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You're invited to the next
CharlottesVILLI
Celiac Support Group Meeting!

Upcoming meetings:
Saturday, October 17, 2009
Saturday, December 5, 2009
Saturday, February 20, 2010

All meetings are supported by the University of Virginia's Digestive Health Center.
Unless otherwise specified, meetings are held from 10 am to noon,
Dining Conference Rooms at the UVaHS Main Hospital.
Meetings are open to the public at no charge.

University of Virginia Digestive Health Center's Ce  liac Support Website can be accessed at:
http://www.healthsystem.virginia.edu/internet/diges tive-health/nutrition/celiacsupport.cfm

@ We were honored to have guest speaker Dr. Sheila E. Crowe, MD, Professor in the
Division of Gastroenterology and Hepatology in the Department of Medicine at the
University of Virginia.

Dr. Crowe presented the latest research in Celiac Disease (CD) from Digestive
Diseases Week (DDW) 2009 to our group. DDW is a major world meeting held yearly
to address gastrointestinal (Gl) disorders, attended by gastroenterologists, surgeons,
and other Gl specialists. See below for a summary of her presentation.

UPDATE FROM DIGESTIVE DISEASE WEEK 2009

----------------------------------------------------------------------------------- Presented by Dr. Cr owe

The Impact of Celiac Disease (CD)
1. Prevalence of CD is 1:100-1:300 in the USA
2. ltis estimated that only 10-15% of all CD cases have been diagnosed in the US



3. Clinical impact can include chronic diarrhea, iron deficiency, osteoporosis, fatigue,
dyspepsia, irritable bowel syndrome-like picture and can have a significant impact on
quality of life.

Opportunities for Discovery and Development
1. Diagnostic testing
Current serological assays are 90-95% sensitive and specific
Intestinal biopsy is still the only way to diagnose

2. Prevention
It is not known how CD develops in susceptible populations

3. Treatment

The GF diet is effective, but locating expert dietitians for counseling, cost issues,
availability, palatability and compliance are ongoing challenges for both patients and
clinicians.

Treatment approaches for CD. The research has focus ed on:
1. Reducing gluten exposure
GF diet
Genetically modified grains

2. Decreasing uptake of gluten
Enzyme therapies
Inhibition of zonulin

3. Altering the immune response to gluten
Hookworm inoculation
Other theoretical approaches

4. Repairing intestinal injury
Research Related to Altering the Development of CD
1. Alter time of introduction of gluten during infancy. Reduce amount of gluten in infant

diets. (Editorial by Farrell, RJ, JAMA, 2913:2410, 2005)
2. Breast feeding (Akobeng, AK, Arch Dis Child, 91:39, 2006)

Studies Investigating Treatment of Celiac Disease

Reducing Intestinal Exposure to Gluten
@ Proteins (enzymes) to help digest gluten into smaller (less immunogenic) fragments -
Prolyl endopeptidases (PEPS)
Glutamine-specific endopeptidases (EP-B2) - barley and PEP from Sphinomonas
capsulata (SC-PEP) ALV003
Aspergillus niger PEP (AN-PEP) Leiden, NL



“ALV002, a combination oral protease, is active, safe and tolerable in healthy volunteers and
subjects with celiac disease in phase 1 trials”

ALV003 is a combination oral protease that degrades gluten in the stomach, with
minimal exposure to the rest of the body.

ALV003 is safe and tolerable at doses 18x higher than levels that degrade gluten
ALV003 activity and safety in subjects with CD were similar to volunteers without CD.

Decreasing Uptake of Gliadin

@ Zonulin (a protein in the intestine) regulates intestinal tight junctions (Fassano, A.
Lancet 2000,355:1518)

@ Gliadin binds to CXCR3 leading to a release of zonulin which increases intestinal
permeability (Lammers, KM. Gastroenterology, 2008, 135:194).

@ AT-1001, a peptide that inhibits the actions of zonulin, has been shown to inhibit the
increase in permeability caused by gluten (Paterson, BM. APT,2007,26:757).

@ Phase Il and Il studies have been completed or are underway, which suggest benefits
related to permeability, symptoms and immune response.

