (6) inducing immune tolerance to gluten. Most developing
therapies are only in the pre-clinical phase with only a few being tested in phase 2b or 3 trials.
Although new approaches raise the hope for coeliacs giving them a chance to come back to gluten,
for the time being a cautionary appraisal of new therapies suggests that they may have a
complementary role to gluten withdrawal, mainly to prevent inadvertent gluten contamination.
Copyright © 2019 Editrice Gastroenterologica Italiana S.r.l. Published by Elsevier Ltd. All rights
reserved.
PMID: 31831308
Similar articles

85. Rev Esp Enferm Dig. 2020 Jan;112(1):4-6. doi: 10.17235/reed.2019.6779/2019.

Is celiac disease really associated with
inflammatory bowel disease?
Escudero-Hernández C1, Bernardo D2, Arranz E3, Garrote JA4.
Author information:
1. Department of Clinical and Experimental Medicine, Linköping University, Sweden.
2. Unidad Inmunología de las mucosas. IBGM, Universidad de Valladolid.

3. Facultad de Medicina e IBGM, Universidad de Valladolid.
4. Análisis Clínicos, Hospital Universitario Río Hortega.

Abstract
Celiac disease (CeD) and inflammatory bowel disease (IBD) are chronic gastrointestinal disorders of
inflammatory origin that develop in response to environmental triggers in genetically predisposed
individuals. CeD localizes in the duodenal mucosa, where intolerance develops to dietary gluten
from wheat, barley, rye, and some varieties of oats. IBD, in turn, is subdivided primarily into Crohn's
disease (CD) and colitis, with ulcerative colitis (UC) being the most thoroughly investigated form.
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Abstract
IL-15, a pleiotropic cytokine, stimulates generation of NK, NK-T, γδ, ILC1, and memory CD8 T cells. IL15 disorders play pathogenetic roles in organ-specific autoimmune diseases including celiac disease.
Diverse approaches are developed to block IL-15 action. IL-15 administered to patients with
malignancy yielded dramatic increases in NK numbers and modest increases in CD8 T cells. Due to
immunological checkpoints, to achieve major cancer therapeutic efficacy, IL-15 will be used in
combination therapy, and combination trials with checkpoint inhibitors, with anti-CD40 to yield
tumor-specific CD8 T cells, and with anticancer monoclonal antibodies to increase ADCC and
antitumor efficacy, have been initiated.
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Foreign copyrights may apply.
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Abstract
BACKGROUND:
Celiac disease (CD) is an enteropathy characterized with immune reaction to gliadin protein.

AIM:
In this study, we aimed to assess effect of CD on coronary microvascular circulation and the
association between coronary flow velocity reserve (CFVR) and hs-CRP/Albumin ratio.

MATERIAL AND METHODS:
Study was conducted between March 2017 and November 2018 with CD at Umraniye Training and
Research Hospital Gastroenterology Clinic. CFVR was defined as the ratio of hyperemic to baseline
diastolic peak velocities. CFVR ≥ 2.0 was considered normal. C-reactive protein/albumin ratio (CAR)
was calculated as hs-CRP/albumin.

RESULTS:

Serum albumin (4.27 ± 0.56 vs 4.50 ± 0.34; P value: .04) level was significantly lower in celiac group
but higher Hs-CRP (2.44 ± 1.24 vs 1.82 ± 1.29; P value < .01), hs-CRP/albumin ratio (0.57 ± 0.30 vs
0.41 ± 0.31; P value: .03) were recorded in celiac group. Both hyperemic flow and CFVR substantially
lower in the celiac group compared to controls. In univariate analysis; age, hs-CRP, and hsCRP/albumin ratio were associated with low CFVR and hs-CRP/albumin level was an accurate
predictor of low CFVR at the ROC curve.

CONCLUSION:
In this study, we found that in patients with CD, coronary flow reserve is impaired.
© 2019 Wiley Periodicals, Inc.
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Abstract
Background Celiac disease (CeD) is an immune-mediated enteropathy induced by gluten exposure in
individuals with genetic susceptibility. Short stature (SS) can be the sole clinical manifestation of
CeD, in the absence of gastrointestinal (GI) symptoms. This study aimed to determine the
prevalence of CeD in Saudi Arabian children with SS. Patients and methods Medical records were
reviewed in a total number of 275 retrospective cases (during the period 2002-2014) of children
with isolated SS from King Abdulaziz University Hospital, Jeddah. Their serum samples were tested
with tissue transglutaminase (tTG) antibodies. Patients with a positive serology were scheduled for
an upper endoscopy and intestinal biopsy to confirm CeD diagnosis before starting a gluten-free diet
(GFD). Clinical, anthropometric and laboratory data were recorded for all patients. Results A total of
275 children with SS were included. The mean age ± standard deviation (SD) was 9.4 ± 4.0 years
(range, 2.6-16.9 years) and males constituted the predominant gender group (151/275; 54.9%) over
females (124/275; 45.1%). The mean ± SD height for age z score (HAZ) was -2.9 ± 1.0.Thirty-eight

(13.8%) had positive serology, and 16 (5.8%) had biopsy-proven CeD. Apart from the difference in
duration of delayed bone age between CeD patients and CeD-negative serology subjects
(mean ± SD, 39.6 ± 10.5 vs. 18.6 ± 16.8, p = 0.02), no other major difference in other clinical or
laboratory parameters was evident. Conclusions The prevalence rate of CeD in Saudi Arabian SS
children was 5.8%, which is comparable to published reports of a number of other countries.
Regular screening of children with SS is therefore justifiable.
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Abstract
BACKGROUND AND METHOD:
Feeding problems and gastrointestinal disorders are the most common anomalies in people with
Down syndrome (DS) and have a significant impact on their daily life. This study lists the various
anomalies on the basis of 504 references selected from a PubMed search in October 2018.

RESULTS:
The anomalies are grouped into three categories: anatomical anomalies: duodenal atresia and
stenosis (3.9%), duodenal web and annular pancreas; aberrant right subclavian artery (12% of
children with DS with cardiac anomaly); Hirschsprung's disease (2.76%); anorectal malformation
(1.16%); congenital vascular malformations of the liver; orofacial cleft, bifid uvula (4.63%), and
submucous orofacial cleft; esophageal atresia (0.5-0.9%); pyloric stenosis (0.3%); diaphragmatic
hernia; malrotation of small intestine or duodenum inversum; omphalocele, gastroschisis or
anomalies of the median line, anomalies of the umbilical vein; biological, immunological, and
infectious anomalies: neonatal cholestasis (3.9%); neonatal hepatic fibrosis; Helicobacter pylori
infection (75.8% in institutionalized children with DS, between 29.2 and 19.5% in noninstitutionalized); non-alcoholic fatty liver disease (NAFLD; 82% in obese and 45% in non-obese);
biliary lithiasis (6.9% under 3 years); celiac disease (6.,6%); geographical tongue (4%); hepatitis B

virus sensitivity; autoimmune hepatitis and cholangitis; Crohn's disease, inflammatory bowel disease
(IBD); pancreatitis; vitamin D deficiency (45.2% in Italy); functional disorders: suction, swallowing
and chewing disorders (13 of 19 children with DS under 4 years); gastroesophageal reflux (47% in
children with sleep apnea); achalasia (0,5% in adults); obesity (51.6% of males and 40.0% of females
in Ireland) and overweight (32.0% and 14.8%); constipation (19.0%). Based on their practice, the
authors insist on the following points: malformations are sometimes detected late (chronic vomiting
after the introduction of food pieces, resistant constipation despite appropriate measures);
prescription of preventive doses of vitamin D is advised; jaundice in a baby with DS may be
retentional; in the event of transient leukemoid reaction it is vital to monitor liver function; the
patient with geographic tongue must be reassured; for celiac serology there is no consensus on the
staring age and the frequency, we propose every year from the age of 2; we advise to test people
with DS for H. pylori infection if they are attending specialized institutions; abdominal ultrasounds
must be systematic during the first months of life; detection of NAFLD is recommended; people with
DS must be vaccinated against hepatitis B; breastfeeding is possible with maternal support; it is
important to start speech therapy very early; feeding difficulties are often overlooked by the family
and educators; gastroesophageal reflux is often pathological; preventing obesity must start from
birth using body mass index for the general population; it is necessary to do everything for their
meals to be joyful.
Copyright © 2019 French Society of Pediatrics. Published by Elsevier Masson SAS. All rights
reserved.
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Abstract
BACKGROUND:
In patients with coeliac disease, FODMAPs in gluten-containing foods, and participant anticipation of
a harmful ('nocebo') effect, may contribute to acute symptoms after gluten challenge.

AIM:
To establish acute gluten-specific symptoms linked to immune activation in coeliac disease
METHODS: We included 36 coeliac disease patients on a gluten-free diet receiving placebo in the
RESET CeD trial. Double-blind, bolus vital wheat gluten (~6-g gluten protein) and sham challenges
low in FODMAPs were consumed 2 weeks apart. Assessments included daily Coeliac Disease Patient
Reported Outcome (CeD PRO) symptom scores (0-10), adverse events and serum interleukin-2
(baseline and 4 hours).

RESULTS:
Median CeD PRO score for nausea increased most (sham: 0 vs gluten: 5.5; P < .001). Apart from
tiredness (1 vs 4, P = .005) and headache (0 vs 2, P = .002), changes in other symptoms were small or
absent. Only nausea increased significantly in occurrence with gluten (11% vs 69%, P < .001).
Without nausea, only tiredness and flatulence were common after gluten. Nausea (6% vs 61%,
P < .001; median onset: 1:34 hours) and vomiting (0% vs 44%, P < .001; 1:51 hours) were the only
adverse events more common with gluten than sham. Interleukin-2 was always below the level of
quantitation (0.5 pg/mL) at baseline, and after sham. Interleukin-2 was elevated after gluten in 97%
of patients (median fold-change: 20), and correlated with severity of nausea (rs = .49, P = .0025) and
occurrence of vomiting (P = .0005).

CONCLUSIONS:
Nausea and vomiting are relatively specific indicators of acute gluten ingestion, and correlate with
immune activation. IBS-like symptoms without nausea are unlikely to indicate recent gluten
exposure.
© 2019 John Wiley & Sons Ltd.
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Abstract
BACKGROUND:
Pre-operative staging of pancreatic adenocarcinoma guides clinical decision making. Limited data
indicate that metastasis to celiac ganglia (CG) correlates with poor prognosis. We investigated
feasibility and safety of endoscopic ultrasound fine needle aspiration (EUS-FNA) detection of CG
metastasis and its impact upon tumor stage, resectability, and survival in pancreatic ductal
adenocarcinoma (PDAC).

