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food additive or a pesticide residue or something
like that and dividing it by 100.

Classically, tenfold is forrextrapolation
from animals to humans, and tenfold is for
intraindividual variation. Consequentl?, what
uncertainty factor should we use?

{Slide.)

DR. TAYLOR: For allergens, since you have
human subjects that can be used, the ideal thing
would be to determine the no observed adverse
effect level for specifié allergenic foéds among a
human population that is allergic to that food, and
then apply an uncertainty factor to get your
threshold dose. ‘

(Slide.)

DR. TAYLOR: To do that with any degree of
confidence, you have to challenge a fairly large
number of allergic ihdividuals. You would have to
identify the NOAEL for each patient.

You would probably also have ﬁo identify
the LOAEL for each patient to prove the pérson is

still allergic to the food that is under
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consideration.

It would be good to determine the
variation bétween individuals in NOAELs because it
is probably a miilionfold. A sténdardized”pfotoco;
would be handy s§ that you didn't have ?ncertéinty‘
about the differences in protocols.

(Slide.)

DRL TA?LOR: ~There ié no animél Ed human
extrapolation needed for food allergy
considerations because we have human daﬁa. We have
already selected a sgnsitive subpopulation of the
human population.

The quéstion arises, Did we include the
most sensitive individual? I think that is aﬁ'
important consideration for this panel. We have
heard several speakers say, "Well, maybe we have
not."

My argument is that perhaps in terms of
representing the whole allergic population to a
particular food we have actually excluded'thé other
end of the dose distributipn curve, and we actually

have included a number of people from the most
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sensitive subpopﬁlation.

(Slide;)

DR. TAYLOR: I want to point to this study
again. People have interpreted this study as a
publication involving the dbse/distribution for the
whole focd-allergic group allergic to peanuts, |
eggs, and milk. It is not that; it is a study of

the most sensitive individuals in clinical

population.

(Slide.)

DR. TAYLOR: Well, how much data,is/out
there? 1Is there enough data to make your
decisions? I think there can be if you' can wrestle
with the uncertainty factors and the differences in
protocols from oﬁe study to another.

I just!went through what I think is the
most relevant literature. Some of these are in
your "FDA Report," which contains a big table at
the back that soﬁebody very laboriously:put
together. I thiﬁk they actually found most of the
relevant studies.

I congratulate them for that, because that
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is rot particularly easy to do. I went’thrqugh
those studies and added up the number of patients
that are in eachyone of these studies that were
subjected to double-blind, placebo—contfolled food
challenges and for which a published LOAEL exists.

Now, there are lots of differences in.
protocols, so there. are uncgrtainty factqrs with
how to plug this data into one of Rene's curves.
What you can seeAis there are lots of subjects.
This is for peanut. Note, I put an asterisk\by our
2002 paper, and that is because that is:not
original data. éome of those patients may also
appear in some of the other studies. We got
concerned about whether to épunt them twice.

(Slide.)

DR. TA?LOR: This is for egg.

{Slide.)

DR, TAYLOR: This is for milk.

(Slidef)

DR. TAYLOR: We have got a log of data
points. What aré the uncertainty factors? Well,

you've got adults, adolescents, children, infants.
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Many of the studies have been done on'pédiatric
populations; fewer studies have been done on
adults. You can do cﬁallenge trials on:both of
those. A lot of the diagnostic challenge trials
are done on infants, but they are not done in
threshold study types of experiments.

(Slide;)

DR. TAYLOR: You've got the problem with
the nature of thé challenge material and the
allergen content of that challenge material. This
is again from our 2002 study from Threshold 1.

You can see the number of different
materials: ground peanut, peanut flour, péanut
butter, egg white, dried egg white, wholevegg,
dried whole egg, and raw versus cooked for most all
of those. Then, you've got whole milk, non-fat dry
milk and even infant formula as the milk challenge
materials.

In many of these cases, the pﬁysicians
didn't determine the protein content of tﬁe
challenge materials, so you've got to méke

glorified guesses. There are uncertainties about
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the challenge materials.

(8lide.)

DR. TA:YLOR: I would argue that studies
should be compared using protein content. This
failure to provide that data makes the evaluations
really difficult. If the protein conteht of the
challenge material was not determined or cannot’be&
determined using:reliable data in the literature,
then the study p%obably hasyto be rejected from’
consideration by‘groups like this.,

There ére well-characterized éhallenge
materials like non~fat dry milk, dried égg white
and soy flour that I think you can“asSume what the
protein level is based on standardized industry
data. Thresholds should be established%in terms
that can be related to analytical methods like
milligrams of food or milligrams of food protein.

(Slide;)

DR. TA?LOR: There are also issﬁes related
to blinding that Stefano already{talked,about;
Some clinicians use labial challenges. :They put a

drop of the food on the patient's tongue or lip.
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That is often used for young infants.

I think that is particularly difficult to
interpret what the dose was. However,
diagnostically it is good procedure, but otherwise
it is kind of difficult to figure out what was
going on. Then, there is the choiée of dosages
used for the challenges.

Probably the biggest uncertainty is this
issue of the facf that most of the publications
were done for diagnostic purboses, and éo when youy
look at the published literature you get the LOAEL
and not the NOAEL. I actually think a iot of ‘the
NOAELs are clinically available; they are just not
published.

There is more uncertainty in,gsing a LOAEL
rather than a NOAEL to established threshold doses;
there is patient selection criteria; exclusion of
people on p:obabiy both ends of the curve; and
there 1s variability in individual threshold doses.

Diégnoétic challenges tend to report only
the LOAELs; the NOAELs in some cases may not be

recorded. As Dr. Wood pointed out to us in his
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study, in many céses the patient reacted to the
lowest dose admihistered.

However, if it was 400 or 500 milligrams,
that is a prettylsizeable dose. I think theref;s a
lot of uncertainty if you use that as yéur LOAEL to
try to try and figure out whét the threéhold dose
might be. You are much better off to.focus on
lower dose challenges where there is leés
uncertainty even,if’yoﬁ have to use the’LOAELl

How fai above the NOAEL is the LOAEL; énd
if using a LOAEL, how big should the UFxbe? I
think that is thé guestion that they wagted me to
try to answer.

(51lide:)

DR. TAYLOR: I got bold and I did try to
answer it. If the LOAEL is based on subjective
symptoms, "My mouth itches,* then I don't think we
have to be very concerned aﬁout uncertainty /
factors, because:in the limited experiences that
exist . in the literature there is a ten- to a
hundredfold variations between thekdoséé that begin

to provoke subjective symptoms and the doses that
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tend to provoke objective signs. I lea%ded
something today.. I'll . try to say "signs.#

Now then, if you have a LOAEL based on
objective reactions, what unce;tainfy factors
should you use? Well, then I think you would need
to have very caréful eXpert analysis of:the
clinical study you are looking at.

I coulﬁ argue that if you looked at one of
these clinical threshold trials that have been done
using microgram and low-milliéram dose level, that
you could use a &ery low uncertainty factor.

However, if‘you are going to rely on
publications liké Perry, et @l., from 2004 where
you only have da%a on the reactions tha£ occur at
the lowest diagnéstic challenge dose and it is 400
or 500 milligrams, then you've got a much bigger
uncertainty factor because you could be a long ways
above the NOAEL.

I don't know what you would d§ in this
particular case, so I put a question mark by it. I
actually think those kinds of studies afe not very

helpful.
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In facﬁ, if you ;ead Perry, et a;., they
don't tell you what the lowest éhallenge dose is.
I just think they follow the standard protocol, and

it is 400 or 500 milligrams. Obviously, if you had

NOAELs, that would be better yet.

(Slidei)

DR. TAYLOR: Well, what about this patient
selection issue? I think that is anothér key
uncertainty. I'm not sure that the published
diagnostic evaluation are representative of the
whole population of allergic individualé.

Someone mentioned that this réferral
¢linic bias, if %he go to a\referral clinic, then
they are more seriously affected indivi@uéls in\the
first place.

Those are the ones that we teﬁd to publish
data on, and even we tend to publish data on
individuals that:are selected from that:population
because their history suggests they may reéct to
lower doses.

I would say that the clinical,threshold

studies that are published in the literature are
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distinctly skewed toward the more highly sensitive
patients.

Now, héveVsome people actuall? been
excluded from diggnostic evaluation andiclinical
threshold trials? Yes. People with history of
severe allergic reaction, people with historiés of
unstable asthma.

There is no way you can involve an
unstable asthmatic in one of these triais; they
will react to everything you do including the
placebo. In all likelihoecd, the ethical thing to
do is to see if you can get their asthma under
control.

Some physicians exclude severely.affected
individuals, but I think it is discoverable to
figure out how mény. I think this panei needs to
know the answer to that question.

Is that 1 percent of the population,

5 percent of the population, .l percent of the
population? I t#ink that is‘discoverable; but we
don't have the information.

(slide.)
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DR. TAYLOR: I present this information to
you because I th@nk it is very relevant; This is a
paper from Scott Sicherer and Hugh Sampson and
Hugh Sampson pubiished a few years ago.- f only-
picked out the soy allergic data from tbis paper.