“Safety, tolerability, and effects on intestinal permeability of larazotide acetate in celiac
disease: Results of a Phase IIB 6-week gluten-challenge clinical trial”

There were no statistically significant permeability benefit, but there was some
clinical benefit and reduced tTG-IgA.

Larazotide acetate is safe and well-tolerated in a 6-week gluten trial. This study
shows that 6-week, placebo-controlled study incorporationg a gluten-challenge
can be used to assess efficacy of an experimental medicine in celiac disease.

Repairing Injury or Modulating the Immune Response

@ CCX282-B (chemoCentryx, Finland)
Investigators assessing effect of drug on gluten-induced intestinal damage

@ Immunotherapy — largely theoretical at this time

- Block tTG

Block HLA-DQ2 (DQ8)
Block T cells or TCR
Promote Th2 response (in Australia - trial in progress using Necatur americanus
or placebo inoculation)

“A randomized, double blinded, placebo controlled study evaluating immunity and
gluten-sensitivity by inoculating celiac disease patients with the human hookworm
Necator americanus”

Preliminary results indicate safety, feasibility and promotion of Th2 immune
response.

Challenges of Development

@ Current treatment with gluten-free diet is:
O Safe




O Effective if followed
O Free of side effects
O Relatively inexpensive

@ The prognosis for celiac disease is very good:
O Minimal increase in mortality, but returns to baseline within several years of
following a GF diet
O There is a low overall risk of malignancy due to celiac disease

Other updates from DDW...

Clinical presentation in kids...
Peter Green (Columbia University, NYC)
318 children, mean age at diagnosis was 8.3 years
9% has classical presentation, mean age at diagnosis was 4.4 years
91% had atypical presentation (abdominal pain, constipation, growth issues,
detected via screening)

Following up treated celiac disease....
Two abstracts indicate that following tTG-IgA is helpful, because tTG-IgA normalizes in
the majority of celiac patients on a GF diet
Dr. Joe Murray confirms that histology does not return to normal, especially in the cases
of total villous atrophy or older age at diagnosis.

Risks of celiac disease and delayed diagnosis...
U Manifestations of malabsorption, such as anemia, osteopenia, vitamin and
mineral deficiencies
Decreased quality of life
Infertility, miscarriages, IUGR (intrauterine growth restriction)
Malignancy
Refractory celiac disease
Small increase in mortality

[ i i i

Undiagnosed celiac disease (research from the Mayo clinic in Minnesota)
Individuals with undiagnosed celiac disease have:
U Less arthritis, lower BMIs, lower cholesterol levels
U More osteopenic bone disease, reduced bone density, lower ferritin levels (iron stores)
U In this study, overall survival was not affected by a delayed diagnosis

Refractory celiac disease...
Pentasa (mesalamine) helps type | refractory celiac patients (Dr. Ciaran Kelly
and colleagues, Boston)
Cladribine, a drug that induces T-cell depletion, helped type Il refractory celiac
disease patients (Chris Mulder and colleagues, Netherlands).
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Bonus recipe!

Cindy Brown’s Flourless Peanut Butter Cookies

¥4 cup Sugar

1 large Egg

Y tsp Baking Soda
Yatsp salt

1 cup Chocolate Chunks

1 cup Creamy Peanut Butter

Bake on parchment paper at 350° for 12-14 minutes.

We would love to hear from you. Please email usif  you have an
idea for an upcoming meeting, news or arecipetos hare! Please
let us know if your contact information has changed !

Nancy Carpenter, Administrative Assistant
UVA Health System

Nutrition Services

Charlottesville, VA 22908

E-mail: nlc9z@virginia.edu

Long distance callers: 800/251-3627

Nora Decher, MS, RD

Nutrition Support Specialist

Digestive Health Center of Excellence
UVA Health System

Charlottesville, VA 22908

Phone: 434/243-8484

E-mail: nd4b@virginia.edu

Upcoming meeting topic ideas:
@ Cookie bake-off
@ Cider and pizza tastings
@ Holiday party in December

Carol Rees Parrish, MS, RD
Nutrition Support Sp ecialist
Digestive Hea Ith Center of Excellence
UVA Health System
Charlottesville, VA 22908
Phone: 434/924-8167
E-mail: crp3a@virginia.edu