PATIENTS:
We reviewed our prospectively maintained EUS and cytopathology databases to identify patients
with FNA proven CG metastasis in patients with PDAC from 2004 to 2017. Clinical demographics,
EUS, CT, MRI, cytopathology, cancer stage, and resectability data were analyzed. Survival of PDAC
patients with CG metastasis was compared to the expected survival of PDAC patients of similar
stage as reported by the United States National Cancer Database.

RESULTS:
Twenty-one patients with PDAC [median age 73 (IQR63-78); 14 (67%) female)], had CG metastasis
confirmed by cytopathologic assessment. CG metastasis resulted in tumor upstaging relative to
other EUS findings and cross sectional imaging findings in 12 (57%) and 15 (71%) patients, and
converted cancers from resectable to unresectable relative to EUS and cross sectional imaging in 7
(37%) and 7 (37%) patients, respectively. In patients with PDAC, the survival of patients with CG
metastasis was not significantly different from the overall survival (hazard ratio 0.71; 95%
confidence interval 0.44, 1.13; p = 0.15).

CONCLUSIONS:
EUS-FNA may safely identify CG metastases. While CG metastasis upstaged and altered the
resectability status among this cohort of patients with PDAC, the survival data with regard to PDAC
suggest that this may be misguided.
Copyright © 2019 IAP and EPC. Published by Elsevier B.V. All rights reserved.
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Abstract

OBJECTIVES:
The cost of treating the rare eosinophilic esophagitis (EoE) disease and its impact on patients'
quality of life have not been well documented in the literature. This study seeks to fill this gap by
comparing the cost of EoE with other well-known inflammatory diseases, including Crohn's disease
(CD) and celiac disease (CeD).

METHODS:
A Mann-Whitney U test and multiple logistic regression were used to examine the cost of EoE in the
state of Nevada across all hospital settings and its impact on quality of life compared with CD and
CeD.

RESULTS:
Several factors were associated with the overall cost of EoE in Nevada, including patients' age, sex
and region (P < 0.001). EoE was significantly more expensive to treat in the pediatric group ($4001
EoE; $985 CD; $856 CeD), among men ($2532 EoE; $1500 CD; $1724 CeD), among those residing in
the southern region of Nevada ($4501 EoE; $2538 CD; $1888 CeD), and among patients seeking
medical care from outpatient clinics ($3298 EoE; $741 CD; $1686 CeD) (P < 0.001). Age, sex, region
and hospital setting were all associated with having a positive EoE record compared with CeD or CD
(P < 0.001).

CONCLUSIONS:
Data from this study indicate that the EoE burden is significantly higher in cost for certain
demographics and regions compared with CD and CeD in the state of Nevada, specifically among
pediatric and male patients. These differences suggest that clinicians may encounter similar issues
when treating EoE.
© 2020 Chinese Medical Association Shanghai Branch, Chinese Society of Gastroenterology, Renji
Hospital Affiliated to Shanghai Jiaotong University School of Medicine and John Wiley & Sons
Australia, Ltd.
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Abstract
OBJECTIVE:
The aim of the present work was to assess the content of fiber and resistant starch (RS) in several
gluten-free products (GFPs), compare them with their gluten-containing analogs (GCP) analytically
and with label data, and measure the contribution of these foodstuffs to the fiber content of a
gluten-free diet.

METHODS:
Total dietary fiber and RS content in a large amount of GFP (n = 55) and their counterparts (n = 55)
were measured by analytical techniques based on AOAC methods. Dietary assessment was carried
out with a sample of 141 individuals (pediatric and adult patients with celiac disease) submitted to a
food frequency questionnaire and a 24-h recall survey (three times on different days).

RESULTS:
In general terms, GFP and GCP showed similar fiber and RS content, with the exception of breads,
which revealed a higher percentage of both in GFPs. This food group was the main contributor to
fiber intake in both groups of patients. Even if GFPs were to be blamed for being nutritionally poorer
than GCPs, this was not the case for fiber.

CONCLUSIONS:
The fiber and RS content were not different in the studied samples, except for the bread. It is
noteworthy that label information can underestimate fiber consumption among those with celiac
disease, and this must be considered for future database revision. Additionally, we demonstrated a

significant effect on the fiber intake of children and adults due to GFPs, and especially to bread, a
widely consumed basic product.
Copyright © 2019 Elsevier Inc. All rights reserved.
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Abstract
ETHNO-PHARMACOLOGICAL RELEVANCE:
Fruits of Crataegus songarica K. Koch. (Rosaceae) are commonly used in folk medicine for their
diuretic properties to treat hypertension and congestive heart failure. To date, no scientific data has
been published to support the diuretic potential.

AIM OF THE STUDY:
The purpose of this study was to evaluate efficacy and mechanism underlying the hypotensive and
diuretic action of C. songarica in normotensive rats and to determine the constituents from the
extracts by LC-DAD-MS.

MATERIALS AND METHODS:
Firstly, phytochemical profiling and antioxidant potential of C. songarica extracts was determined.
Then, to evaluate changes in blood pressure, different groups of anesthetized normotensive rats
were intravenously treated with crude extract (CS-Cr, 10-80 mg/kg), aqueous soluble (AS-CS, 0.120 mg/kg), and n-butanol soluble fractions of C. songarica (BS-CS, 1-80 mg/kg). The diuretic effects
of CS-Cr (100-500 mg/kg, p.o), AS-CS (100-300 mg/kg, p.o) and BS-CS (100-300 mg/kg, p.o) were
evaluated in comparison with hydrochlorothiazide (HCTZ, 10 mg/kg, p.o). The urinary volume,
sodium, potassium and pH were estimated in the sample collected for 6 h from saline-loaded rats.
Using pharmacological antagonists or inhibitors, we determine the involvement of acetylcholine,
prostaglandins, and nitric oxide in C. songarica induced hypotensive and diuresis action. In addition,
the activities of angiotensin converting enzyme, erythrocytary carbonic anhydrase and renal
Na+/K+/ATPase were evaluated in vitro.

RESULTS:
From the LC-DAD-MS analyses, thirty-nine compounds were detected, showing a complex chemical
profile and an expressive antioxidant activity "in vitro". Acute treatment with CS-Cr, AS-CS, and BSCS exhibited significant hypotensive and diuretic potential in normotensive rats. However, AS-CS
produced most potent and significant dose-dependent hypotension in normotensive rats, and also
produced highly significant diuretic and saluretic effects. Despite the changes in urinary excretion of
electrolytes, the plasmatic levels of sodium and potassium were not changed. Previous treatment
with atropine and L-NAME significantly reduced the hypotensive and diuretic action of AS-CS in
normotensive rats. Moreover, the 7-day treatment with AS-CS also resulted in significant ACE
inhibitory activity.

CONCLUSION:
This research supports and extends the ethnomedicinal use of C. songarica as diuretic and
hypotensive agent. The results showed that AS-CS from C. songarica could present compounds
responsible for hypotensive and diuretic activities with no signs of toxicity, and these effects could
involve nitric oxide pathway activated by muscarinic receptors or/and inhibition of angiotensin
converting enzyme.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
Celiac disease is caused by an abnormal intestinal T cell response to cereal gluten proteins. The
disease has a strong human leukocyte antigen (HLA) association, and CD4+ T cells recognizing gluten
epitopes presented by disease-associated HLA-DQ allotypes are considered to be drivers of the
disease. This paper provides an update of the currently known HLA-DQ restricted gluten T cell
epitopes with their names and sequences.
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Preparation of Gluten-Free Foods Alongside Gluten-Containing Food May Not Always Be as
Risky for Celiac Patients as Diet Guides Suggest. [Gastroenterology. 2020]
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Abstract
Autoantibodies to transglutaminase 2 (TG2) are hallmarks of celiac disease. To address B cell
tolerance and autoantibody formation to TG2, we generated immunoglobulin knock-in (Ig KI) mice
that express a prototypical celiac patient-derived anti-TG2 B cell receptor equally reactive to human
and mouse TG2. We studied B cell development in the presence/absence of autoantigen by crossing
the Ig KI mice to Tgm2-/- mice. Autoreactive B cells in Tgm2+/+ mice were indistinguishable from
their naive counterparts in Tgm2-/- mice with no signs of clonal deletion, receptor editing, or B cell
anergy. The autoreactive B cells appeared ignorant to their antigen, and they produced
autoantibodies when provided T cell help. The findings lend credence to a model of celiac disease
where gluten-reactive T cells provide help to autoreactive TG2-specific B cells by involvement of

gluten-TG2 complexes, and they outline a general mechanism of autoimmunity with autoantibodies
being produced by ignorant B cells on provision of T cell help.
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Abstract
GWAS studies have identified variant rs 17810546 in a non-coding region on chromosome 3 as a risk
factor for several auto-immune diseases, including Celiac Disease. In silico analysis reveals that this
variant is located in a transcription regulatory site. By means of reporter constructs we show that
this region can override the expression rate of a gene as determined by its native promoter and that
this modulation is influenced by the genetic composition of the haplotype which rs17810546 forms
with a nearby other variant, rs761008. Secondly, we present data that this genetically imprinted
modulation could be involved in Celiac Disease through the IL12A gene which is located 40 Kb
downstream of this regulatory region. Based on our findings it is most likely that the IL12A gene
does so as part of the cytokine IL-35.
Copyright © 2019. Published by Elsevier B.V.
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Abstract
INTRODUCTION:
controversial data have been reported on the potential association between celiac disease (CeD)
and inflammatory bowel disease (IBD).

OBJECTIVE:
to study the prevalence of CeD in patients newly diagnosed cases with IBD.

METHODS:
an observational, retrospective study was performed in patients with newly diagnosed IBD who
were screened for CeD by anti-tissue transglutaminase antibodies (anti-tTG) measurements and an
endoscopic duodenal biopsy. No patients had received corticosteroids, immunosuppressants or
biologic drugs within the three months prior to gastroscopy. In the presence of Marsh 1, other
causes were ruled out. CeD was diagnosed in patients positive for anti-tTG, compatible duodenal
biopsy findings and a good response to a gluten-free diet.

RESULTS:
a total of 163 patients were screened for CeD. Of these, six (3.7%) were positive for anti-tTG and
four were diagnosed with CeD (three had ulcerative colitis, one had Crohn's disease). All patients
with both CeD and IBD had normal IgA levels, positive anti-tTG and CeD genetic markers.