It is a double-blind placebo. They
purport data similar to that in Perry, et al. It
is a double-blind, placebo-controlled féod
challenges of 53 soy~allergic people. I wanted to
point out that 28 percent reacted to the first
dose, which was 400 or 500 milligrams. lAlfhough,
good luck figuriég out how many it was éOO and how
many it was 500; it is not in the publication.

Fifty~three percent/reacped at -some

intermediate dose and 19 percent reacted at the

final dose, which was either 2 or 2.5 grams or an
open challenge with like 8 grams.

That tells you that there are a lot of
individuals thatiare in these very high dose
ranges, at leastgfor soybeané, that is their
individual threshold.doses. We tend to focus on

these people, but just remember this is 25 percent
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of the population.

(Slide.)

DR. TAYLOR: Another deficiency with this
paper is they doﬁ't tell you whether the milligrams
are soy proteiln or soy flour, so I'm noi sure. it
is probably soy flour, but that is just a guess.
Then, this is a étudy from the French group,
Moneret-Vautrin's group. -I just wanted to show
this to point ouf that the levels, the individual
threshold doses for individuals, éan vary
enormously in big, clinical trials. This was 103
individuals.

(Slide.)

DR. TAYLOR: Have they been severely
affected? Peoplé have been excluded from challenge
- trials? Do they have lower or minimal éliciting
doses? Do they experience severe reactions at very
low deoses? Or, are they simply individuals wbo
have made big, dumb mistakes in their avoidance
diets? I mean, i think that is a considerable
possibility.

(Siide.)
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DR. TAYLOR: This study was mentioned,
Jonathan Hourihane's study. He took indiv;duals
with asthma and without asthma and those with
food-induced astbma are more likely to have a’
severe reaction. That is pretty well documented.

You can see that there is not a big
difference in threshold dosgs for asthmatics and
non-asthmatics —; a little bit of diffeience down
here, but it is not all that dramatic compared to

the other uncertainty factors.

(Slide.)

DR. TAYLOR: Now, Wensing's study,geté
mentioned a ‘lot, too. The thing I want - to pcint
out here is there are only five subjects in this
study that had objective symptoms. For all of the
others, Wensing,:et al., stopped the ‘study with’
subjective reactions, "My mouth itches."™ That is
going to have a big impact on the minimél éliciting
dose,

They d%d lookqat people who had histories

of severe reactions versus people who had histories



of mild reactions. Remember, most of these are
subjective reactions. You can see thatiﬁaybe there
is a 10- to 100-fold variatién amongst these
individuals.

(slide.)

DR. TAYLOR: - In cénclusion, I:would say
that there is a lot of uncertainty factors. 1

think the biggest ones are the use of LOAELs versus

NOAELs in the published information and the patient -

selection biases in these studies.

I do think we have\a lot of information
out there in the clinical literature, but whether
that data is tha# of an appropriate form to a}low a
regulatory agency to make a reasonable decision,
I'm not sure.

I do know that there is lots of cliniéal
threshold trials'underway around the world, that
within a few years we will have more data done with
a consensus protocol or some minor variation of
that, and that might make some of this éasier to
interpret.

Thank you.
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CHAIRMAN DURST: Thank you.

Are there any questiogs or digcussion for
Dr. Taylor?

(No verbal)response.)

CHAIRMAN DURST: All right, I guess not.

Thank ygu, Dr. Taylor.

Marcia}Moore has an announcement to make.

MRS. MOORE: I guess that is the)bardship
of going just before lﬁnch as you said.

(General laughter.)

MRS. MOORE: For the public comment period
that we have at 2:15, can I see a show of\hands of
the folks who are here right now for thét and will
be speaking. If you could stay when we break for
lunch for about 5 to 10 minutes, it appears that
several of you didn't get tﬁe full instructions.

We want to go over the instrﬁctions with you for
that.

That's all I have.

CHAIRMAN DURST: Okay. Thank you very
much. o

I guess if there is no further discussion



at this point, wé will break slightly early for
lunch and reconvene at 2 o'clock as the schedule
indicates.

Thank you very much.

(Luncheon recess.)

217



218

AFET E RNOON \P ROCEEDINGS

CHAIRMAN DURST: Before we begin our
public comments, . we havekone final presentétioﬁ,
and that is by the lead author of the document that
we are discussing today, and that is Steve‘Gendel.

Dr. Gendel is a senior scientist in the
National Center for Food Safety and Tecﬁnology of
the FDA and he will describe the overviéw of
approaches to establishing thresholds for
allergens.

Steve.

OVERViEW OF APPROACHES TO ESTABLISHING

THRESHOLDS: ALLERGENS

DR. GENDEL: Thank you. I guess I would’
like to start by:acknowledging that I am aware of
the awesome responsibility that goes with being the
first speaker after lunch.

(General laughter.)

DR. GE&DEL: T am going/to try and be
quick before everybody has a chance to drift off,

Also, the purpose of what I'm doing here, since the

report has been out for several weeks and I'm sure
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that everybody on the Committee has had a chance to

review it in great deal, I'm not so much going to

present an overview as a refresher or a’reminder
for you as to what is in it‘specifiéally today on
the parts related to fqod allergens, with the idea
of sort of setting the stage leading into ﬁhe
discussion for the Committee later this afternoon.

(Slidef)

DR. GENDEL: To start, what I‘woula like
to do is look at. the purpose of the repértf why we
wrote it. This is important for the Committee té V
think about because the purpose'of the report was
to identify approaches that could be used to
establish thresh@lds for the major food allergens
and for gluten, with the emphasis on "aéproaches."

The rebort was not intended to make a
decision about whether to establish thrésholds or
to choose an aproach, and it was not aimed at
discussing thresholds for individual allergens. We
were interested in identifying the appréacheé that
are available and looking at the advantéges, the

disadvantages and the data needs for each apprdach.
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It is something to keep in mind when we look at
what the contents of the repcrt, the "Draf;
Report, " actually are.

(Slide.)

DR. GENDEL: The overall organization is:
fairly straightforward. The\mandatoiy introductory
material which in this case put the report in
context as to why we were déing this and how this
relates to the FDA's mission, then thére was a
scientific review of what was known about food
allergy and celiéc disease, and then discussions of
the approaches that they Working Group identified
for establishing‘thresholdé, 50 very
straightforward.‘

(Slide.)

DR. GENDEi: In texrms of the scientific
review of food allergy, wekcénsidered a.lot of
factors, some of which are listed here and there
were some others%beyond this.

Two points I think to bring out are under
the area of exposure. We did talk abou£ the

effects of proceésing on allergens, how that



affects both consumer responses to the substances
and also we discﬁssed the mefhodology related to
the detection and quantitation of the méjor food
allergens, and, again, how processing affected |
that.

Then, as Dr. Taylof mentioned, we spent

some effort at trying to identify and dispuss the

clinical literature, the published challenge
studies, which are the fundamental basié for any
discussion of unaersténding how the allgrgic
consumer respondé to these foods.

(Slide;)

DR. GENDEL: In terms of the approaches
that we identifigd, there were four of @hem that
the Working Group identifieq: analytical
methods-based, séfety assessment—based,\risk

assessment—bésed; and the statutorily derived

approach. I'm going to say a couple of words about

each of these as we go along.

The anélytiéal methods~based approach is,

as the name implies, one in,Which any thresholds

are established based on the sensitivity of the
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methods available.

This approach is useful for those
allergens where validated methods are available,
but the Committee was cognizant of the fact that
this method, this approach, is not linked to public
health outcomes or public health concerns directly.

The safety aSsessment—based é@prbach is
one which we have heard a lot of discussion of this
morning. In this case, it would involve using
published values%for LOAELs or NOAELs as the Basis
for establishing thresholds and applying
uncertainty factors.

As we heard, the appropriate ﬁncertainty
factors would begdependent upon the gaps that were
identified in the data, how much data was
available, and what was contained in that data
would determine what the appropriate uncertainty
factors would be. This is an approach théh\bas
moderate data needs. \

The risk assessment-based app%oach, on the
other hand, is one which would use clinical |

response distribution data, that is, information on



responses across:the whole spectrum of
concentrations of al;ergen.‘

We were referring to this in the
quantitative sense of quantitative risk
assessments, where by the use of modeliﬁg and- other
techniques such as we discussed before, the
approach could be usédite derive guantitative

estimates of risk and of the associated(unce:tainty

at any particular level you‘might be interested in. .

This is scientifically a very powerful
approach, but it is also an’approach which has the
greatest data needs. Again, this morning we heéra
some discussion about what those data néeds are and
what the limitations of the available data are.

Finally, the statutorily derived approach,
the statutorily derived approach is onerin which
thresholds are détermined based on langgage that
appears in a relevant law as promulgated by
Congress which is then used to extrapolate
thresholds from that language.

In the case of thé FALCPA, thére is

language which exempts highly refined oils from‘the
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labeling requirements, so the statutoriiy derived
approach could be used the same based on protein
levels in those highly refined oils. Thosé levels
could serve as the basis for establishing
thresholds in other foods besides the |
highly-refined oils.

This appreach is also one in which,the
links between any potential thresholds and public
health issues and public health outcomes is not
clear, although it is an approach that could be
used.

Based on the review of food a;lergy that
was present in the "Draft Eeport" and based on the
discussion of the approaches that Qe were able to
identify, the Working Group came out with five
findings related;to food allergens.

