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Alice Bast (AB): Welcome to the National Foundation for Celiac Awareness’ 5" webinar and
lifestyle series in 2012. In fulfillment of our mission to empower, educate and advocate, we are
excited to bring you the top experts in the field of celiac disease and non-celiac gluten sensitivity.
Here today, for our session on the “State of the Union: A Live Chat with Experts on Gluten-Related
Disorders,” I'm proud to introduce Doctor Stefano Guandalini, Doctor Alessio Fasano, and
Melinda Dennis. We were having a little technical problem, but Dr. Guandalini is now logged in;
Alessio Fasano is coming to us all the way from ltaly — thank you Alessio for participating from
[taly!

Each panelist will speak for 20 minutes and will touch upon topics and questions that were sent to
the NFCA Team. You, as our educated community, are always eager to hear the latest and greatest
on celiac disease research. If time allows, NFCA’s Healthcare Relations Manager Kristin Voorhees
will be taking one question per panelist towards the end of the talk. Happy Celiac Awareness
Month everyone! And I'd like to introduce our first guest, Dr. Stefano Guandalini, Professor of
Pediatrics, University of Chicago, Chief of Pediatric Gastroenterology, Founder and Medical
Director, University of Chicago, Celiac Disease Center.


http://www.celiaccentral.org/livechat/recording

OK, Dr. Guandalini, it's a hot topic. Everyone wants to know the difference between celiac
disease and non-celiac gluten sensitivity. Can you give us the latest and greatest and explain the
difference between these two conditions?

Stefano Guandalini (SG): OK, Alice. | hope that you're seeing and hearing me well. There’s maybe
still some trouble here but I'm trying to manage my abilities here. | think I'm one of those who
actually would like to know the difference between celiac disease and non-celiac gluten sensitivity
because in reality we know very little about that. We know pretty well what celiac disease is. It's
a condition rather well-defined after decades of intense research and now we know it’s an
autoimmune condition triggered by the digestion of gluten and related prolamines that are found
in gluten (wheat, barley and rye) in individuals who have a genetic predisposition. The disease
causes a destruction of the intestinal epithelium, and with this a number of consequences, which
can be very different from patient to patient. We know that the disease is also associated with a
production of specific so-called celiac antibodies, which are unique to this condition and help
enormously in our screening and diagnostic abilities. All of this we do not know about gluten
sensitivity. We don’t know the prevalence. We don’t know what marker can be defined in gluten
sensitivity. As a matter of fact, right now, they are to say that there is absolutely no biological
readout that is no way can this diagnosis can be supported by any laboratory investigation. No
antibodies in the blood are specific enough, or sensitive enough, for this condition. No antibodies
in the stools can be utilized to diagnose or screen for this condition. Nothing in the blood can be
done, and even the biopsies by definition of gluten sensitive individuals are normal. We do know
that this entity exists. We have no idea what’s causing it. It may have to do with a disorder of the
immune response to gluten. This is likely, but it's not entirely clear to be frank with you. Recently
Alessio and | were in Florence and we both heard Dr. Schuppan proposing as a major
responsibility for gluten sensitivity actually proteins different from gluten. So we don’t even know
if it truly is gluten. He was claiming that there is this new protein called ATl or amylase trypsin
inhibitor that is localized along with gluten in wheat that actually may be responsible for triggering
an innate immune response in individuals, and especially gluten sensitivity.

But even if it is gluten, as | said before, we really lack biological readouts; there are no genes that
are specifically associated with this condition. As | said before no antibodies, no other markers,
and biopsies are normal. So we have to rely entirely on the patient history. Of course this should
be corroborated whenever possible by a period of gluten withdrawal to see that whatever
symptoms are thought to be dependent on gluten subside and a gluten challenge to see that they
reappear. In the best ideal world this should be conducted in a blind fashion so that the patient
wouldn’t know whether or not they are exposed to gluten. Because unfortunately with this
condition, studies have shown that often times patients who believe to be gluten sensitivity once
challenged in a double-blind placebo manner are found out not to be. So, it's a cumbersome
process until Alessio or someone else finds a biological marker, which is reliable for this
condition, then we will have to rely on patient’s history essentially.

This is not the case for celiac disease where we know a lot about this condition.
Alice, do you want me to go on about celiac disease and its definition, etc.?

AB: We have a question from the audience and one of the questions is on the increase. So if
you're going to go on about celiac disease, then the audience would really like to hear.



SG: Again, | can’t hear you very well, but | assume that you have asked me to go on talking about
celiac disease, what constitutes celiac disease, and what is new in the way we think of it and
diagnose it. So I'll carry on and you interrupt me when you want.