CONCLUSIONS:

the prevalence of CeD in our patients with IBD was higher than that reported in the literature for
other series of patients with IBD. A combination of anti-tTG testing and CeD genetics may screen
patients for CeD in this population of patients with IBD.
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Abstract
Paroxismal non-kinesigenic dyskinesia (PNKD) is a rare movement disorder manifesting as
choreatic/dystonic movements, usually lasting from minutes to up to 4 h, with perserved
consciousness during attacks. Primary PNKD are idiopathic or genetic disorders while secondary
PNKD are associated with various neurologic and medical conditions. We present a case with PNKD
and right sided hemidystonia in association with celiac disease, responsive to gluten-free diet, not
previously reported in available literature. In conclusion, diagnostic tests for celiac disease should
be a part of etiological investigations in patients with otherwise unexplained movement disorders
including PKND. Gluten free diet could produce a favorable clinical response in those patients.
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Abstract
PROBLEM:
Which is the prevalence and seroprevalence of celiac disease (CD) in women with recurrent
reproductive failure?

METHOD OF STUDY:
Retrospective study performed in a single infertility clinic from September 2016 to December 2017.
A total of 690 women with unexplained history of recurrent miscarriage and/or recurrent
implantation failure were consecutively recruited. IgA anti-transglutaminase 2 (TG2) antibody data
were collected, as well as IgG anti-TG2 and IgA/IgG anti-deamidated gluten peptide (DGP) data in
most cases, and IgG anti-gliadin antibodies occasionally. In selected women, HLA-DQ genotyping
was requested. Biopsy was suggested to all women with positive serological results or belonging to
CD risk groups. Reproductive outcomes were recorded from women with high suspicion of CD and
a control group comprised of 49 women.

RESULTS:
Anti-TG2-positive women comprised 1% of the sample. An additional 4% was observed considering
less-specific antibodies (31 women). Only 39% of sero-positive women accepted duodenal biopsy.
HLA and biopsy data discarded CD in 14 sero-positive cases (37%), only one with anti-TG2
antibodies. CD was suggested in 10 sero-positive and three sero-negative women (1.9%).

Compared with controls, the live birthrate of the studied women with probable CD was
significantly decreased before gluten removal of the diet (P = .015), but significantly increased after
that (P = .020).

CONCLUSION:
One percent CD prevalence should be expected after anti-TG2 serological screening. However,
more sensitive approaches should be explored, especially considering the potential beneficial
effect of the gluten-free diet on the reproductive outcomes of women with CD.
© 2019 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd.
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Abstract
OBJECTIVES:
To describe quality improvement efforts to reduce variability in the care of children diagnosed with
celiac disease through use of an institutional patient registry and a chronic care index.

STUDY DESIGN:
An institutional patient registry tracked rates of follow-up visits and repeat serologic testing. A
Celiac Care Index that included anthropometrics, biopsy expectations, dietician consultation, and
baseline laboratory evaluation was developed to standardize evaluation at diagnosis. Provider

education sessions communicated expectations for this standard of care and order sets within the
electronic medical record simplified test collection. Data was recorded and reviewed weekly and
structured communications with providers were provided biweekly.

RESULTS:
Adherence with follow-up expectations (77%-89% P = .03) and repeat serologic testing (50%-90%
P < .0001) significantly increased during the study period. Adherence with completion of the Celiac
Care Index resulted in significant improvement in obtaining complete blood count (80%-98%
P < .0001), iron (25%-78% P < .0001), ferritin (34%-80% P < .0001), alanine
aminotransferase/aspartate aminotransferase (74%-96% P < .0001), thyroid-stimulating hormone
(64%-90% P < .0001), vitamin D (36%-83% P < .0001), and hepatitis B immune status (30%-80%
P < .0001). Iron deficiency demonstrated by low ferritin levels was common (41%) and a high rate
of nonimmunity to hepatitis B (70%) was detected.

CONCLUSIONS:
The Celiac Care Index improved adherence with published care recommendations and reduced
variability in baseline evaluation at diagnosis. Laboratory test results indicate further studies are
needed to evaluate these recommendations.
Copyright © 2019 Elsevier Inc. All rights reserved.
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Abstract
Oncologic treatment is being revolutionized by a burgeoning number of immune checkpoint
inhibitors (ICPis). To date, seven ICPis have received Food and Drug Administration approval,
targeting cytotoxic T-lymphocyte antigen, programmed cell death, or programmed cell death
ligand. Adverse events associated with checkpoint inhibition have been described in the literature.
Guidelines exist for the most common of these, but as the use of ICPis becomes more common, the
number of patients presenting with rare events will increase. This article reviews the diagnosis and
management of rare ocular, hematological, luminal gastrointestinal, and rheumatological toxicities
arising from ICPi treatment. KEY POINTS: As the use of immune checkpoint inhibitors (ICPis)
becomes more common, the number of rare immune-related adverse events (irAEs) will increase.
A high level of suspicion is required to identify and treat these toxicities. Although it can be difficult
to definitively attribute rare irAEs to ICPis, a temporal and mechanistic relationship and the
absence of other etiologies should make the treating physician suspicious for a rare irAE. Certain
rare irAEs, such as celiac disease, do not require treatment with glucocorticoids. Thus,
differentiating this irAE from other gastrointestinal irAEs has important implications for treatment.
© AlphaMed Press 2019.
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Abstract
Individuals with celiac disease (CD) are at increased risk of invasive pneumococcal disease (IPD).
The aim of this study was to explore whether the complement response to Streptococcus
pneumoniae differed according to CD status, and could serve as an explanation for the excess risk
of IPD in CD. Twenty-two children with CD and 18 controls, born 1999-2008, were included at
Kalmar County Hospital, Sweden. The degree of complement activation was evaluated by
comparing levels of activation products C3a and sC5b-9 in plasma incubated for 30 min with
Streptococcus pneumoniae and in non-incubated plasma. Complement analyses were performed
with enzyme-linked immunosorbent assay (ELISA). Pneumococcal stimulation caused a statistically
significant increase in C3a as well as sC5b-9 in both children with CD and controls but there was no
difference in response between the groups. After incubation, C3a increased on average 4.6 times
and sC5b-9 22 times in both the CD and the control group (p = 0.497 and p = 0.724
respectively).Conclusion: Complement response to Streptococcus pneumoniae seems to be similar

in children with and without CD and is thus unlikely to contribute to the increased susceptibility to
invasive pneumococcal disease in CD.What is Known:• An excess risk of pneumococcal infections
has been demonstrated in individuals with celiac disease.• Infectious complications can depend on
hyposplenism but alternative mechanisms are sparsely examined.What is New:• Complement
activation in response to Streptococcus pneumoniae was examined in children with and without
celiac disease but no differences could be demonstrated.
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Abstract
BACKGROUND:
Both atopic dermatitis and celiac disease are often accompanied by other immune-mediated
disorders.

OBJECTIVE:
The objective of this study was to evaluate the potential association between atopic dermatitis and
celiac disease in a broad community-based population.

METHODS:
A cross-sectional observational design was used. Demographic and clinical data were collected for
patients enrolled in a large health management organization who were diagnosed with atopic
dermatitis by a dermatologist in 2002-17. The presence of celiac disease/celiac disease-related
morbidities was recorded for the whole group, for adults (age > 18 years), and for adults with
moderate-to-severe atopic dermatitis. Findings were compared with a matched control group
without atopic dermatitis.

RESULTS:
The study group included 116,816 patients of whom 45,157 were adults; 1909 adult patients had
moderate-to-severe atopic dermatitis. Compared to the respective control subjects, the prevalence
rate of celiac disease in the whole group was 0.6% vs. 0.4%; in the adults, 0.6% vs. 0.3%; and in the
adults with moderate-to-severe atopic dermatitis, 0.8% vs. 0.3% (p < 0.001 for all). On multivariate
analysis, atopic dermatitis was associated with a significantly higher prevalence of celiac disease
(odds ratio = 1.609, 95% confidence interval 1.42-1.82, p < 0.001) in the entire study population
and each subgroup.

CONCLUSIONS:
We observed a significant association between atopic dermatitis and celiac disease. This
association emphasizes the need for timely screening of gastrointestinal morbidities in individuals
with atopic dermatitis to prevent long-term complications.
PMID: 31679111
Similar articles
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Abstract
Gluten intolerance, or adverse intestinal reactions to gluten, is a fairly common problem among
certain groups of people. Celiac disease is the most severe form of gluten intolerance, which can
lead to permanent damage in the digestive system. Since lifelong avoidance of gluten is the only
available treatment, development of reliable techniques to identify gluten contamination in food is
important. Gliadin, a component of gluten, is known to play a major role in gluten toxicity. In this
study, cDNA display method was used to select specific single-domain antibodies against toxic
gliadin from an alpaca-derived naïve VHH library. The cDNA display method is a promising in vitro
display technique, which uniquely converts an unstable mRNA-protein fusion molecule to a stable
mRNA/cDNA-protein fusion molecule using a well-designed puromycin linker. Three candidate
VHHs were selected and the affinities of the VHHs were observed by pulldown assay and indirect
ELISA method. In addition, a novel cDNA display mediated immuno-PCR method (cD-IPCR) was
successfully applied to detect gliadin in food. We believe this work demonstrates the potential
application of the cDNA display method in selecting binders against toxic and heterogeneous
targets such as gliadin with an immunization-free preparation manner.
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Abstract
In this study, the improving effects of green tea powder, soluble tea, and tea polyphenols on the
mixing and tensile qualities of dough and texture of tea-enriched noodles, as well as the physicochemical and structural properties of gluten proteins were progressively investigated. Dough
strength and noodle texture were significantly increased by all the three tea products. Tea
polyphenols in particular presented the most effective improvement with highest dough stability,
resistance, and noodle chewiness. SEM indicated that tea products all induced a more developed
gluten network, and polyphenol noodle showed the most continuous and ordered structure. FT-IR
and fluorescence spectrum indicated that tea polyphenols promoted an enhancement in α-helix
structure and the hydrophobic interactions. Tea polyphenols induced the SH/SS interchange during
processing and cooking, and enhanced the water-solids interaction in noodles. AFM results showed
that polyphenols induced the polymerization of gluten protein molecular chains, with increased
chain height and width.
Copyright © 2019 Elsevier Ltd. All rights reserved.
PMID: 31655476 [Indexed for MEDLINE]
Similar articles

110. Biochim Biophys Acta Rev Cancer. 2020 Jan;1873(1):188316. doi: 10.1016/j.bbcan.2019.188316.
Epub 2019 Oct 19.

Long non-coding RNAs and nuclear factor-κB
crosstalk in cancer and other human
diseases.
Gupta SC1, Awasthee N2, Rai V2, Chava S3, Gunda V4, Challagundla KB5.
Author information:
1. Department of Biochemistry, Institute of Science, Banaras Hindu University, Varanasi 221005,
Uttar Pradesh, India. Electronic address: sgupta@bhu.ac.in.
2. Department of Biochemistry, Institute of Science, Banaras Hindu University, Varanasi 221005,
Uttar Pradesh, India.
3. Department of Biochemistry & Molecular Biology, Fred & Pamela Buffett Cancer Center,
University of Nebraska Medical Center, Omaha, NE 68198, USA.
4. Pediatric Oncology Laboratory, Child Health Research Institute, University of Nebraska Medical
Center, Omaha, NE 68198, USA.
5. Department of Biochemistry & Molecular Biology, Fred & Pamela Buffett Cancer Center,
University of Nebraska Medical Center, Omaha, NE 68198, USA. Electronic address:
kishore.challagundla@unmc.edu.