The first one, which I think is an
important point to make, is that whatevér decisions
are made regarding the establishment of thresholds
and the approaches that might be used t¢ establish
thresholds and any thresholds that migh& be derived

using these approaches need to be reevaluated
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periodically and%probably frequently as new data
and analysis metﬁods become available.

We heard a lot today abeout onéoing
clinical trials,‘ongoing studies, develépments and-
new methods, so whatever decisions are made now
need to be reevaluated as these new daté become
available.

Secondly, the Working Group found that the
analytical methods-based approach could be used to
establish thresholds for allergens, if the |
validated methods were available. |

Howevei, we felt that if this‘method is
used, it should be replacéd by thresholds
established usiné one of the methods with a link to
risk and public health as soon as that is possible.

The Wo#king Group found that the safety
assessment-based. approach is a viable approach for
the major food allergens using published LOAELs or
NOAELs, using a standard of the .initial objective
symptoms in clinical trials as the basis for
determining LOAELs or NOAELs, and, as I mentioned,

appropriate safety factors which would be
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determined by analyzing the literéture.i

The risk assessment+based approach is,
obviously, potentially the strongest»scigntifically
of the differentyapproaches. We realize that this
approach is one which is just now being applied to
allergens for the first timé, and we still fee;
that there is a ﬁeed for more data and more
analysis of the appropriate«assessment tools,
modeling tools, and ways of analyzing tﬁe data at
this time.

Fihally, the statuﬁorily derived approach
could be used to set thresholds, but ba@ed on thé
levels of proteins that are found in thé highly
refined oils it is possible.that this approach A
would provide thiesholds which are unnecessarily
protective of public healthf

We felt that the Working Group felt that .
if this approachiwas uséd, that the resﬁlté should
be reevaluated again as soon as possible when‘the
data became available on the methods fo# using one
of the risk assessment-based approaches:for

establishing thresholds.



That ié, briefly, the reminder of what ‘is

in the report.
éUESTION—AND*ANSWER SESSION

CHAIRMAN DURST: Are there any questions
or comments for Steve at this point? I;m suie we
will involve him in our diséuSsioné later.

Yes.

DR. BRiTTAIN: This is Erica Brittain7 I
want to commend the gféup together that put
together the report. I£ is really easy{to read and
very interesting. One part of it that I found a
little confusing:that I didn't really understand
was the analytical method.

Am I correct or not in understanding that
to be basically the level of detection?. If
something is below the level of detectién, it would
be considered a fhreshold, or have I misunde;stood?

DR. GENDEL: -Yes. Basically, as I said,
the idea was we were trying to i@entify all the
available approa?hes. As we mentioned in the
repcrt, there are some examp;es where effectively a

threshold has beén set at the level of detection of
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the methods avaiiab;e.

DR; BRITTAIN: Thanks.

CHAIRMAN DURST: Anything else for Steve/
while we've got him up there? \

(No verbal response.)

CHAIRMAN DURST: dkay.

DR. GENDEL: Thank you.

CHAIRMAN DURST: Thank you, Steve.

I guess now we can get into ﬁge public
comment part of our program. We have a(number of
speakers lined u?. Just as a reminder,'each
speaker will have three minutes, and thén the hook
comes out. |

(Generél laughter.)

PUBLIC COMMENTS

CHAIRMAN DURST: There will be additiona;
time for questions beyond the three minutes. Okay,
our first speaker will be Tracy Atagi from the Food
Allergy Anaphylaxis Network. ‘

MS. AT;AGI: aello, my name is Tracy. Atagi.
I am actually no% from FAAN, I'm a member, but I'm

speaking here for nyself. I am'a mother of a
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six~year~old boyywith a severe peanut allergy.

I am speaking here today because I have
four specific concerns with the methodologies that
are discussed in the draft paper. Due to time
constraints, I will try and summarize these
briefly, but I hope the Committee will also_
consider my longgr written statement.

My four concerns aré, first, the draft
paper fails to consider sensitization as a}healfh
endpoint of concern. Second, the oral Chailenge
data are unaccep%ably biased, beéause’they/are
likely to only represent the least allezxgic
individuals excluding not only the most sensitive
individuals but also your average allerglc
individual.

Third,:contrary to the findings of the-
"Draft Report,”" the use of initial‘objective
symptom is not generally prqtective.

Fourth, the proposed methodology for the
statutory based threshold does not meet minimum
data guality reqﬁirements. The data on.oils with

no detectible protein were arbitrarily excluded and
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the data on protéin levels that were included in
the paper appear unrelated to highly refined oils.

The issue of sensitization is: important
because without Sensitization there is no food
allergy. Parents of childrén with a faﬁily histoxry
of food allergies are advised to delay introduction
of allergens to help the immune system develop }
fully.

When I read label#, I read it both for my
allergic son and also my, hopefully, not allérgic
daughter. For my son, it is a matter of life and
death. He has héd an anaphylacfic reactioﬁ. I

hope never to see that again.

However, it is also in a way a matter of
life and death for my daughter, because if delaying
introductions of\an,allergen can keep her from
developing that food allergy, thén the risk to her-
life is greatly ;educed.f Thus, I would urge the
Committee to consider sensitization as a possible
health endpoint for the health-based methodology.

Apart fpom the isspe of sensitizatioﬁ, the

safety assessment-based threshold contains serious
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biases. The "Draft Paper" explains that the oral
challenge study 6ata are used for diagnostic
purposes, but fails to reach the obvious
conclusion.

Individuals who would volunteer for these
studies are thosé whose initial diagnoses are in
doubt. 1In other£words, these individua;s who are
volunteering are likely to be the least allergic in
the population, hot only are the most sensitive
individuals like my son not included but also your
average allergic individual.

This b;as is compounded by the
recommendation that the thre§hold be based only(on
the initial obseivable symptom -~ I'mysérry,
objective symptoﬁ.

As theédraft/bape:'nctes, a pérticular
dose could result in mild symptoms on one day and
life—threateningfreactionsythe next. Excluding
data on subjective symptoms(is uﬁprotective, given
the range of reaétions even within the same
individual.

Finally, the methodology on the statutory



232
derived approach is fatally flawed. Thé draft
paper offers no évidende that the oils examined in
the study are hiéhly refined, and the décision to
exclude all oils with no detectaﬁle proﬁeih appears
arbitrary. \

Frankly, I would assume that oils that
have no detectibie protein would be the only ones
that would meet Congress' intent in exempting -
highly refined oil. - Instead of using p?otein
levels in different'oils to define the threshoid,
FDA should use the lack of protein in an oil to
define whether it has been highly refined.

Thank you very mﬁch.

CHATRMAN DURST: Thank you.

Are there any gquestions or comments?

{(No verbal résponée.)

CHAIRMAN DURST: Okay. Well, we will move
on.

Our ne%t speaker is John Carrecll of the
Enzyme TechnicaléAssociation.

MR. CARROLL: Good afternoon.. I am from

the Enzyme Technical Association. I am the current



chairperscon from that group. As you can tell from
the title of the association, this is abou£
enzymes, which are Mother Nature's quderfulrand
ubiquitous tools;

I wish to thank you for letting us,
allowing us, to give a brief presentation here
today. We also wish to thank and compliment the

Committee and the FDA for this effort here.

Anybody who is at all looked at any of this stuff,.

and we have‘tried for a year or two, this is a
complicated, complex area, a full gamut including
emotion. This is a very difficult task that you
have, but we know that our FDA is up to it.

We are going to talk about where enzymes
fit and the view of the Enzyme Technical
Asscciation. We put this in a question~and~answer
type modality.

Our first question is, Where do enzymes
fit within the scope of allergen labeliﬁg as
defined by FALCPA? Our answer, after quite a
lengthy period oﬁ trying to.evaluate this is, no,

they don't fit.
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After ;eviewing FALCPA, after)looking at
the "Draft Repori," which is excellent, plus a
multitude of allergen literature, we have come to
the conclusion that enzymes do not fit, and here is
why.

Enzymes are not proteins within the Big 8
allergens. Some enzymes, but not all, are
manufactured usihg fermentations in which raw
materials obtained from one or more of thefBié 8
are used to feed the ﬁicroorganism from which the
enzymes are extrécted.

Enzyne: products obtained from
fermentations are not directly derived from the Big
8 list. They are derived from mic#oorganisms fed
on media that may include protein from @ne or more
of the Big 8 list.

Furthefmore, enzymes are normally purified
to remove the bi@mass and to achieve a éertain :
concentration. Why are we here today? is our
second question. Why is the Enzyme Technical
Association here today talking to the Committeg?

Well, ﬁhe Enzyme Technical Association has



been asked whether enzymes need to have allergen
labeling, because the enzyme industry uses some of
the Big 8 allergéns for enzyme production, as I
explained, as food for the microorganisms.

While ETA is convinced that FALCPA never
intended to regulate the labeling of enzymes, as an
as assoclation we are prepared to share. the
information we have collected to support our
conclusions.

We would also like to point out in the
form of a question, What is the policy of other
regulatory bodies in the international areﬁa?:,The
United States, like every country, tends to think
we are the center of thg world; it is not true.