So essentially this condition, as I've said, is an autoimmune response to the ingestion of gluten that
is trigged in genetically predisposed individuals. The new definition that the European Society for
Pediatric Gl and Nutrition has come up with a couple of months back, | think is worthwhile
considering because it changes a little bit the way we look at this condition. They are now saying
that in addition to being an autoimmune condition being triggered by gluten in individuals who
have some specific genes, namely HLA haplotypes namely DQ2 and DQ8, this condition is
characterized by a variable combination of elements. One of them being the celiac antibodies, the
other being the presence of clinical manifestations, and the other being an enteropathy. So, in
other words, we are now shifting our focus from a disease that had been considered for decades
necessary involving an enteropathy with a consequent malabsorption to a condition that is
actually a systemic disorder, autoimmune disorder in which the enteropathy is part or could be a
part, so not necessarily is a part, and this is best exemplified by what we define potential celiac
disease. It's a very interesting category of patients who do have the genetic background of celiac,
who do have the celiac antibodies in their blood, who may or may not have symptoms, but who
do have a normal biopsy. Those of us who are digging in the histology of celiac disease know that
there is a spectrum of evolution of the intensity of the damage that goes basically from normal,
with only an increase in intraepithelial lymphocytes that experienced pathologists can detect, all
the way to the flat mucosa that in the 70’s and 80’s, we thought was the landmark of celiac
disease. So in other words, the enteropathy may or may not be present.

In terms of prevalence, studies around the world are showing that the prevalence seems to be
around 1% and it also seems to be increasing. We have data supporting doubling its prevalence
every 20 years or so. Currently it’s estimated to be around 1%. | know that Peter Green and his
group has actually presented an abstract to the next DDW in which they have accessed to the
NHANES (inaudible) blood samples of more than 7,000 individuals and they have confirmed what
the previous study that was led by Alessio, to which we were a part, shown in 2003, basically a
prevalence study of once again 1%. His data is also interesting because they were able to show
that about 85% of those who could be considered to have celiac disease based on clearly positive
blood levels of specific antibodies actually were not diagnosed. So that’s quite interesting.

In terms of diagnosing celiac disease, we also have some news. Let me try seeing whether putting
my headphones on might help. Just give me one second and I will tell you all the new findings you
need to know about diagnosing celiac disease.

Alright, | hope you hear me better. Alright, so what's new, again I’'m referring to the European
Society for Gl Task Panel who came out a couple of months ago with evidence based guidelines
that are supposed to replace the old ones that I led in performing and in publishing 20 years ago.
Basically, what they are currently saying is that if you have, now they are referring to a child, |
must underline that, nevertheless, as the old diagnostic guidelines that ESPHGAN proposed in
1990, | think the new ones can also be considered adaptable, so to speak by adult
gastroenterologists. But anyway.

So, a child who has symptoms suggestive of or consistent with celiac disease, now they may be
gastrointestinal, they may be extraintestinal, who also has a genetic compatibility with this
condition. So HLA-DQ2 or DQ8 present, will have to be tested for tTG, which is the most



sensitive antibody test we currently have for celiac disease especially above the age of 2, and if the
levels are positive then we have a dichotomy. If the tTG antibody positivity is very high of more
than 10 times the normal. So for instance if you have the usual cutoff in most laboratories in the
U.S. nowadays is about 20, so you have to have 200 or more, well then in that case you need to
check the more specific anti-endomysial antibodies (EMA). | do love the EMA because their
specificity is so great. And in fact this evidence based paper supports that concept. They are saying
if the antibodies, the EMA, under these circumstances, so let me recap:

Somebody with symptoms consistent with celiac disease, somebody who has genetics consistent
with celiac disease, somebody who has tTG extremely elevated of more than 10 times the normal
limit, and has a positive EMA, then under this very clearly defined and selective circumstances you
may skip the biopsy. Because at that point in time the possibility of this subject having anything
else other than celiac disease are extremely, extremely dim. Basically almost zero.

In all other circumstances, so when the history is not so clear, when you do not know the
haplotypes, or when the tTG elevation is not as skyrocketing, then the usual process is to refer the
child to a pediatric gastroenterologist and have this person assess the child and conclude
diagnostic workup by performing the intestinal biopsy remains mandatory. They also are saying
that for everyone who is without symptoms that belongs to an at-risk category, for instance first-
degree relatives of patients, persons with Type 1 Diabetes, Down syndrome, etc., these individuals
for them they do not suggest the possibility of allowing the doctor to skip the biopsy. They always
should go through the itinerary of having the biopsy done. And then according to the results of the

biopsy, as now many sources are saying, you can rely on the biopsy to classify this patient in
potential celiac disease N
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