Abstract
The regulation of the pleiotropic transcription factor, nuclear factor-κB (NF-κB) by miRNAs and
proteins is extensively studied. More recently, the NF-κB signaling was also reported to be
regulated by several long non-coding RNAs (lncRNAs) that constitute the major portion of the
noncoding component of the human genome. The common NF-κB associated lncRNAs include
NKILA, HOTAIR, MALAT1, ANRIL, Lethe, MIR31HG, and PACER. The lncRNA and NF-κB signaling
crosstalk during cancer and other diseases such as cardiomyopathy, celiac disease, cerebral
infarction, chronic kidney disease, diabetes mellitus, Kawasaki disease, pregnancy loss, and
rheumatoid arthritis. Some NF-κB related lncRNAs can affect gene expression without modulating
NF-κB signaling. Most of the lncRNAs with a potential to modulate NF-κB signaling are regulated by
NF-κB itself suggesting a feedback regulation. The discovery of lncRNAs have provided a new type
of regulation for the NF-κB signaling and thus could be explored for therapeutic interventions. The
manner in which lncRNA and NF-κB crosstalk affects human pathophysiology is discussed in this
review. The challenges associated with the therapeutic interventions of this crosstalk are also
discussed.
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Abstract
Gluten-free (GF) breads often lack proteins, minerals and fibres and have an imbalanced energy
value, as they are primarily based on flour or starch. To nutritionally fortify GF bread, dietary fibres
from milling and fruit processing by-products can be utilized. However, fibre addition changes
sensorial, nutritional and also technological properties, such as dough or batter hydration. This
review evaluates and compares different methods for quantifying the hydration properties of GF
fibres and the resulting batters. Revelations are that the hydration properties of fibres vary greatly,
depending on the utilized measuring technique, thus impeding the calculation of the appropriate
water amount for GF batter processing. In addition, bran and fibres increase the loss factor tan δ
and delay thermal transformation, compromising the specific loaf volume. Finally, operational
strategies, such as enzymatic or extrusion treatments are discussed regarding their efficiency to
increase water absorption in order to further improve GF bread quality.
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Abstract
In the present manuscript, we review the recent research investigating the pathogenic association
between most studied autoantibodies and recurrent pregnancy loss. Pregnancy loss represents a
common obstetric complication occurring in about 15%-25% of all clinically recognized
pregnancies. The recurrence of pregnancy loss identifies a distinct clinical entity, that is recurrent
pregnancy loss (RPL), affecting about 2%-4% of couples. Several factors, including age,
chromosomal abnormalities, uterine anomalies, thrombophilic disorders, endocrinopathies,
hormonal and metabolic disorders, infections, sperm quality, and lifestyle issues, are involved in
RPL. The role of autoantibodies in RPL is only partially determined. In some cases (antiphospholipid
antibodies [aPL]), their involvement is well established. In other cases (anti-thyroid autoantibodies,
antinuclear, anti-transglutaminase, and anti-endomysial antibodies), it is still debated, despite
multiple, although not fully conclusive, evidences strongly suggest a possible involvement in RPL.
Further extensive research is needed to definitively confirm or exclude their actual role.
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Abstract
Gluten, a group of proteins found in wheat, barley, and rye, is the trigger of celiac disease, an
immune disorder that affects about 1% of people worldwide. The toxicity of partially hydrolyzed
gluten (PHG) in fermented products is less well understood due to the significant analytical
challenges in PHG characterization. In this project, an N-terminal labeling mass spectrometry
method, terminal amine isotopic labeling of substrates (TAILS), was optimized for the in-depth
analysis of PHG and validated using a test protease (trypsin) with known cleavage specificity.
Gluten N-termini in test and control groups were labeled with heavy and light formaldehyde,
respectively. Trypsin-generated neo N-termini were identified by exhibiting an MS1 Log2 H:L peak
area ratio with a significant difference (p < .01) from zero and native N-termini with no significant
difference from zero (p > .01). Using this strategy, all abundant, theoretical, test proteasegenerated peptides in exemplar alpha/beta gliadins and gamma gliadins were identified.
SIGNIFICANCE: This study is the first study that modified and evaluated TAILS analysis for the
analysis of partially hydrolyzed gluten proteins. The evaluation indicated that the TAILS analysis
could be modified and expanded to the identification of multiple protease cleavage sites in gluten
proteins and is worth further evaluation as a novel strategy for the analysis of natural hydrolysis of
gluten in food processes. This strategy also may be further applied to characterize a broader range
of partially hydrolyzed allergens in foods and provide reference for their safety assessment to both
industry and regulatory authorities.
Copyright © 2019 Elsevier B.V. All rights reserved.
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Abstract
BACKGROUND:
The aim of this study is to compare the performance of antitissue transglutaminase (atTG)
chemiluminescence immunoassay (CLIA) with the standard enzyme-linked immunosorbent assay
(ELISA) methods in monitoring celiac children after the start of gluten-free diet (GFD).

METHODS:
Celiac children diagnosed between 2005 and 2016 at our centre were classified into 2 groups
based on serum assay (ELISA vs CLIA) used for atTG monitoring, and were compared on percentage
of decrease and time to normalization of atTG on GFD.

RESULTS:
Among 260 included children, the rate of normalization of atTG levels at 30 months' follow-up was
86% and 70% in ELISA and CLIA group, respectively (P < 0.01). Median time to normalization was
11.7 and 14.7 months in ELISA and CLIA group respectively (P = 0.003). Marsh score at diagnosis
was not associated with time to atTG normalization (P = 0.770), whereas older age at diagnosis and
higher baseline atTG predicted longer time to atTG normalization (P = 0.01, P < 0.01).

CONCLUSIONS:
The percentage and the time of the atTG normalization in celiac children on GFD should be
interpreted according to the utilized assay: at 30 months' follow-up children tested by CLIA are less
likely to normalize atTG levels compared to those tested by ELISA. Younger age at diagnosis and
lower baseline atTG are predictors of earlier atTG normalization, regardless of the adopted assay.
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Abstract

The semi-public T-cell response towards the gluten epitope DQ2.5-glia-α2 uses a prototypic TCR
encoded by the germline segments TRAV26-1 and TRBV7-2. Through mutagenesis experiments, we
show that a TRAV26-1encoded recognition motif contacts the MHC β-chain and the TCR CDR3β
loop underpinning this conserved T-cell response restricted to the prototypic TCRs.
© 2019 The Authors. European Journal of Immunology published by WILEY-VCH Verlag GmbH &
Co. KGaA, Weinheim.
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Abstract
OBJECTIVES:
The ESPGHAN 2012 coeliac disease (CD) diagnostic guidelines aimed to guide physicians in
accurately diagnosing CD and permit omission of duodenal biopsies in selected cases. Here, an
updated and expanded evidence-based guideline is presented.

METHODS:
Literature databases and other sources of information were searched for studies that could inform
on 10 formulated questions on symptoms, serology, HLA genetics, and histopathology. Eligible
articles were assessed using QUADAS2. GRADE provided a basis for statements and
recommendations.

RESULTS:
Various symptoms are suggested for case finding, with limited contribution to diagnostic accuracy.
If CD is suspected, measurement of total serum IgA and IgA-antibodies against transglutaminase 2
(TGA-IgA) is superior to other combinations. We recommend against deamidated gliadin peptide
antibodies (DGP-IgG/IgA) for initial testing. Only if total IgA is low/undetectable, an IgG-based test
is indicated. Patients with positive results should be referred to a paediatric
gastroenterologist/specialist. If TGA-IgA is ≥10 times the upper limit of normal (10× ULN) and the
family agrees, the no-biopsy diagnosis may be applied, provided endomysial antibodies (EMA-IgA)
will test positive in a second blood sample. HLA DQ2-/DQ8 determination and symptoms are not
obligatory criteria. In children with positive TGA-IgA <10× ULN at least 4 biopsies from the distal
duodenum and at least 1 from the bulb should be taken. Discordant results between TGA-IgA and
histopathology may require re-evaluation of biopsies. Patients with no/mild histological changes
(Marsh 0/I) but confirmed autoimmunity (TGA-IgA/EMA-IgA+) should be followed closely.

CONCLUSIONS:
CD diagnosis can be accurately established with or without duodenal biopsies if given
recommendations are followed.
PMID: 31568151
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Abstract
BACKGROUND & AIMS:
Celiac disease can develop at any age, but outcomes of adults with positive results from serologic
tests for tissue transglutaminase antibodies (tTGA) without endoscopic determination of celiac
disease (called celiac autoimmunity) have not been thoroughly evaluated. We investigated the
proportion of adults with celiac autoimmunity at a community medical center and their
progression to celiac disease.

METHODS:
We analyzed waste blood samples from a community clinic from 15,551 adults for tTGA and, if titer
results were above 2 U/mL, for endomysial antibody. The blood samples had been collected at 2
time points (median interval, 8.8 years) from 2006 through 2017. We collected data from the clinic
on diagnoses of celiac disease based on duodenal biopsy analysis.

RESULTS:
Of the serum samples collected at the first time point, 15,398 had negative results for tTGA, and
153 had positive results for tTGA (>4 U/mL). Based on medical records, 6 individuals received a
diagnosis of celiac disease, for a cumulative incidence of celiac disease diagnosis of 0.06% (95%
confidence interval, 0.01-0.11). Forty-nine (0.32%) individuals with a negative result from the first
serologic test for tTGA had a positive result from the second test. Among the 153 adults who were
tTGA positive at the first time point, 31 (20%) had a subsequent diagnosis of celiac disease, 81
(53%) remained positive for tTGA without a clinical diagnosis of celiac disease, and 41 (27%) had
negative test results for tTGA at the second time point. Higher initial tTGA titers, female sex, and a
history of hypothyroidism and autoimmune disease were associated with increased risks of
subsequent diagnosis of celiac disease. Interestingly, adults whose first blood sample had a
positive test result but second blood sample had a negative result for tTGA were older, had lowerthan-average initial tTGA titer results, and had a higher mean body mass index than adults whose

blood samples were positive for tTGA at both time points and adults later diagnosed with celiac
disease.