There ére other people who, as we have
heard today, have addressed this quesfign. They
have actually addressed it alsc specifically in the
case of enzyme products.

The U.S. needs to understand that both the
EU and Japan, the regulatory Eodies in those
countries, have concluded that enzymes ére not

required to have allergen labeling.
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CHAIRMAN DURST: Your time is up. Can you
conclude?

MR. CARROLL: Thig is the last point.

Indeed, the European Coﬁmission Health and
Consumer Protection Directorate has cle@rly stated
that enzymes are outside the scope of their
Directive 2003, which was November 2003, a similar
directive, very similar to FALCPA,

Thank you.

CHAIRMAN DURST: Well, I haveia question
as far as the enzymes. Are they used in a way that
they can be considered a food? Are théy in a form
that is eaten, or are they just used then as a
method of processing?

MR. CAEROLL: They are used as a method of
processing. As it sounds like you're aware, they
are used to catalyze reactions, bibcata}ysis. ~They
are used as processing aids. They are used at
levels, like any(catalyst, that are very low.

Roughly, the enzyme protein in a normal
process would be at a maximum of l'part per million

of the enzyme protein itself. Part of the nature
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of that is the ngture of biocatalysis that they use
at very low levels.

CHAIRMAN DURST: Okay.

MR. CAkROLL: No, they are not\an
ingredient. They are not part of the food, per se;
they are processing aids.

CHAIRMAN DURST: They are purified so that
initially they have small amounts of any\
potentially allekgenic pfoteins, and thén in )
addition they are used in even smaller quéntities
in the processing, or they come through:in-—?

MR. CARROLL: If you step through it, the
first thing is any'allérgenic protein that might be
part of the raw material used, of the fermentation
that is being used, is food. The first thing is it
is consumed.

We are trying to make enzyme ﬁrotein.
Just like you and I at lunch are trying to make
hair or skin or human protein, we are trying to
make enzyme protein. That is our business; and if
we don't do it, Qe lose.k

Then, the next step is we are talking
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about purificatién of the biomass of any residue
non-enzyme prote;n material because thaé is our
interest is that enzyme activity.

Furthermore, if you look down; it is the.
way a biocatalyst is used. They are uséd at very
low levels and that is why\they«are~not:typically
ingredients. They are processing aids to achieve a
reaction, to achieve an éfféct. They are not in
the final product for a purpose --

(Simultaneous discussion.)

CHAIRMAN DURST: Do you perceive that
there would ever be a situation where théir level
of allergenic proteiln would be at a poiﬁt where
they would be copsidered an allergen in a food?

MR. CARROLL: We have looked, .and that's
why we said we are willing to talk withyFDA aboug
our overall analysis. However, the levéls’that we
are talking about are orders of magnituée below/
anything we've heard today.

CHAIRMAN DURST: ékay.

* Did yoﬁ have one?

DR. MALEKI: Yes.



Just a comment as far as I knbw, to the

best of my knowledge, they haven't been reported as

allergens, enzymes that areused in processing.

Most of the allergens are pretty well characterized

-- well, not necessarily characterized but groups
of enzymes or prpteins that fall under that
category of allergens have been recogniéed.

As far:as bioprocéssing, I don't think,
and one of the clinicians can probably comment on
that, but I have not hearé of a reported reaction
to something liké that. |

MR. CARROLL: We have looked into the
literature, and there are no cases of enzymes és
food allergens. 1They are not basically food
allergens. They are ubiquiﬁous.

DR. MA?EKI: In foods, I realizedkthat
they are used very ubiquitously. I think if theré
was a reaction, ﬁhat they pﬁobably would have been
reported,

MR. CARROLL: Also, in the applez*-v
actually if you eat some nice, raw vegetables

today, you were taking in all sorts of DNA and
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enzymes, that isfwhere we afe at., We are ﬁust
actually using Mother Nature's tools fo% specific
applications.

Anything else?

DR. KELLY: Yes, a question.

MR. CARROLL: This is great (laughter).

DR. KELLY: Do&you want to make the point
that enzymes should be outside of the e%emption
standards?

MR. CA#ROLL: I gdess the easiest way to
capsule it is out of the scope of FALCPA. It is
not intended to Ee part of it, because we are not
ingredients.

DR. KELLY: You would prefer not to engage
in the notification process?

MR. CARROLL: Right, I mean, I don't think
it is actually abpropriate in this case.

DR. KELLY: How does that differ from.
sharing your data with the FDA?

MR. CARROLL: Well, we can share it in
terms of showing‘them how we got to this

conclusion.
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DR. KELLY: Isn't that what the
notification proéess consists of?

MR. CARROLL: No. I think in this case it
would be more appropriate to be ready\t@ meet with\
them to show were we are. I think it is so
straightforward that it is not =-- that would be a
misuse, I think, of the system.

DR. KELLY: Yes.

MR. CARROLL: I mean; they are going to be
very busy getting this right. From what I see ~=-
and I've actually tried to study this also
personally, takihg it as a hobby, it is/quite a
fascinating area. -- this is a hard job.. I think it
would be disingenuous to‘use,even the
administrative system for such a case.

CHAIRMAN DURST: Could you put some
information together for the Committee és far as
these points that are being raised? I think ;t
this point we are getting off track, and we want to
get back onto the main thrust of our work, and that
is, the consideration of the'differént approaches:

for setting the thresholds.
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MR. CARROLL: Right, I agree.

CHAIRMAN DURST: Thank you very much.

MR. CARROLL: You'‘re welcome.

CHAIRMAN DURST: All right. Our next:
speaker will be Diane Castiglione from the Food
Allergy Anaphylaxis Network:

MS. CASTIGLIONE: Good afterncon. My name
is Diane Castiglione. I promised myseif I,wasn;t
going to do this (weeping). Oh, well.

My 13-year-old son is allergic to milk,
eggs and whéat. 1While I know that gluten is the
subject for tomo;row's hearings, I should also néte
that I have celiac disease and maintain:a
gluten-free diet.

My son's allergies:were diagnosed shortly
before his first birthday. /Thekmessage\from his
allergist was clear. He must avoid all foods
containing milk, eggs and wheat. This task is even
more daunting and challenging than it sounds,
especially given the prevalence of milk and wheat
in food products;

Fortunately for me, Michael was so young



that he had barely started to eat table food. I
was able tokdo my research before I int;aduced‘new
foods to him.

Since his initial diagnosis; é lot has
been accomplished with regard to food ailergy
awareness, and I;have been pleased to see the
voluntary efforts made by food ménufactgrers with
respect to identifying allergens on their labels.

However, at thé same time the>hodgepodgé
of labeling methodologies create a confusion for
those of us who depend on the accuracy, clérity and
transparency of these labele(weeping).v

When a product that my son has been eating
for years without any problems suddenly:begins to
carry a "may conﬁain" statement, more questions are
raised in my mind rather than less.

Has there been a change in the ingredients
or in the proceséing? Has the allergen’always
potentially been present in the product without my
knowing it? Or, the skeptic in me wonders has
nothing changed,:and the statement merely feflects

a lawyer's concerns about potential lawsuits? I
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must make the difficult deéisioﬂ Qf continuipg to
purchase the product or removing it from my son's
already limited diet.

I cheered when the new labeliﬁg law ‘was
passed. At last sonme raticnglity and clarity would
be established so that I could read food lébels
with confidence.. My life would be simplified at
least a little. *

Howevef, the subject of this hearing

raises doubts in my mind and makes me uneasy. How

will these thresholds be established? What will it

mean if an ingredient falls below the threshold
levels? Will maﬁufacturers begin to implement
their own set of:statements resulting in a
hodgepodge similar to that which exists today? How
am I then to interpret those statements?

When I told my son about todgy’s hearing
and asked his opinion, after all heﬁis ﬁhe one who
lives with allergieé, he told me that if an
ingredient list on a product that he consumes
suddenly included something to which he . is

allergic, while he might regret having to give up
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the product, he would not have a problem doing so
as long as he knew that fhe label was based on
established fact.

While we know that the medica; and
scientific communities have not yet established
specific universally applicable;thresholds, i think
my son's comment? raise two key points about thié
process.

The process of establishing thresholds

must be transparent. The thresholds must be
clearly defined so that all manufacturers are held
to the same standard. The question of how/to
handle products in which the allergen félls below
the threshold must be addressed in order to avoid
the development of inconsistent disclaimers on
packaging such as currently occurs.

Food labels are ocur lifeline. We depend
on them for the health, safety and well-being of
our children andkourselves. When readingva label,
there should be no doubt in our minds as to its
veracity and accﬁracy.

There should be no doubt in our minds as
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to the motivation and rationale behind any’
statements regarding the ingredients ahd/or\the
processing of the product.

There should be nc doubt in our minds that
we are consuming a product that is safe for us. If
the new law does:achieve its desired effect, we
need to ensure that its implementation does not.
replace one state of confusion and distress with
another.

Managihg food allergies on a daily basis
is challenging. Please help us to take a step
closer to reducing that challenge and tb make the
lives of those with allergy simpler anditherefore
richer (weeping)- |

Thank you for your time.

CHAIRMAN DURST: Thank you.

Any comments or guestions?

(No verbal response.)

CHAIRMAN DURST: Thank you very muéh.

