14th International Celiac Disease Symposium – June 19 – 22, 2011

Oslo, Norway

Summary Notes

A.Sunday Afternoon – June 19

Informal meeting with representatives from various members of European Celiac Society, plus US and Canada

Conclusions: Celiac disease Issues are all the same across the world

· Doctors are not diagnosing

· No clear consensus on regulations/labeling defining gluten-free

· Defining gf remains key

B.Sunday Evening – June 19

Presentations by Alessio Fasano and David Sanders (UK) on:

A. Celiac Disease, Gluten Sensitivity and IBS

·  Is there a relationship?

· IBS prevalence in cd patients is 22%

· Iceberg model of CD is, from bottom to top:  healthy individuals, potential celiac disease,  latent celiac disease, atypical celiac disease, typical celiac disease

· “Potential Celiac Disease” equals gluten sensitivity (GS)

· Basic definition for GS:  Cases of gluten reaction where no allergic and no autoimmune mechanisms exist

· Gluten sensitivity is NOT rare

· GS is a real, major health problem and not hype

· GS affects 6% of US population

· GS is indistinguishable from CD purely on clinical basis

Conclusion:  The two gluten associated disorders (CD and GS) are distinct clinical entities; GS is characterized by the fact that it is an innate type of immune response vs. the involvement of the adaptive immune system (CD)

B.Monday – June 20
Clinical Forum Sessions – Various presenters

Topics covered  included:

· The important role CD organizations play in collective, worldwide efforts to increase diagnosis, provide support, provide education, provide guidance on gf diet guidelines, etc.

· Can CD be prevented?  What would that look like?  Will have three components:

· Primary: avoiding disease development (e.g., breastfeeding found to prevent/delay onset)

· Secondary: early diagnosis/treatment and the wisdom of mass screenings

· Tertiary: reducing complications in those already diagnosed
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B.Monday – June 20 (continued)

Clinical Forum Sessions – Various Presenters

· Is biopsy necessary?

1) PRO for elimination

· Serological tests have improved and can stand alone

· Biopsy is costly

· There is a risk of false positive results

· There are new guidelines in place which will permit omitting biopsy in certain cases

2) CON for keeping biopsy

· Still too risky to just go with serology tests

· Need both

· New treatments/scientific advances on the horizon

1. Peptide vaccination

· Heal intestine quicker and more completely

· Target t-cells

· Improve effectiveness of gluten free diet by reducing toxicity of inadvertent ingestion of gluten (e.g., possible cross-contamination)

· Allow normal diet

· Safe, well-tolerated

2. Drugs

· Objective is to return immune system to pre-Celiac state

· Change effects of gluten

· Maintain/restore immune tolerance

· Testing/trials through small bowel biopsy (invasive; considerable variability; expensive with life-long management)

3. Therapeutic Enzyme (e.g., ALV003 from Alvine Pharmaceutical)

· For patients for whom gluten free diet is not working (not in remission)

· Highly symptomatic patients (e.g., DH)

· Patients wanting more than just gluten free food choices

· Aim is to detoxify gluten

· Introduction of enzymes that break down peptides(protein)
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B.Tuesday – June 21

Clinical Forum Sessions – Various Presenters

· Wheat starch PROS and CONS

1. PRO

· Why single out wheat further?

· Defining VERY LOW GLUTEN as “not to exceed 100mg”

· Wheat starch  - 100 vs. 20 ppm

· Can use as a basis for gluten free products

· If not, this would:

a) Restrict patient choices

b) Lead to higher rate of failure to adhere to diet

c) Lead to higher rate of complications of CD

· Can’t reliably quantify gluten content in wheat starch

· Lack of data that 100ppm is harmful

· Studies show that 100ppm can be tolerated

2. CON

· Even 10 mg has a negative effect

· Might be O.K. provided that contamination is kept very low

· Deglutenized wheat starch might be a promising ingredient for gluten free foods but more studies/research/assurances are needed

· Is gluten free wheat possible?

· NO

· Is “safe” gluten possible?

· YES but…

a) Too expensive

b) There is the issue of genetic modification of foods

· The subject of beer

· In Finland, Finnish Society will give GF symbol to beer IF:

a) Tests at less than 20ppm in at least five(5) different lots

b) Follow up on testing is done twice per year

c) Hazard Analysis and Critical Control Point (HACCP) food process safety system is in place

d) Maximum of 3 doses per day is consumed
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C.Wednesday – June 22

Scientific  Sessions – Various Presenters

Topics covered included:

· CD monitoring

· Endoscopy and imaging

· Continuous follow up by multidisciplinary team is essential

· Efficacy and cost effectiveness of Celiac management strategies should be a priority for clinical research

· Serum Intestinal Fatty Acid Binding Protein (I-FAB) accurately predicts villous atrophy and mucosal healing in CD in both adults and children and may decrease the need for biopsy

· Structured education programs have proven to reduce GI symptoms in women with long-standing CD

· Cerebellum atrophy exists in CD patients in spite of gluten free diet

· MRI to look at cerebellum atrophy for complaints of headaches, dizziness, etc.

· Is atrophy reversible? Improvement does occur but how much depends on many factors such as age

· Malignancies

· While there is risk of some cancers, should NOT overdue cancer risk in CD patients

· Less risk of breast cancer in CD patients – could be because of low weight

· Refractory Celiac Disease (RCD)

· Villous atrophy even after 6 months of strict gluten free diet

· Incidences listed at 1-3%; more accurate 0.2 to 0.3%

· How can the gliadin-specific CD4+ T-cell (these cells play central role in immune protection by helping B cells to make anti-bodies) response promote the onset of RCD II?

· AMGEN working on anti-human IL-15 antibody (AMG174)

· Increased risk of RCDII (more severe form of CD) in CD patients

· Why so, not known

· Enteropathy associated T-cell lymphoma (EATL)

· Need to define in order to treat

· Methods now include nutritional education

· Rare incidences; 0.5 – 1 per MILLION; 5% of gastrointestinal lymphoma

· Prognosis remains not good
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C.Wednesday – June 22 (continued)

Scientific  Sessions – Various Presenters

· Relevance of gamma delta t-cells to CD

· RGS1(regulator of G protein) is necessary for t-cells to promote/sustain gut inflammatory pathologies; without it, they seem to be unable to stably reside in the gut

· RGS1 strongly associated with CD

· Experimental therapies: alpha screen potential inhibitor of RGS1

· How is TG2 (TransGlutamenase)activated in Celiac gut

· Can we target drug to TG2

· 2 drugs being worked on:  ALV003 and Nexvax2

· Immusan T, Inc., working on drug to change effects of gluten; restore and maintain immune system

· Peptide based immunotherapy – important factor in developing an effective drug is to know what are the right peptides to put in the drug?

Conclusions:  Exciting scientific developments on the horizon – orally-ingested enzyme, peptide-based therapeutic vaccine which is safe, well tolerated, anti-body, etc.