CONCLUSIONS:
In an analysis of serum samples collected from a community clinic an average of 8.8 years apart,
we found that fewer than 1% of adults with negative results from an initial test for tTGA have a
positive result on a second test. Of adults with positive results from the test for tTGA, only 20% are
later diagnosed with celiac disease; the remaining individuals maintain persistent increases in tTGA
without diagnoses of celiac disease or have negative results from second tests.
Copyright © 2020 AGA Institute. Published by Elsevier Inc. All rights reserved.
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Abstract
BACKGROUND:
Few studies exist examining the frequency of primary headache in children with celiac disease and
the impact of a gluten-free diet on primary headache symptomology. This study explores
characteristics and frequency of headaches in children with celiac disease and response to glutenfree diet at a single institution.

METHODS:
Medical records were reviewed for children with celiac disease confirmed by the presence of
elevated tissue transglutaminase IgA levels and histologic changes consistent with the diagnosis of
celiac disease on small bowel biopsy. Eligible participants were contacted via letter for

participation in a phone survey regarding headaches. Phone interviews were conducted 2 weeks
after notification and lasted approximately 10 minutes. Headaches were classified according to
ICHD-3 criteria.

RESULTS:
247 eligible patients or their families were contacted. A total of 132 (53.44%) agreed to participate.
One participant was excluded due to insufficient information provided. Overall, 51 of 131
participants had recurrent headache defined as at least 1 episode per month (39%, 95% confidence
interval [CI]: 31%-47%) and 33 had migraine with or without aura (25%, 95% CI: 18%-33%). Twentyeight had frequent tension-type headache (22%, 95% CI: 15%-29%). Thirty-two participants noted
headaches before a confirmed diagnosis of celiac disease. Twenty-two of 32 participants (68.75%)
noticed decreased headache frequency or intensity, or both, after starting the gluten-free diet.

CONCLUSION:
This study suggests that at least one-third of children and adolescents with celiac disease have
recurrent headaches at the time of diagnosis. A gluten-free diet led to improved headache
symptomology in a significant number of these patients.
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Abstract
The ability to separate, identify, and quantify proteins from complex mixtures are key foundational
methods across biochemistry teaching and research. In particular, enzyme-linked immunosorbent
assay (ELISA) is an important technique that is used to measure antigen concentrations in both

industry and academia. There are four categories of ELISA, direct, indirect, competitive, and
sandwich, each with their own applications. Sandwich ELISAs are used to determine antigen
concentrations from complex mixtures of protein, such as a cell lysates, and are regularly used as
medical diagnostics to diagnose illness and diseases ranging from hepatitis to celiac disease. One
major problem with teaching the sandwich ELISA technique to students is the prohibitive cost due
to the need to coat a 96-well plate with a capture antibody. One solution to this problem would be
to significantly reduce the role of each student in the lab, but this does not adequately prepare
students to perform the procedure in a research or industry lab. Instead, this laboratory exercise
teaches students the procedural knowledge needed to perform a direct sandwich ELISA, but uses a
simulated experience performed within a wet-lab environment. The presented scenario is the
analysis of phosphorylated proteins within a synthetic signaling pathway, but because the lab uses
simulated samples, it can be tailored to different topics and educational aims. The procedure is 10to 26-fold less expensive per student to deploy than an authentic sandwich ELISA. Students in the
course report that the ELISA lab significantly strengthened the connection between theory and
practice.
© 2019 International Union of Biochemistry and Molecular Biology, 48(1):67-73, 2020.
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Abstract
The influences of folding patterns on the protein polymerization in dumpling wrappers were
investigated. The dumpling dough sheet after the compounding rollers was folded with various
patterns (control with no angle, 15°, 25°, 35° and 45° folding), before going through the sheeting
and reduction rolls. Protein secondary structure, free sulfhydryl content, protein electrophoretic
profiles, and texture of dumpling wrappers were determined. Results showed that folding could
increase the proportion of α-helix conformation, and produce dumpling wrappers with enhanced

toughness but reduce wrapper extensibility. The wrapper with 45° folding showed lower -SH
content than the control and other folding angles. However, only a few variations in SDS band
pattern and intensities were observed at the molecular weight position of around 35 kDa. Briefly,
folding process could influence the gluten formation during the preparation of dumpling wrappers;
the folding angle at 45° produced stronger gluten network and tougher wrappers.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
Flakes are an assortment of grain products mainly consumed for breakfast. Most of them are
important source of nutrients including minerals. Twenty commercial flakes from different raw
materials were included in this study, both gluten (barley, rye, spelt, wheat) and gluten-free
(amaranth, buckwheat, corn, quinoa, millet, oat, rice, teff). The content of minerals (Ca, Fe, K, Mg,
Mn, Na and Zn), dietary fiber (total, soluble and insoluble), tannins and phytates was determined.
Moreover, the phytates:mineral molar ratios and the percentage of the realization of mineral
requirements were calculated. For the first time the mineral bioavailability from the gluten and
gluten-free flakes was evaluated and compared. It allowed indicating amaranth and teff products
as flakes with the highest impact on the realization of daily requirements for minerals, especially
for magnesium and iron. This aspect is particularly important for people on a gluten-free diet who
often represent mineral deficiencies.
Copyright © 2019. Published by Elsevier Ltd.
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Abstract
Celiac disease is a common form of enteropathy with frequent extraintestinal manifestations
(EIM). Misrecognition of these presentations may lead to significant delays in diagnosis. Any organ
may be involved, either through an immune/inflammatory phenomenon, or nutritional
deficiencies. Some EIM, such as gluten ataxia, may be irreversible if left untreated, but most will
improve with a gluten-free diet. Knowledge of the various EIM, as well as the associated conditions
which do not improve on a gluten-free diet, will avoid delays in the diagnosis and management of
celiac disease and associated manifestations.
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Abstract
Cytokines have been extensively studied in coeliac disease, but cytokine release related to
exposure to gluten and associated symptoms has only recently been described. Prominent, early
elevations in serum interleukin (IL)-2 after gluten support a central role for T cell activation in the
clinical reactions to gluten in coeliac disease. The aim of this study was to establish a quantitative
hierarchy of serum cytokines and their relation to symptoms in patients with coeliac disease during
gluten-mediated cytokine release reactions. Sera were analyzed from coeliac disease patients on a
gluten free-diet (n = 25) and from a parallel cohort of healthy volunteers (n = 25) who underwent
an unmasked gluten challenge. Sera were collected at baseline and 2, 4 and 6 h after consuming
10 g vital wheat gluten flour; 187 cytokines were assessed. Confirmatory analyses were performed
by high-sensitivity electrochemiluminescence immunoassay. Cytokine elevations were correlated
with symptoms. Cytokine release following gluten challenge in coeliac disease patients included
significant elevations of IL-2, chemokine (C-C motif) ligand 20 (CCL20), IL-6, chemokine (C-X-C
motif) ligand (CXCL)9, CXCL8, interferon (IFN)-γ, IL-10, IL-22, IL-17A, tumour necrosis factor (TNF)-α,
CCL2 and amphiregulin. IL-2 and IL-17A were earliest to rise. Peak levels of cytokines were
generally at 4 h. IL-2 increased most (median 57-fold), then CCL20 (median 10-fold). Cytokine
changes were strongly correlated with one another, and the most severely symptomatic patients
had the highest elevations. Early elevations of IL-2, IL-17A, IL-22 and IFN-γ after gluten in patients
with coeliac disease implicates rapidly activated T cells as their probable source. Cytokine release
after gluten could aid in monitoring experimental treatments and support diagnosis.
© 2019 British Society for Immunology.
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Abstract
Humans are living ecosystems composed of human cells and microbes. The microbiome is the
collection of microbes (microbiota) and their genes. Recent breakthroughs in the high-throughput
sequencing technologies have made it possible for us to understand the composition of the human
microbiome. Launched by the National Institutes of Health in USA, the human microbiome project
indicated that our bodies harbor a wide array of microbes, specific to each body site with
interpersonal and intrapersonal variabilities. Numerous studies have indicated that several factors
influence the development of the microbiome including genetics, diet, use of antibiotics, and
lifestyle, among others. The microbiome and its mediators are in a continuous cross talk with the
host immune system; hence, any imbalance on one side is reflected on the other. Dysbiosis
(microbiota imbalance) was shown in many diseases and pathological conditions such as
inflammatory bowel disease, celiac disease, multiple sclerosis, rheumatoid arthritis, asthma,
diabetes, and cancer. The microbial composition mirrors inflammation variations in certain disease
conditions, within various stages of the same disease; hence, it has the potential to be used as a
biomarker.
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Abstract
Effects of freeze-dried egg white, yolk and whole egg enrichment on water behaviour in fresh pasta
dough, dried and cooked rice pasta with respect to control samples were studied by 1H nuclear
magnetic resonance (NMR) relaxometry and thermogravimetric analysis. Enrichments caused
lower mobility of water (T2) localised within the starch-protein matrix in fresh dough as well as
dried pasta. Water compartmentalization was also downgraded in cooked products. Water
fractions with different T2 values were linked to temperature peaks at the first derivative of the
thermogravimetric (DTG) curve. From the DTG curve strong interaction of water molecules with
proteins of egg white was revealed. Egg proteins also influenced viscoelastic properties of dough,
and enhanced the firmness and chewiness of cooked pasta. Structural changes induced by various
types of enrichment were reflected in the different molecular mobility at the water-matrix
interface (T1). The enrichments also altered the colour and cooking properties.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
BACKGROUND:

The small and large strain rheology of gluten (G) and gluten-starch (G + S) doughs containing wheat
bran dietary fiber (WBDF) were investigated.

RESULTS:
At the small strain stage, i.e. frequency and strain sweep tests, the doughs containing high WBDF
concentration are more vulnerable and unstable, as indicated by the lower dough linear
viscoelastic strain limit as well as the higher slope of elastic modulus. However, the elastic nature
of doughs remarkably increased upon WBDF addition, indicating the reinforcement of the dough
mechanical strength, which is also confirmed by the large strain test wherein the maximum strain
significantly decreased from 4.37 to 1.82 for the G system and from 12.09 to 2.72 for the G + S
system. The creep recovery test showed that WBDF induced the reduction in the strain of the
doughs at a fixed stress, which may be related to the enhanced strain hardening capacity.

CONCLUSION:
The addition of WBDF resulted in more brittle and unstable doughs with undesirable higher
mechanical strength. The presence of starch greatly weakened the dough strength and led to
inferior resistance to both small and large deformations. These findings confirmed the impairment
of dough viscoelasticity upon addition of WBDF. © 2019 Society of Chemical Industry.
© 2019 Society of Chemical Industry.
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Abstract
BACKGROUND:
This study aims to identify potential risk factors for becoming symptomatic in patients with
radiographic celiac artery compression (CAC) as well as prognostic factors for patients with median
arcuate ligament syndrome (MALS) who underwent surgical ligament release.

METHODS:
This is a retrospective cohort study of patients with findings of CAC on computed tomography or
magnetic resonance angiography (CT/MRA) who were asymptomatic and who were diagnosed
with MALS at a single university hospital between January 2001 and 2018.