Our negt speakeryis Barbara Desa from the
Food Allergy Anaphylaxis Network.

{(No verbal response.)



247
CHAIRMAN DURST: Okay. She is not here,
so we will move on.
Will Duensing?
{No verbal response.)
CHAIRMAN DURST: Let's see, I don't have
his affiliation.

Bunge Milling on behalf of the North

American Millers' Association.

MR. DUENSING:} Mrr~Chairman apd Committee
Members, thank you for thisLopportunityLand good
afternoon. My nameVis WiligDuensihg, and iAam
director of Quality Assurance and Technical
Services for Bunge (pronounced Bun-gee) Milling, a
large dry corn milling company with mil;s in the
United States, Canada and Mexico. I am:also here
today, however, representing the North American
Millers' Associa&ion as chairman of the Technical
Committee.

"NAMA,% as it is called, 1is attradg
assoclation representing thévwheatf cofn,ioat and
rye milling industries in the U.S. and éanéda.

NAMA's 48 members operate 168 mills in 38 states
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and Canada with aggregate production of more than
160 million pounds per day of milled products10r
about 95 percentyof the industry capacity.

As Anng Munoz~Furlong and several previous
speakers pointed out in their presentations this
morning, it seems to me it Qould be to us a
disservice to the allergenic populaﬁion’ifTPIOducts
that clearly have shown a long history of safe use
would be labeled as containing allergens due ﬁo
unrealistically low thresholds as a result of
FALCPA's requirements or regulations.

At issue in our industry is the presence
of trace quantities of soybéan protein, which may
be present from ;he country in milled corn and
other cereal grain products.

While the establishment of thresholds . is
obviously critical to the practical app;ication of
FALCPA regulations, these thresholds shéuld not be
unduly or unnecessarily restrictive to the allérgié
person's food choices.y

In that regard, we offer these following

comments. First, these thresholds should be based
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on the best possible scientific data regarding the
effect of an allergen on’the allergenic. individual
and certainly these thresholds should not be set at
zero.

Secondly, the use of analyticél—based
methods would apéear not to be appropri@te as this
appreoach is veryllikely to result in a thpeshéld
which would be unnecessafily low.

Additibnally, EDA;should probably‘avaid
the establishmenf of artificialiy low thresholds
with the "intent! of adjusting them létér.
Historically, this has not taken place @espite good
intentions. Additionally, any future gdjustmgnﬁs
would prove to b; confusing to the cogsﬁmer and
disruptive to the food industry.

Finally, FDA must provide a cleér
timetable for the establishment of these
thresholds. 1In éur opinion, they nmust 5e prepared
to provide finan;ial support for studies where
critical gaps exist in the current database.

Thank }ou for the oppbrtunity5tokoffer

those comments.



CHAIRMéN DURST: Thank you.

Committee, any questions or comments?

(No ve&bal response.)

CHAIRMAN DURST: T\hank y&u very much.

Our next speaker is Martin J.EHahn from
Hogan & Hartson.

MR. HAHN: Thank you. My name is
Martin Hahn, and I'm speakipg on behalfiof the
Grocery Manufacturers Aséo@iation, and I do have
financial ties to the food industry andythat
association.

GMA anﬁ its member companies have -been
actively involved in the allefgen issue. Indeed,
GMA was one of the instrumental agencieé or
instrumental associations that was responsible for
the development of the voluntary allergen labeling
guidelines that ﬁarkANélson mentioned earlier.
Those guidelinesfhave resulted in the use of common
English nameé on: food labels well before FPALCPA was
passed.

The established of allergen thresholds is

integral to the effect of enforcement of FALCPA. -
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FALCPA suggests &ncidental additives such as
processing aids to the allergen labeling
requirements. This exemption becomes problematic
when the allergenic protein in a food is present at
such low levels that it does not pose a‘risk to.
human health.

For example, typical uées of éoy lecithin

can result in levels of soy protein from soy

lecithin in a part per billion and part. per
trillion range. . These foods have been consumed by
consumers without incident.

The legislation will fail the7
food-allergic community if it results in allergen
labeling of fqodg with inconsequential levels of
protein from majér allergens.

Given the time limits for todéy‘s,
presentation, we offer the followiﬁg brief\
comments, which we do intend to supplement with
written comments at a later time.

With regard to the statutorily derived
approach, we agree with the Agency assessment/fhat

it would be appropriate to develop interim
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thresholds using;a statutorily derived approach.

FALCPA specifically excludes highly
refined oils from the definition of majﬁr allergen.
Highly refined oils do ceontain small, yét
detectible, levels of protein, which evidences a
congressional reﬁognition that it is appropriate to
exempt from the major allergen definition products
that contain very small levels of protein.

GMA\beiieves the statutorily derived
approach would support thé establishment of 10 ppm
as an interim threshold level. We note:that maﬁy
in the food induétry have uéed this 10 ppm level
for years as an informal thfeshold for food
allergen labeiing, particulérly when it’comes to
processing aids.f |

We preyiously pfoviaed FDA with marketing
data demonstratipg that the:presence of undeclared
soy lecithin, fiéh gelatin, wheat starch
contributing 10 parts per million of less fhan
major allergenic proteins dia not result in a
measurable increase in allergenic responses 6ver

baseline.
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We have reviewed the publishea literature
and identified siudies reporting various levels oﬁ
proteins in highiy refiﬁed}oils. This review has
identified that some oils have levels of 48 parté
per million whilé some of them have less than
20 parts per billion.

Because highly refined oils do have
varying levels of protein, we believe iﬁAwould be
appropriate to sét the threshold at 48 parts per
million, a leveltthat is present in oils.

While We believe that may be appropriate,
we would advocate the\establishment,of io\parts per
nillion as the interim level, because that is the
level that is in:the midway point of allergenic
proteins found ih preoducts.

With regard to tﬁe methodyof analysis
approach, we believe it would be inapprépriate to
se the threshold on the basis of validated methods.
We only have one. validated method, and that is for
protein.

We also are concerned that as new

methodologies become available there will be
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ever-increasing sophistication of the analytical

method which sets a number which is constantly

changing.

CHAIRMAN DURST: Your time is:up. Thank
you.

Any quéstions or comments?

(No veibal response. )

CHAIRMAN DURST: Okay. Thank(you very
much.

Our next speaker is Ann McKay from the
Food Allergy Anaphylaxis Network.

MRS. MOORE: Next.

CHAIRMAN DURST: The next speaker is
Peggy Mockett from the Food’Allergy Anaphylaxis
Network.

MS. MOCKETT: Hello, my name is
Peggy Mockett. I am the mother of Alexander, a
10-year-old boy who has life~threatening food
allergies to tree nuts, peanuts, and co?n.‘ He is
also allergic to soy, ﬁenicillin, latex, and has
asthma.

I have administered epinephrine to him

N
B
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during one of his ana@hylactic reactions. My son
has gone into anéphylactic shock before,
experienced anaphylaxis three times, an@ nmanaged
through reactioné involving skin rash, vomiting and
hives |

Two of:my son's anaphylactic reactions and
four of his milder reactions were due‘té labeling
issues. We havejbeen seen by five doctéré, and all
five instructed us to completely avoid his
allergens. We were advised to decline food
challenges to his major food allergens.‘

It was stressed and has been eiperienced
that the smalles£ amount can cause a serious
reaction in our son. There is no room for error
for us. We haveia rule that says you read it once,
twice, and then égainlbefore you eat it. 1f you
cannot read it ypurself and I didn't make it, don't
eat it.

Unfortﬁnately, reading the label is not
always enough. There have been times wﬁen
ingredients were omitted because it wésn't

considered a significant amount of the total recipe
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or it was simply done in error.

Shopping for skin,\hair and féod itens is
a lengthy process. You must read each item evéry
time and more than once, because mistakes are not
an option for us. Even with perfect diéclosure,
ingredients change and must be checked.’

Toothpaste is risky, 5écause flavoring is
not a detailed ingredient. Medicine flavoring is
especially diffiéult, because pharmacists don't
always know the added ingredients and the type of
flavoring is notxspecific.

We are sometimes told, "It isénoﬁ cruciai
to the product, so don't worry about itf" LWe have
to worry about if. Our son reacts qﬁickly to
minute amounts of his allergens. For h;m buying
prepared foqu is no longer an option.

Our paét labeling issues have made itﬁ
impossible. Even with flour and cream cheese, T
have to call the:manufactufer to be certain that
the details are accurate.

I cannot imagine éllowing someone ‘who

doesn't fully understand my son's individual -
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situation to determine at what level heiwill or
will not have a reaction, a decision that could
take his life. Setting threshold levels at
anything higher than zeroc would be tantémount to
playing Russian roulette with his life.

Thank you.

' CHAIRMAN DURST: Thank you.

Any questions or écmments?

(No verbal responge.)

CHAIRMAN DURST: Thank you very much.

Qur negt speaker Lé Kim Mpdd,;Food Allergy
Anaphylaxis Network.

‘MS. MUDD: Good afternoon. My name is
Kim Mudd. I am é nurse at University of Maryland,
and I am also a research study coordinator. I am
on the Program Committee for the Food A}lergy and
Anaphylaxis Network.