RESULTS:
Following a review of 1,330 CT/MRA reports, a total of 109 patients were identified as having
radiographically apparent CAC. Among these, 48 (44.0%) patients were symptomatic. Univariate
comparison between those with and without symptoms showed that symptomatic patients were
more commonly younger than 30 years old [17/48 (35.4%) vs. 8/61 (13.1%), P = 0.006], had a
history of prior abdominal surgery [25/48 (52.1%) vs. 18/61 (29.5%), P = 0.017], and had high-grade
stenosis [32/43 (74.4%) vs. 25/61 (41.0%), P = 0.001]. Among 41 included patients who underwent
surgical release of the median arcuate ligament including open, laparoscopic, and robotic
approaches, 82.9% reported overall clinical improvement, 5/41 (12.2%) reported persistent pain,
and 13/36 (36.0%) experienced pain recurrence. The only identified risk factor associated with
symptom recurrence was American Society of Anesthesiologists class III [7/13 (53.8%) vs. 4/23
(17.4%), P = 0.029].

CONCLUSIONS:
The severity of stenosis and prior abdominal surgery both contributed to symptom development in
patients with radiographically apparent CAC from the median arcuate ligament.
Copyright © 2019. Published by Elsevier Inc.
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Abstract
To find the determining factors for 3-acetyl-deoxynivalenol (3-ADON) deacetylation during wheatbased food production, wheat flours with different heat treatments, different matrixes of the
starch-gluten mixture, and different protein fractions (Osborne classification) were evaluated. The
deacetylation behavior of 3-ADON was significantly suppressed for heat-treated wheat flours,
indicating that heating induced change of the functional or chemical properties of wheat grain
components, especially for proteins. Among the different matrixes, only 3% of the 3-ADON in
starch was converted to DON, however, this value reached 60-75% for wheat flour. The results
showed that proteins were responsible for the deacetylation of 3-ADON. After separation, only
albumins mediated the deacetylation of 3-ADON into DON in four protein fractions. The proteins

were identified by LC-MS/MS, and the results suggested that cytochrome P450, acetylesterase and
histone deacetylase were the potential targeted enzymes that mediated the deacetylation of 3ADON during dough preparation for wheat-based food production.
Copyright © 2019 Elsevier Ltd. All rights reserved.
PMID: 31442898 [Indexed for MEDLINE]
Similar articles

131. Food Chem. 2020 Jan 1;302:125338. doi: 10.1016/j.foodchem.2019.125338. Epub 2019 Aug 8.

Baking performance of 25 edible dry bean
powders: Correlation between cookie
quality and rapid test indices.
Cappa C1, Kelly JD2, Ng PKW3.
Author information:
1. Department of Food Science and Human Nutrition, Michigan State University, East Lansing, MI
48824, USA. Electronic address: carola.cappa@unimi.it.
2. Department of Plant, Soil and Microbial Sciences, Michigan State University, East Lansing, MI
48824, USA. Electronic address: kellyj@msu.edu.
3. Department of Food Science and Human Nutrition, Michigan State University, East Lansing, MI
48824, USA. Electronic address: ngp@msu.edu.

Abstract
This study was designed to evaluate the baking performances of 25 edible dry bean (Phaseolus
vulgaris L.) varieties and to investigate correlations among cookie features and rapid test indices
(i.e., water and lactic acid retention capacities, oil binding capacity and Rapid Visco Analyzer
indices). Two bean powder particle sizes (≤0.5 mm, ≤1.0 mm) were investigated. Cookies were
evaluated in terms of nutritional, geometrical and textural properties. Bean powders doubled the
amount of cookie protein and increased cookie resistant starch content. Baking potential varied
according to bean genotype and powder particle size: coarse powders resulted in larger (+26%)
and thinner (-19%) cookies characterized by easier breaking texture (fracture strengths of 41-157
vs. 48-226 kPa for fine powders). Water retention and oil binding capacities and pasting properties
significantly (p < 0.05) correlated with cookie features. In conclusion, these accumulated findings
can be used in designing value-added traditional and gluten-free cookies.
Copyright © 2019 Elsevier Ltd. All rights reserved.
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Abstract
BACKGROUND:
The goal of the present retrospective study was to elucidate the efficacy of conserving the celiac
branch (CB), which can reduce the adverse reactions of Billroth-Ⅰ (B-Ⅰ) restoration after the
laparoscopy-assisted distal gastrectomy (LADG).

METHODS:
Two hundred thirty-three patients with gastric cancer underwent B-Ⅰ reconstruction after LADG
with dissection 2 lymphadenectomy from July 2005 to July 2012 and were monitored for 5 y. The
patients were separated into 2 groups: celiac branch preserved (P-CB) group (n = 98) and celiac
branch resected (R-CB) group (n = 135). In addition to patient information, tumor features, and
surgical details, short-term and long-term variables such as bowel condition, surgical
complications, and endoscopy findings were evaluated.

RESULTS:
In short-term efficacy, the time of first flatus and liquid ingestion were slightly shorter in the P-CB
group than in the R-CB group (3.84 ± 0.74 versus 4.38 ± 0.71, P = 0.0001; 5.04 ± 1.07 versus
5.67 ± 1.10, P = 0.0001). For long-term efficacy, the incidences of chronic diarrhea, gastroparesis,
residual food, bile reflux, and reflux esophagitis were less in the P-CB group compare with the R-CB

group (6.1% versus 22.2%, P = 0.001; 5.1% versus 17.8%, P = 0.004; 4.1% versus 17.8%, P = 0.004;
8.2% versus 17.8%, P = 0.036; 8.2% versus 17.8%, P = 0.036). Other parameters such as
postoperative ileus and gallstones had a better efficacy trend in the P-CB group but did not
suggestively vary among the groups.

CONCLUSIONS:
The CB has an imperative part in the gastrointestinal motility, and celiac preservation mainly exerts
long-term efficacy in patients who underwent B-I surgery with LADG.
Copyright © 2019 Elsevier Inc. All rights reserved.
PMID: 31425872
Similar articles

133. Ir J Med Sci. 2020 Feb;189(1):267-276. doi: 10.1007/s11845-019-02080-x. Epub 2019 Aug 17.

The evolution of celiac disease publications:
a holistic approach with bibliometric
analysis.
Demir E1, Comba A2.
Author information:
1. Faculty of Medicine, Department of Biostatistics, Hitit University, Çorum, Turkey.
emredemir82@gmail.com.
2. Faculty of Medicine, Department of Pediatrics, Hitit University, Çorum, Turkey.

Abstract
BACKGROUND:
Despite the increasing number of publications on celiac disease, there is a lack of studies that
made a holistic bibliometric evaluation of the studies on this topic.

AIMS:
The purpose of this study is to analyze the publications about celiac disease by using bibliometric
methods and this way to demonstrate the celiac disease-related trends, top effective articles,
journals, and international collaborations between the countries and institutions.

METHODS:
All articles published between 1980 and 2018 on celiac disease were downloaded from Web of
Science and analyzed with bibliometric methods. The correlations between economic development
and publication productivity of the countries were investigated with Spearman's rank correlation
coefficient. Linear regression analysis was used to estimate the number of publications and
citations.

RESULTS:
The literature review showed that there were 6545 articles about celiac disease published between
the years 1980 and 2018. The top productive country that produced most publications about celiac
disease was the Italy. The most prolific journals were the Journal of Pediatric Gastroenterology and
Nutrition and Scandinavian Journal of Gastroenterology. There was a moderate positive significant
correlation between the number of publications and gross domestic product (r = 0.639, p < 0.001).

CONCLUSIONS:
Despite the advanced research on the diagnosis, pathophysiology, and treatment of celiac disease,
the global research level about the disease is low. Therefore, the international collaboration about
the disease should not remain at only regional contexts; the exchange of knowledge and common
studies especially in developing or underdeveloped countries should be supported in terms of
prevalence and clinic studies.
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Abstract

The gut microbiota plays a relevant role in determining an individual's health status, and the diet is
a major factor in modulating the composition and function of gut microbiota. Gluten constitutes an
essential dietary component in Western societies and is the environmental trigger of celiac
disease. The presence/absence of gluten in the diet can change the diversity and proportions of
the microbial communities constituting the gut microbiota. There is an intimate relation between
gluten metabolism and celiac disease pathophysiology and gut microbiota; their interrelation
defines intestinal health and homeostasis. Environmental factors modify the intestinal microbiota
and, in turn, its changes modulate the mucosal and immune responses. Current evidence from
studies of young and adult patients with celiac disease increasingly supports that dysbiosis (i.e.,
compositional and functional alterations of the gut microbiome) is present in celiac disease, but to
what extent this is a cause or consequence of the disease and whether the different intestinal
diseases (celiac disease, ulcerative colitis, Crohn disease) have specific change patterns is not yet
clear. The use of bacterial-origin enzymes that help completion of gluten digestion is of interest
because of the potential application as coadjuvant in the current treatment of celiac disease. In
this narrative review, we address the current knowledge on the complex interaction between
gluten digestion and metabolism, celiac disease, and the intestinal microbiota.
Copyright © American Society for Nutrition 2019.
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Abstract
The intestinal tract is the largest barrier between a person and the environment. In this role, the
intestinal tract is responsible not only for absorbing essential dietary nutrients, but also for
protecting the host from a variety of ingested toxins and microbes. The intestinal barrier system is
composed of a mucus layer, intestinal epithelial cells (IECs), tight junctions (TJs), immune cells, and
a gut microbiota, which are all susceptible to external factors such as dietary fats. When
components of this barrier system are disrupted, intestinal permeability to luminal contents
increases, which is implicated in intestinal pathologies such as inflammatory bowel disease,
necrotizing enterocolitis, and celiac disease. Currently, there is mounting evidence that
consumption of excess dietary fats can enhance intestinal permeability differentially. For example,

dietary fat modulates the expression and distribution of TJs, stimulates a shift to barrier-disrupting
hydrophobic bile acids, and even induces IEC oxidative stress and apoptosis. In addition, a high-fat
diet (HFD) enhances intestinal permeability directly by stimulating proinflammatory signaling
cascades and indirectly via increasing barrier-disrupting cytokines [TNFα, interleukin (IL) 1B, IL6,
and interferon γ (IFNγ)] and decreasing barrier-forming cytokines (IL10, IL17, and IL22). Finally, an
HFD negatively modulates the intestinal mucus composition and enriches the gut microflora with
barrier-disrupting species. Although further research is necessary to understand the precise role
HFDs play in intestinal permeability, current data suggest a stronger link between diet and
intestinal disease than was first thought to exist. Therefore, this review seeks to highlight the
various ways an HFD disrupts the gut barrier system and its many implications in human health.
Published by Oxford University Press on behalf of the American Society for Nutrition 2019.
PMID: 31268137
Similar articles

136. Clin Rev Allergy Immunol. 2020 Feb;58(1):107-133. doi: 10.1007/s12016-019-08756-7.

The Epidemiology and Clinical
Manifestations of Autoimmunity in
Selective IgA Deficiency.
Odineal DD1, Gershwin ME2.
Author information:
1. Division of Rheumatology, Allergy and Clinical Immunology, University of California at Davis
School of Medicine, 451 Health Sciences Drive, Suite 6510, Davis, CA, 95616, USA.
dodineal@gmail.com.
2. Division of Rheumatology, Allergy and Clinical Immunology, University of California at Davis
School of Medicine, 451 Health Sciences Drive, Suite 6510, Davis, CA, 95616, USA.

Abstract
Selective immunoglobulin A deficiency (SIgAD) is the most common primary immunodeficiency,
defined as an isolated deficiency of IgA (less than 0.07 g/L). Although the majority of people born
with IgA deficiency lead normal lives without significant pathology, there is nonetheless a
significant association of IgA deficiency with mucosal infection, increased risks of atopic disease,
and a higher prevalence of autoimmune disease. To explain these phenomena, we have performed
an extensive literature review to define the geoepidemiology of IgA deficiency and particularly the
relative risks for developing systemic lupus erythematosus, hyperthyroidism, hypothyroidism, type
1 diabetes mellitus, Crohn's disease, ulcerative colitis, rheumatoid arthritis, juvenile idiopathic
arthritis, ankylosing spondylitis, and vitiligo; these diseases have strong data to support an

association. We also note weaker associations with scleroderma, celiac disease, autoimmune
hepatitis, immune thrombocytopenic purpura, and autoimmune hemolytic anemia. Minimal if any
associations are noted with myasthenia gravis, lichen planus, and multiple sclerosis. Finally, more
recent data provide clues on the possible immunologic mechanisms that lead to the association of
IgA deficiency and autoimmunity; these lessons are important for understanding the etiology of
autoimmune disease.
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Abstract
Objective: Women with Turner syndrome (TS) are at increased risk for chronic health conditions.
Reports describing the presence of comorbidities in older adult women with TS are limited. This
study aimed to examine the prevalence of endocrine, gynecological, and other chronic medical
conditions in a cohort of adult TS patients.Methods: A retrospective chart review was conducted
on patients seen between 1 February 2015 and 1 July 2018 in a multidisciplinary TS clinic at a
university-based ambulatory hospital in Toronto, Canada. All women seen at the TS clinic with a
diagnosis of TS aged >18 years were included. The prevalence of diseases was determined overall
and stratified by age (<40 and ≥40 years). Statistical comparisons were done using the chi-square
test. The main study outcomes included the presence of comorbidities.Results: Of 122 adult
women with TS, 24.5% had hypothyroidism, 16% had dysglycemia, and 27.9% had decreased bone
mass. Hypothyroidism and dysglycemia were more common among older women (respectively age
≥40 years vs. age <40 years: 36.7% vs. 17.8%, p = 0.018; and 24.5% vs. 5.5%, p = 0.023).
Gynecological conditions were identified in 35% of patients and were more common among older
women (42.8% age ≥40 years vs. 13.7% age <40 years, p = 0.003). Overall, 41% had hearing

impairment, 36.1% had cardiac abnormalities, 14.8% had hypertension, 18.8% had renal
abnormalities, and 9% had celiac disease.Conclusions: The results of this study indicate a high
prevalence of medical conditions in women with TS, especially those ≥40 years of age. Our study
underscores the importance of multidisciplinary adult TS clinics for ongoing screening and
management of comorbidities.
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Abstract
BACKGROUND:
At Texas Children's Hospital in Houston, numerous celiac tests are ordered from a wide range of
nonspecialty healthcare providers.

OBJECTIVE:
To retrospectively examine the ordering of celiac tests before and after a test ordering initiative at
our institution, to determine whether the initiative impacted appropriate usage of those tests and
affected costs.

METHODS:
We carefully scrutinized all orders for comprehensive celiac testing from July 2016 through
September 2017, implemented an in-house celiac-disease screening cascade, and reflexed it to the
comprehensive celiac testing panel if an abnormal screening result was obtained.

RESULTS:

A total of 60 celiac test orders were issued during the 14-month study period. The ordering
physician was a gastroenterologist in 6 cases and a nongastroenterologist in 54 cases. Of the 60
orders, only 4 were approved for sending out for comprehensive celiac testing; in 52 of the 60
cases, the order was altered to celiac screening. In the remaining 4 cases, the tests were canceled
as a result of incorrect orders. Only 1 of the 52 celiac screenings yielded a positive result and thus
was reflexed to the comprehensive panel.

CONCLUSIONS:
We were able to induce appropriate celiac test usage by implementing a celiac-reflexive cascade.
Also, our strategy proved to be extremely cost effective.
© American Society for Clinical Pathology 2019. All rights reserved. For permissions, please e-mail:
journals.permissions@oup.com.
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Excerpt
The definition of steatorrhea is an increase in fat excretion in the stools. Steatorrhea is one of the
clinical features of fat malabsorption and noted in many conditions such as exocrine pancreatic
insufficiency (EPI), celiac disease, and tropical sprue. An increase in the fat content of stools results
in the production of pale, large volume, malodorous, loose stools. Screening for steatorrhea may
be carried out by examining stool samples for the presence of fat by Sudan III staining. However,
quantitative fecal fat estimation is required to confirm the diagnosis. Among the macronutrients,
digestion and absorption of fat involve a complex mechanism. Fat absorption requires bile acids,
digestive enzymes, and a normally functioning small intestinal mucosa. Dietary lipids, mostly as
triacylglycerols, are initially emulsified by bile acids and then hydrolyzed by the pancreatic lipases
and colipases into free fatty acids and monoglycerides. In the proximal small bowel, these
hydrolyzed lipids form micelles by the action of bile acids. The micelles are then absorbed across

the intestinal villi and transported as chylomicrons via the intestinal lymphatics. Therefore,
any defects in the availability or function of bile acids, pancreatic digestive enzymes or absorptive
villi will lead to steatorrhea.[1]
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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 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.
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Abstract
Celiac disease (CeD) is a common gluten-responsive T cell-mediated enteropathy. The only current
treatment is gluten avoidance; however, even when attempting to adhere to a gluten-free diet
(GFD), symptomatic gluten exposures are frequent.1.
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Excerpt
Gluten is a recent topic of significant interest and research. It has become a media darling over the
past few years for a variety of medical and non-medical reasons, and interest has led to a vast body
of literature and information that is occasionally confusing and misleading. This review categorizes
the diseases associated with gluten-based on confirmed medical facts. Gluten (from Latin gluten,
meaning glue) is a composite of storage proteins termed prolamins and glutelins that are stored
together with starch in various cereal (grass) grains. It is found in wheat, barley, rye, oat, related
species, and hybrids (such as spelled, Khorasan, emmer, among others) and the products of these,
for example, such as malt. Gluten gives elasticity to dough, allowing for the puffy and chewy
texture. About 80% of the protein in bread wheat is gluten. Pasta has a lesser degree of gluten.
Imitation meats, beer, soy sauce, and occasionally, ice cream and ketchup have gluten from the
included stabilizing agents. Contamination of other food products with gluten is also a common
problem. Hair products and cosmetics sometimes contain gluten, as well.[1][2] Gluten is significant
for physicians since it has a spectrum of illnesses associated with it, for example, gluten-sensitive
enteropathy or celiac disease (CD), non-celiac gluten sensitivity (NCGS), wheat or grain allergy,
gluten ataxia, and dermatitis herpetiformis (DH).[3] History Aretaeus Cappadocia described a nonspecific entity termed koiliakos in 250 AD. Koelia is Greek for the abdomen. Francis Adams
translated this to English in 1856, using the term Coeliacs or celiacs. Samuel Gee famously said in
1888 that "to regulate the food is the main part of the treatment," and that "if the patient can be
cured at all, it must be by means of diet."[4] Carnegie Brown, in 1908, published a book and
described peripheral neuritis in patients with CD. There was a discussion about "sprue" and ataxia,
but it was hard to prove since the actual diagnosis could not be confirmed with certainty. Second
World War II led to devastation and famine across the world. Most people suffered malnutrition
and illnesses, but the subgroup with celiac improved and felt better. Dutch Pediatrician WillemKarel Dicke noted that mortality of the disease decreased from 30% pre-war numbers to a lesser
figure and that this was reversed after the war. His papers were some of the first that mentioned
the effect of a wheat-free diet on children.[5] Eventually, small bowel biopsy methods were
developed in the 1950s and 1960s, and diagnosis could be confirmed. In 1961, Taylor published an
immunological study and linked the disease to circulating antibodies. Although it was thought to be
a food allergy at first, the autoimmune theory was accepted, and HLA-DQ2 was linked to it. In

1966, enteropathy was noted in 9 of 12 patients with dermatitis herpetiformis. In the same year, it
was noted that CD was associated with many neurological disorders.[6] In the 1980s, the journal
Gastroenterology coined the term “non-celiac gluten sensitivity.” This disease was very prevalent
in Europe, but not so much in the states. Alessio Fasano, who treated celiac patients in Europe,
moved to Boston to work in Massachusetts General Hospital and found that it was a prevalent
disease in the United States as well. His 2003 article in the Journal of American Medical Association
started a process of recognizing the disease and paved the way for many more studies on the
subject.[7] Studies in the 2000s and 2010s linked the disease to almost everything. Gluten was
quickly vilified. The Food and Drug Administration (FDA) started to require the labeling of glutenfree products in 2013. Gluten-free mania ballooned the related global industry to a $3.5 billion per
year figure with a forecast of $4.7 billion in 2020. Gluten-free pizza, cookbooks, apps, and
restaurants have mushroomed rapidly since.[8]
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Excerpt
Both the digestive system and accessory structures have a complex nerve infrastructure that often
goes unnoticed. Celiac ganglia are nerve bundles located in the upper abdomen as part of the
autonomic nervous system that is functionally responsible for innervating the digestive tract and
abdominal visceral tissue. The ganglia serve as integrative centers for coordinating intestinal
motility as well as secretion and absorption throughout the digestive tract. The ganglia's close tie
with the digestive tract makes them essential in a variety of clinical scenarios including pancreatic
cancer and gastroparesis.
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Abstract
Gluten-related disorders (GRD) affects approximately 10% of the general population. The only
treatment for GRD is still so far is the lifelong complete exclusion of gluten from the daily diet. The
correct information about the presence/absence of gluten in food is very important to this group.
The present study aimed to evaluate the prevalence of gluten contamination in gluten-free
industrial and non-industrial products. In this systematic review, 24 cross-sectional studies were
analyzed. The authors developed specific search strategies for Science Direct, Scopus, Web of
Science, Google Scholar and ProQuest Dissertations & Theses Global. The authors evaluated the
methodological quality of the included studies using criteria from Meta-analysis of Statistics
Assessment and Review Instrument (MASTARI). We performed the statistical meta-analysis by
metafor package of R program. 95.83% (n = 23) of the studies presented positive results for
contamination (over 20 ppm). In industrial food products, studies showed a contamination
prevalence of 13.2% (95% CI: 10.8%-15.7%). In non-industrial food products, studies showed a
contamination prevalence of 41.5% (95% CI: 16.6%-66.4%). Despite the non-industrial products
presented higher contamination prevalence than the industrial products, the difference was not
significant (p = 0.072). The findings indicate cross-contamination in industrialized and nonindustrialized products. As expected, industrial products labeled as gluten-free showed a lower
percentage of gluten-contamination than non-industrialized. Despite that, any contaminated
sample found in this group present greater relevance than non-labeled foods. It indicates that
foods labeled as "gluten-free" should not be considered safe for patients with GRD since
information on the label regarding the presence/absence of gluten is unreliable. Therefore, any