I have. been woikiﬁg with food%allerqig
patients and their families for over 14 years. I
think I have performed thousands of food
challenges. The integrity of food labels is

important to the FDA, and it is important to the
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U.s. consumér.
For the food-allergic consumer, the foédv
labels are part of a life-and~death decision. - When

a patient is diagnosed with food allergy, they are

counseled to read every label of every food when
they buy it, when they serve it, and whén,they/eat
it.

If a fﬁod label contains an offending food

protein, they are told to avoid it completely,

This results in 3xtreﬁel§ limited diets\with
significant impact on basic nutrition. |

The precautionary labeling terﬁs such as:
"may contained” or "processed on the séme line"
force families and patients to contact
manufacturers toftry to gauge the risk of certain
foods or to avoid them all together. As a rule,
most of our patiénts and famiiies decide on a zero
tolerance approach, resulting in even more dietary.
restrictions.

If we are going to try to address the
current confusion in labeling with threshold

levels, we have a significant amount of serious
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work to do. We do not have énough data toydiscuss
NOAELs or LOAELs. The studies that have been done
absolutely excluae extremely allergic subjects.

No one wants to do food challenges on
somebody with a history of anaphylaxis. If you
doubt this, ask ?ourself, "Would you sién a consent
form that listedz'déath' as a possible risk?"

Could you sign tﬁat form for your chileand let me
feed that child,jyour food~allergic chiid, a fopd
that you know haé caused anaphylaxis in the past? -

If we do ultimately end up with threshold
levels, I need té know what to tell my patients and
my families. We, know ﬁhat the severity of reaction
and the dose required to elicit these reactions
varies from persbn to person.

We don;t have the data to teli these
families what to‘expecf. Food labels are the only
tools that food-allergic consumers have. to. keep
themselves and their children safe. If the
food-allergic consumer loses faith in the integrity
of these labels, they will be left with a very

dangerous practice called "trial and error.®
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Thank you.

CHAIRMAN DURST: Thank you.

Any comments or questions?

.(No verbal response.)

CHAIRMAN DURST: Thank you veiy mgch.

Our next speaker is Kim Mulhetrin from the
Food Allergy Anaphylaxis Network.

MS. MULHERiN: Good afternoon. My name is
Kim Mulherin, and I have an 1l-year~old:daughter
named Courtney who is severély allergic}to milk
protein. Courtney's CAP/RAST test for ﬁilk is
greater than 100; always haé beén. Since her limit
exceeds the upper limits of the test, wé canrnot
determine the exact numerical measurement.

Scratch tests for milk cannot be performed
on Courtney, since the test itself po§e$ too great
a risk for someone with such a high sensitivity.
The severity and:the reality of myxdaughter's milk
allergy goes far beyond theoretical numbers
collected year after year.

Instead, her allergy is a very real

day-to-day struggle where the seemingly simple and
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necessary act of:eating presénts continuous,
lifewthreatening;dangers most people don't ever
have to experienée.

The prevalence of milk products in our
society not only-as the main ingredient but also as
a filler or flavor enhancer makes avoidance
especially difficult.

Since prepared foods and restaurant dining
is essentially off limits, the accuracy and clarity
of ingredient labels is critical for Courtney's
well~being and safety.

Despité our very best efforts to avcia
milk ingredients, Courtney has suffered severe
anaphylactic rea¢tions from ingesting both
undeclared and minute amounts of milk protein.

In one instance, Courtney suffered an
anaphylactic reaétion when she was given
turkey breast luncheon meat which, unbeknown to her
caregiver, contained a very small amount of
caseinate which was later discovered as one of the
last ingredients;on\the label.

On another occasion, Courtney suffered an
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immediate and viélent reaction when she ate simply
one bite of shriﬁp from a precooked package oﬁ~
shrimp cocktail éurchased in a grocery store.

There was absolutely no mention of milk:prétein on
the label.

When subsequent tests and patient history
ruled out the po%sibility of a shrimp allergy, the
remaining contents of the étpre—bought gshrimp which
caused the severé reaction was sent for analysié to
Mount Sinai Hospital.

The anglysis revealed that the shrimp
contained undeciéred caseine and whey. To this
day, none of thefparties/invblved in the chain of
production adﬁitiadding milk to the shrimp.

Just aé Courtney's IgE level to milk
protein is too h%gh for the CAP/RAST test to
measure with exactness, it is very possible thag
her immune systeﬁ is indeed mbre«sensitive than'ény
laboratory test devised to predict a reaction.
Courtney's sensitivity to milk is so high that we
simply don't know what her safe threshold level is.

Without this knowledge, any minimum threshold level
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established by the FDA is nothing more than a
statistical estimate.

Unfortﬁnately, Courtney has already
learned the hard:way that a statistical estimate ié
far from a guaraﬁtee. Statistically speaking,
since B0 percent of the apprpximately 3 percent of
milk~allergic children outgrow the allergy by age
5, Courtney has managed to fall into the 6/10ths of
1 percent of children with a lifelong, anaphylactic
milk allergy.

It is $imply unconscionable for the FDA to
ask such a person to bet her life on statistics.
rather than facts. When I explained to/Courtney
that the FDA wastconsidering establishiﬁg minimum
threshold levels; she anxiouély replied, "Now I
won't need to usé an EpiPen after almost every
meal."”

Can yoﬁ look her in the eyes and tell her -
with absolute certainty that she is wrong? That is
the real minimum threshold level you need to
establish for Cogrtney and every other person with

severe food allefgy.
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Thank you.

CHAIRMAN DURST: Thank you.

Any comments or guestions?

(No veébal response. )

CHAIRMAN DURST: Our next speaker is
Kim Sclarsky froﬁ the Food Ailergy Anaphylaxis
Network.

(No verbal response.)

CHAIRMAN DURST: Our next speaker is
Linda Webb from fhe Féod Allergy Anaphylaxis
Network.

MS. WEBB: Hello. I am Linda Gabel Webb.
Thank you for gi?ing me this\opportunity to talk to
you and for trying to do the right thing for people
with food allergies.

I have?féod allergies. They ére not too
terrible, but I éo have to avoid apples, pears,
onions and garlié so I don't have asthma all the
time. Naturally; they are my four favorite fgods.

On a more serious note, my five-year-old
son is allergic éo peanuts, nuts, shellfish, and

less so to seeds. His numbers are all way up high,



so that he actuaily can die from eating‘thoée
things as oppose@ to just being itchy or wheeéing
like me. |

The fi%st time we figured out that he has
this problem was:when he almost died when peanut
butter cookies were being baked in the house.

Thank goodness he didn't eat them.

Once wé found cut, which was when he was
ébout two, we ha&e practicea\cqmplete avoidance to
the best of our abilities by reading labels, and so
on, cooking from scratch. vWe have been:very
fortunate that he has not had any incidents since
then.

I actu%lly am so strict that I don't even
allow these things into the house, and I don't eat
them myself, eveh though I‘i not allergic to the
same things becaﬁse I want to be able to kiss him
without killing ﬁim. -

I have really come to count on some of the
big food manufac%urexs who for a long time have
voluntarily donejthis labeling, and I think very

well.

265



2

266

I wishithey would put "May Be Manufactured
in the Same Plant" way ué top in huge letters
rather than at tﬁe bottom, but I really)take that
to the bank.

We havé been very fortunate, and we are
very grateful to'them for that. I am loocking
forward to labeling getting even better and more
thorough as it does become mandatory.

I have also tried to thank them( where
appropriate, when I call their 800 numbers and talk
to people and get further information aﬁout things
like flavors, li£e one of the other mothers
mentioned. |

I am véry gratefu;, and I don't buy their
product (laughtef). It is kind of a mixed blessing
for them. However, I do have even greaﬁer
confidence when I see that same company's products
not having those'ingredienﬁs listed.

One final note personaliy in addition to
the life—threateping aspects- of his allergies, my
son, Charlie, who is five -= I'm not sure if IA/

mentioned that -- also has a develppmental disorder
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that makes it very difficult for him to integrate
socially with his little peers.

You know, I can't tell you how much it
means tﬁat he dogsn't have tb be different in one
other way at school where mothers that want to
support him and support me .can look at the list and
know that he can have this brand of Fig Newtons
and everybody else can have that, too, for a snack.

You know, it doesn't take away from the
fact that he is "different™ or that he has got his
big, red emergency kit with him all the time, but
it is. just one way for him to fit in. |

I have complete faith that he is going to
continue to learn and grow and have a great lifé.
My main concern is keeping h;m alive. Obviously,
anything that thé industry cén do to make that more
possible I am very grateful for.

Thanksta lot.

CHAIRMAN DURST: Thank you.

Any questions or comments?

CHAIRMAN DURST: Okay. We will move on to

cur next speaker, Jupiter Yeung from the Food
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Products Association.

DR. YEUNG: Good afternoon. I am
Dr. Jupiter Yeung, and I serve as the principal
scientist for the Food Products Associatioﬁ in
Washington, D.C.i FPA represents the food industry
on scientific and public policy issues.:

Protecting the public fromkhealth risks
while maintaining a viable fbod industry in an open
society is a daunting task. The "Draft%Reporf"
provides a reasoﬁable perspébtive of pros and cons
of wvarious optioﬁs towards éstabliéhing alleréen'
thresholds and hélps to keepjthe public informed of
the deliberative;process.