gluten-contamination in products labeled as gluten-free is a serious problem to whom present
GRD. Further studies are needed to estimate gluten cross-contamination in food service meals and
industry better.
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Excerpt
Arthritis is derived from the Greek term “disease of the joints.” It is defined as an acute or chronic
joint inflammation that often co-exists with pain and structural damage. [1] Arthritis affected both
the Neanderthals and ancient Egyptians, but It was not until 1886 that Dr. John K. Spencer coined
the term “osteoarthritis.” Arthritis describes a set of symptoms that includes pain, stiffness, and
joint deformities subsequent to an inflammatory process. The destructive process can occur
through multiple pathways. These include: Degenerative disease (osteoarthritis). Auto-immune or
auto-inflammatory processes (rheumatoid arthritis and ankylosing spondylitis). Crystal deposition
(gout and pseudogout). Infection (septic arthritis). Idiopathic (juvenile idiopathic arthritis). Many
diseases can result in arthritis. Examples include systemic lupus erythematosus, psoriasis, Lyme
disease, reactive arthritis, and celiac disease among numerous others. The goal of this activity is to
provide a general overview of the most common arthritides and briefly touch on key aspects of the
different major disease types.
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Excerpt
Hypersensitivity reactions (HR) are immune responses that are exaggerated or inappropriate
against an antigen or allergen. Coombs and Gell classified hypersensitivity reactions into four
forms. Type I, type II, and type III hypersensitivity reactions are known as immediate
hypersensitivity reactions (IHR) because occur within 24 hours. Antibodies including IgE, IgM, and
IgG mediate them.[1] Type I or Anaphylactic Response Anaphylactic Responseis mediated by IgE
antibodies that are produced by the immune system in response to environmental proteins
(allergens) such as pollens, animal danders or dust mites. These antibodies (IgE) bind to mast cells
and basophils, which contain histamine granules that are released in the reaction and cause
inflammation. Type I hypersensitivity reactions can be seen in bronchial asthma, allergic rhinitis,
allergic dermatitis, food allergy, allergic conjunctivitis, and anaphylactic shock.[2][3] Anaphylaxis
Anaphylaxis is a medical emergency because can lead to an acute, life-threatening respiratory
failure. It is an IgE-mediated process. It is the most severe form of an allergic reaction, where mast
cells suddenly release a large amount of histamine and later on leukotrienes. In severe cases
intense bronchospasm, laryngeal edema, cyanosis, hypotension, and shock are present.[4] Allergic
bronchial asthma Allergic bronchial asthma is an atopic disease, characterized by bronchospasm. It
may also be a chronic inflammatory disease. In its etiology, and environmental factors along with a
genetic background play an important role. The diagnosis is dependent on history and
examination. In allergic bronchial asthma, IgE is elevated, and sputum eosinophilia is common.
Epidemiologically, a positive skin prick test or specific IgE are risk factors for asthma.[5] Allergic
rhinitis Allergic rhinitis is another atopic disease where histamine and leukotrienes are responsible
for rhinorrhea, sneezing and nasal obstruction. Allergens are similar to those found in bronchial
asthma. Nasal polyps may be seen in chronic rhinitis.[6] Allergic conjunctivitis Allergic
conjunctivitis presents with rhinitis and is IgE-mediated. Itching and eye problems including
watering, redness, and swelling always occur.[7] Food allergy One must differentiate food allergy
(IgE-mediated) from food intolerance that can be cause for a variety of etiology including
malabsorption and celiac disease. It is more frequent in children as seen in cow's milk allergy. Food
allergy symptoms mostly affect the respiratory tract, the skin, and the gut. Skin prick tests are
helpful to test for food allergens that can trigger severe reactions, e.g., peanuts, eggs, fish, and
milk.[3] Atopic eczema Atopic eczema is an IgE-mediated disease that affects the skin and has an

immunopathogenesis very similar to that of allergic asthma and allergic rhinitis, which are present
in more than half of the diseased. Radioallergosorbent (RAST) may reveal the specificity of the IgE
antibody involved but has little help in management.[8] Drug allergy Drugs may cause allergic
reactions by any mechanism of hypersensitivity. For example, penicillin may cause anaphylaxis,
which is IgE-mediated but must responses be trivial. Penicillin cross-reacts with other
semisynthetic penicillins including monobactams and carbapenems and may also cross-react with
other antibiotics such as cephalosporins.[9] Type II or Cytotoxic-Mediated Response IgG and IgM
mediate cytotoxic-mediated response against cell surface and extracellular matrix proteins. The
immunoglobulins involved in this type of reaction damages cells by activating the complement
system or by phagocytosis. Type II hypersensitivity reactions can be seen in immune
thrombocytopenia, autoimmune hemolytic anemia, and autoimmune neutropenia. Immune
thrombocytopenia (ITP) ITP is an autoimmune disorder that occurs at any age. Phagocytes destroy
sensitized platelets in the peripheral blood. Clinically, it manifests by thrombocytopenia with
shortened platelet survival and increased marrow megakaryocytes. Sudden onset of petechiae and
bleeding from the gums, nose, bowel, and urinary tract occurs. Bleeding can accompany infections,
drug reactions, malignancy and other autoimmune disorders such as thyroid disease and SLE.[10]
Autoimmune hemolytic anemia (AIHA) There are two types of immune hemolytic anemia: IgGmediated (warm AIHA) and IgM-mediated (cold AIHA). The warm type may be idiopathic
autoimmune or secondary to other diseases such as malignancy affecting the lymphoid tissues. The
cold type may be idiopathic or secondary to infections such as Epstein-Barr virus. The primary
clinical sign of the two is jaundice. The laboratory diagnosis is made by a positive Coombs test,
which identifies immunoglobulins and C3 on red blood cells.[11] Autoimmune neutropenia
Autoimmune neutropenia may be present with bacterial and fungal infections, or it may occur
alone or with autoimmune diseases (SLE, RA, autoimmune hepatitis), infections and lymphoma.
Bone marrow examination is needed if neutropenia is severe. For associated autoimmune
disorders, an autoimmune antibody panel is necessary (ANA, ENA, and dsDNA).[12] Hemolytic
disease of the fetus and the newborn (erythroblastosis fetalis) The maternal immune system
suffers an initial sensitization to the fetal Rh+ red blood cells during birth, when the placenta tears
away. The first child escapes disease but the mother, now sensitized, will be capable of causing a
hemolytic reaction against a second Rh+ fetus, which develops anemia and jaundice once the
maternal IgG crosses the placenta.[13] [14]Myasthenia gravis is an autoimmune disorder caused by
antibodies to post-synaptic acetylcholine receptors that interfere with the neuromuscular
transmission. It is characterized by extreme muscular fatigue, double vision, bilateral ptosis,
deconjugate eye movements, difficulty swallowing, and weakness in upper arms. Babies born to
myasthenic mothers can have transient muscle weakness due to pathogenic IgG antibodies that
cross the placenta. Goodpasture syndrome Goodpasture syndrome is a type II hypersensitivity
reaction characterized by the presence of nephritis in association with lung hemorrhage. In most
patients, it is caused by cross-reactive autoantigens that are present in the basement membranes
of the lung and kidney. A number of patients with this problem exhibit antibodies to collagen type
IV, which is an important component of basement membranes.[15] Pemphigus Pemphigus causes
a severe blistering disease that affects the skin and mucous membranes. The sera of patients with
pemphigus have antibodies against desmoglein-1 and desmoglein-3, which are components of
desmosomes, which form junctions between epidermal cells. Pemphigus is strongly linked to HLADR4 (DRB1*0402), which is a molecule that presents one of the autoantigens involved in the
immunopathogenesis of this disease (desmoglein-3).[16][17] Type III or Immunocomplex
Reactions These are also mediated by IgM and IgG antibodies that react with soluble antigens
forming antigen-antibody complexes. The complement system becomes activated and releases
chemotactic agents that attract neutrophils and cause inflammation and tissue damage as seen in

vasculitis and glomerulonephritis. Type III hypersensitivity reactions can classically be seen in
serum sickness and Arthus reaction. Serum sickness Serum sickness can be induced with massive
injections of foreign antigen. Circulating immune complexes infiltrate the blood vessel walls and
tissues, causing an increased vascular permeability and leading to inflammatory processes such as
vasculitis and arthritis. It was a complication of anti-serum prepared in animals to which some
individuals produced antibodies to the foreign protein. It was also experienced in the treatment
with antibiotics such as penicillin.[18] Arthus reaction Arthus reaction is a local reaction seen when
a small quantity of antigens is injected into the skin repeatedly until detectable levels of antibodies
(IgG) are present. If the same antigen is inoculated, immune complexes develop at the mentioned
local site and in the endothelium of small vessels. This reaction is characterized by the presence of
marked edema and hemorrhage, depending on the administered dose of the foreign
antigen.[19][20]
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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.
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Excerpt
The abdominal aorta predominantly provides blood supply to the upper abdominal cavity and its
contents. Among many of its branches, the first major branch of the abdominal aorta is the celiac
trunk also known as the celiac artery. It is a short vessel that arises from the aorta, passing below
the median arcuate ligament, just as the aorta enters the abdomen at the thoracic level of the T12
vertebra. The celiac trunk measures about 1.5cm to 2cm in length.[1][2]
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Celiac disease is an enteropathy of the small intestine. It is triggered by exposure to gluten in the
diet of susceptible people. The susceptibility is genetically determined. The condition is chronic,
and currently, the only treatment consists of permanent exclusion of gluten from the food
intake.[1][2][3] Patients with celiac disease can present with diarrhea and failure to thrive; some
may be asymptomatic.
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