While the report is a reasonable view of
conceptual optioﬁs for establishing thresholds, FDA
should also consider the regent European Commission
directive of providing a temporary three-year
exemption for ce?tain food ipgredients derived from
major allergens such as fish gelatin.

This dgrective was ‘based on the scientific
opinion of the European Food}Safety Authority that

these food ingredients are extremely unlikely to
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induce an allergic reaction.

While én avoidance diet remains to be the
most effective, too, for the»aliergic consumers, it
is generally that there are threshold doses for
allergenic foods.

Clearl?, sufficient data are available to
conclude that thresholds for certain major
allergens are fiﬁite, measurable and above zero.
Hence, the assumption of zero tolerance for food
allergens places an unnecessary and unachievable
burden on the inaustry.

The deglaration in labels of all
perceivable levels of major food allergens
including biologically insignificant amouﬁts will
cause confusion to -allergic consumers.

For example, small amounts of soy lecithin
can be used as alreleasing aéent during processing
but is not included in allergen labeling under the
current requirements. Some allergic consume who
previously had been safely consuming this product
will unexpectedl& find the same allergen-

declaration on this product as they expect to find
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it in other soy—éontaininq products.

Unfortﬁnately, this is likely to put the
sensitive individual in the position of either
further restricting théir food choices or choosing
to ignore the label information.

Risk ménagement isjvital to the protecting
the well-being o% allergic cohsumers.ﬁ Clearly,‘A
decisions must b§ based on current avaiiable
knowledge, even With less than perfect andkcomplete
information. Without information on thresholds, it
is difficult for;the industry to optimize their
guality control effofts to protect allergic
consumers.

Arreasbnable certainty of no harm standard
should be applied towards establishing threshold
levels. It is nét intendéd to ensure nor is it
possible to ensure safety with absolutely
certainty, and it does not mean that no'individual
under any conditions would be protected'froﬁ any'
harm. Therefore; uncertainty factors that are
reasonable should be applied, and bnly when needed;

based on the relevance of the available data.
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CHAIRMAN DURST: Your time is. up.

MR. YEﬁNG: Pardon?

CHAIRMAN DURST: Your time is up.

MR. YEUNG: Can I make another minute.

CHATRMAN DURST: Not another minute, but
one more sentence.

MR. YEbNG: Okay. For example, the
uncertainty factor is not necessary for
intraspecies for‘peanuts because more tﬁan 10 of
the studies were; done in both male and femalewand
also in adults aﬁd children.

Neither should a standard uncertainty
factor of 10 be applied to the senﬁitivé
populations, since children and sensitive subjects
were included in:the clinical trials.

Since the lowest, pot the mean, dose for
an objective symptom is being used to estimate
thresholds, an uﬁcertainty factor of 2 may be
justifiable to give added prptection to the highly
sensitive subpop?lation¢

Thank you very much.

CHAIRMAN DURST: Thank you.
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Any questions or comments?

(No verbal response.)

CHAIRMAN DURST: Did we miss ényone as far
as the public stgtements?

(No ve#bal‘response.)

CHATRMAN DURST: We are scheduled for a
break after the pubiic comments. Even thougb we
are a bit early,fwe Will take the break and
reconvene at 3:15. That will give us almost 20
minutes. |

Thank you.

(Theregpon, from 2:55 p.m. to\3:1§ p.m.,
there was a recess in the proceeaings.) |

COMMITTEE DISCUSSION:
REVIEW OF THE CHARGE AND QUESTIONS FROM FDA

CHAIRMAN DURST: I would like to reconvene
our session.

All right. This is the section of our
meeting today whére the Committee can, I guess;‘ask
questions of any of the speakers that have
presented earlie%, and also discuss ahy’of the main

thrust of this. I would just like to establish a
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couple of groundjrules.

We had slightly gdtten off track ét one
point today where we had éotten into labeling.

This is not the purview of this Coﬁﬁittée to deéide
any issues on laﬁeling nor is it the pu;view of the
Committee to tryzto come up(ﬁith numbers as far as
threshold values.

We are(here to basdically assess the report
that the Threshold Working Gioup has put together
as far as approaghes and give our learned opinions
on the report itself.

You have in front/of>you or everyone
should have the charge to the Committee. I will
just read the charge to begin with, and then we can
get into the actual discuésibns.

The Food Advisory Committee is‘being asked
to evaluate the "Threshﬁld Working Group draft
report, "Approacﬁes to Establish Thresholds for
Major Food Allergens and Glufen in Food." The
Committee should‘advise theqFDA Qhether/the draft
report is scientifically sound in its analyses and

approaches and whether the draft report adeguately
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considers available, relevant data on major food
allergens and on gluten. In addressing these
issues, FDA requésts that the Committee consider

the following specific questions.

Now, again, for this afternoon, we are
going to focus on the allergens. Tomorrow, we will

be on gluten. You have in

front of you some

Y

general points tbat we should consider and then:
some guestions that the FDA would like our\opinicns
on,

At this point, I would like to open up the
discussions to the Committee, if there are any-of
you that still hgve guestions for any of our
previous speakers or would like to make some
comments or statements about. your 6pinions’on this.

Yes.

DR. BAﬁACH:‘ Yes. . Jeff Barach with the
Food Products Association. I would like to commend
the presenters tﬁis morning, but I have gquestions
for Dr. Wood and’Dr. Taylorf‘ Both reported.on the
composition of the challenge studies in a differen£

manner, and maybe they can clarify this a little
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bit.

In Dr.SWoods,presentation, he said that
the most allergic patient was not in his sfudies.
Yet, Dr. TaylorzrevieWed many studies and said,
yes, the sensitive individpal is included and had
an explanation of why. I thought that perhaps one
or both could address that issue?

CHAIRMAN DURST: Dr. Wood had to leave
early. I hope D?. Taylor is arocund. |

Yes. ‘

DR. TAYLOR: Well, I think I can answer
for both of us bécause I think I understand Dr.
Wood's point of Qiew as well. It is an individual
clinician decision as to which subjeéts in a clinic
would be subjectéd to diagnostic challenge trials.

In the United States, it has now become
the practice that only\challengeé will be done on
those patients wﬁo are below the 95upercent cutoff
level for the CAP/RAST, at least in some clinics.
That very well céuld be true'in Dr. Wood's clinic
at Johns Hopkins{ I am not entirely sure.

On that basis, he was correct in saying



that the most hi@hly sensitive individuals would
not be subjected;to challenge because in the U.S.
you cannot get by ethics*fofums.

In Eurbpe the situation is different.
There are groups.thaﬁ challenge on a aiagnostic
basis every patiént that fhéy encounter as part. of
their standard diagnostic practice, at leasf that's
what they tell mé. That seems true from tﬁe
publications tha£ they have put in the‘peer
reviewed literatﬁre.

Consequently, I think it varies from
clinic to,clinic; investigator to investigator, and
report to report;making the work of your panel even
more difficult.

CHAIRMAN DURST: Yes.

DR. MALEKI: Dr. Taylor, Soheila Maleki,
USDA. Can you cémment on the soy lecithin? We
heard a lot aboui that in the questions and
comment§. I was wondering if you know of any
allergic reactions to that?

DR. TA?LOR: Yes,\I have actually looked

pretty carefully at the clinical literature on soy
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lecithin reactio#s. I'should start by saying that
some highly respécted clinicians like Hugh Sampson
do not advise théir soy-allergic patients to make
any attempt to ayoid SOy leqithin.

Soy lecithin is acknowledged to contain
residual protein at levels that might be spmewh;t
debatable but‘prpbably in the range of 100 parts
per million.

You wopld use soy lecithin in difect
ingredient applications where it would éppear on
the label anywayibecause it[has a functional effect
in the finished product at 1 or 2 percent. You. are
talking about 1 ér 2 parts per million soy protein,
1f you started with 100. Iﬂ(these processing aid
applications, thé 1evelsvwouid be several orders of
magnitude below %hat.

There ére two reports in the clinical
literature of allergic reactions to soy lecithin,
both of them involve both pegiatric cases from
Europe, I think both of themiare frém Europe,
involving infants exposed to/—Q I know in one case

it is soy formula and I think the other case iskthe



same.
Unfort@nately, in my view, we don't know
the protein level of the lecithin because the
clinical investiéators used{an inappropriate
method. They attempted to determine tﬁe protein
level of the lecithin using the Kilnaugﬁt
(phonetic) proceaure which wcﬁld pick up the
nitrogen and thejphospholate‘fractions. They got

huge numbers, but the numbers are not valid in my

opinion.

DR. MALEKI: All right, thank you.

CHAIRMAN DURST: Yes.

DR. KELLY: I just want to return,
briefly, to the issue of chailenge studiés, which
is important I think because they may well be used
to determine accéptable levels.

My question has to do with an individual
Qho doesn't need a diagnostic challenge study,
because the clinical presentation is so clear. Are
they included, in general, in the challénge
studies? Secondiy, individuals with\very severe

reactions, anaphylactic reactions, would they ever
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be included in cﬁallenge studies or are they almost
by definition exgluded?
DR. TA?LOR: I think thgt there are
clinicians in Eu;ope who tell me that they

challenge every potential food-allergic patient

that crosses the)th:eshglg
taking it on faith that is true.

Certainly, if you look at the list of
symptoms that their patients/present with when you
read their papers, that would appear to verify the
fact that their challenging everyone or nearly .
everyone,

There definitely are clinicians in both
Furope and the United States who do not choose to
challenge subjec;s who have hadylife—threatening
reactions in the: past.

As I alluded to in my comments, I think
that it would be very good to know whatyperéentage
of the referral patients fall into that category.
I mean, we have ﬁeard froﬁ the parents of some dfv
those children this afternoon.

I have ‘to respect the clinical judgment of
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those physicians: If they don't feel comfortable
doing the challeﬁge in their office, then that is
the way it ought to be.

It is énly the speCial@zed clinics thgt
challenge these severely affected ones. However, I
don't know what percentage, even of these referral
clinics, are excluded from/challenge.\ That it
discoverable, it;is just tha%*the question hasn't
been asked.

CHAIRMAN DURST: Scheila.

DR, MAiEKI: Just a quick comﬁent‘ I
think there are still some clinics, of course like
you said it woul& be wonderful to know the
percentage, of the clinics that do this type of
work and the percentage of the allergic
individuals.

I do know some clinics and especiaily
hospital settings and reseafch\places that do ’
actually challen§e people ﬁhat do have anaphylactic

reactions as well. Particularly in like one of the

anti-IgE studies, I know that they used patients --

(Simultaneous discussion.)
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DR. TAYLOR: In the immunotherapy studies,
I should have pointed that out, were these anti~IgE
studies, the Tannock study and others. They have
tried to actually enroll people who have very&
severe peanut aliergy into those trials. They
wanted to find out if the therapy had any benefit,
and that would bé the best group to make that
judgment.

CHAIRMAN DURST: Okay. Any more questions
for Dr. Taylor while he is up there?

(No vefbal response.)

CHAIRMAN DURST: No? Okay.

Yes.

DR. BRiTTAIN; I have just kind of~§
big-picture question. Is thét appropriate now?-

CHAIRMAN DURST: Sure. ‘

DR. BRITTAIN: It is going to more a
comment. It is ;eally hard for me to think\about
this without defining what fhe goal is of the
threshold is in ?ery precise terms. Are we talking
about a threshold where only 1 in a 1,000 of very

sensitive people would react? Aré we talking about
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a threshold wheré 1 out of 190 all allergic
patients would réact? Without specifying that, it
is really hard té talk about,&hat the threshold.
should be.

CHAIRMAN DURST: Yes. Well, there again
we are not talkiﬁg about what the threshold should
be, it is how togbest determine it. |

DR. BRITTAIN: I don't see how you -—1I
don't mean the aétually -

CHATRMAN DURST: Value?

DR. BRiTTAIN: Yes, I don't mean the
value. Like, later on when we talk about
uncertainty factors, I don't see how you would go
through that exercise without establishing what
your goal is of the threshold, not what the
threshold value is. I ddn'tkknow whether we shquld

ask the FDA that:sor--7?

CHAIRMAN DURST: S:teve, can you address
that or--7? Stevé is in consultation.

(General laughter.)

DR. BR;TTAIN: ItAjust strikes me that is

the first step.
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CHAIRMAN DURST: Yes, in some ways this is
like a bootstrap operation. How do you get to a
level without kn@wing what the level is?

DR. GENDEL: This is Steve Gendel for the
record. I guesslall I can say is we are not-at a
position to really address the question that you
have raised.

In the:terminology we use, that is
considered a risk management deciéion thatzwoulﬁ
take into accounﬁ the scientific information and
the kinds of anaiyses in these reports and other
factors in makiné that decision.

Right how, we are simply interested in
trying to identi%y the approaches that could be
used. Once a deéision is made on whether to
establish thresholds and which approachés to use,
then we would be in a position to get to fhe kind
of specifics that you are asking for.

DR. KELLY: Let me ask a related question,
then, if I may. Assuming that whatever
methodological approach one tock, one would arrive

at a certain threshold level where it would be a
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0.1 or a 0.01 percent risk of a significant event.

There will still be individuals who fall
ocutside because Qf being highly sensitive, because
of their situation at the timé, unpredictable
events that are outside of the curve or atAthe very
far end of the cﬁrve.

Is theﬁe a méchanism to also accommodate
those events or ﬁo gather information about those
events in an anecdotal way? MCan that‘eVer‘be
considered to be;part of the methodology? For
example, for drugs we have reports, very rare
events, of drugsr

People:make reports, and at certa;n peints
~ the reports mount to the level where there is a
pattern. We may only be talking about 12
individuals, butilZ individuals Who diea, and a
drug may be taken off the market. Have you
considered any approach like that?

MR. GENDEL: I think that is one of the
things that we héve asked yoﬁ to discuss, so I'm
just going to tu%n that question back on to)you.

(General laughter.)
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MR. GEﬁDEL:, We would like your input on
how we should go.about thinking about those
gquestions.

CHAIRMAN DthST: Yes. T think it is
farther down thei{line where we have to -- and
probably this Committee won't do it -~ I believe
EPA, for example, uses the term "acceptable risk,"
an with these parents behind)us I am sure none §f
them would say tﬁat there islany acceptable risk,
that this has to be very safe for everyone.

In reality there is the economics and mnany
other considerations that come into\this. Again,
this is not something that we have to consider
during our delibérations today, but we want to/ﬁet
into the approaches that are. DR, GENDEL: The
one other point I think I would like to make, as I
mentioned, one of the things that we are trying to
do is to evaluaté the advantages and drawbacks data
needs of each of the approaches. Clearly,
questions like that are relevant to making those
evaluations.

CHAIRMAN DURST: Carol.
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DR. WASLIEN: éarol Waslein. I would
think any kind of approach should include a
mechanism for es?ablishing new metﬁods, new
guidelines once data becomés}available — not Just.
saying once data.becomes available but some kind of
mechanism that says "Now data is available."

Whethei that is effects or symptom reports
or it is the res@lts of glinical trials'that are
underway or whatever that is, it might be that our
stance or positién here is to séy "Do this when
this becomes available,Ndo this when this becomes
available.” Thi$ would set up a system for
evaluating ongoiég cases, for evaluating data that
must be availablé in the trials but was never
reported. That could be part of our approach.

Because the approach gives us a choice of
four, and I persénally like choices of 1.5, 2.5 or |
a combination thereof for thé“approachesybeéause it
says go back and'look at safety data.

Well, can't you set a standard based on

existing safety data now and not have to go back

and look at it, if safety data exists? You use a



combination of aﬁproaches‘and‘a mechanism that also
says at a given time we will go back and look.

When a certain aﬁount of test data becomes
available, you go back and change it.

CHAIRMAN DURST: Yes, Suzanne.

DR. TEUBER: I actually have a question
for Sue, for Dr.vHefle; and this rélates\té the
fact that in the;data that has been presented on
LOAELs and NOAEL%, of course most of these
challenge studies were done in diagnostic settings
where, as you weée pointing out, not all of the
patients with severe, Severe} life~threatening
allergy would haye been included at all; they would
have been excludéd.

When y§u have been involved in some of
these threshold étudiés thaf are designed for this
purpose of safet§ assessment, some of the studies
that were mentioned like Dr. Wensing was the lead
author on, in thése situatioms then the studies
were stopped with the subjeétive symptoms beforg
any objective sign.

This actually would bring up the fact that
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the studies that:you are involved in would add a

number five appréach, because it would be a

modification cf finding three of the safety
assessment approach.

Right now, it is written as a suggestion
to use objective:signs for the LOAEL. The data
that you have, you have actuélly been aﬁle to
recruit more patients with a history of severe,
life—threatening;reactions.,

It seems to me that if we were toc suggest
yet another approach, the one that you haﬁe .
outlined may be ?ery appropriate. I am wondering
if you can commeﬁt on the recruitment of these
patients to us? :This might help address this great
concern. that peoble with severe anaphylaxis aren't
included.

I'm th%nkinq tﬁat the adults that I know,

I have hundreds éf adults with severe,

life~-threatening; tree nut allergy. They are eagerr

to participate in threshold challenges, if they
know that it would be stopped at their first

symptom of any tingling in the mouth. That is
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thelr usual symptom in the real world. They would
be happy to participat@. I think I would like to
hear more about\your recruitment.

DR. HEFLE: Well, I have fo give a‘lot-of
recognition to my European collaborators,. because
I've got to say fhat this is way easier to do in
Europe. ‘

They héve patients beating down their
doors to do this that are severely allergic, even
parents offering;their children up because they
have a greater sense of the §reater good over there
in comparison to American people I think in the
later respects.

They will have/a lot of recruitment. It
is easy to recruit because they are told exactly
what will happeniand they are told exactly that
they will stop with these mild reactions.

Now, Dr. Wensing, ihey'made a decision
that they were going to stop at that level, but not
every physician makes that same decision. I just
let the physiciaﬁs make the decisions. I don't

have patients, so I'm not qualified to make those
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decisions as to when to quite a challenge.

Actualiy, the people that do participate,
we have found in.the last couple of years that they
find thresholds beneficial to their day-to-day
maintenance.

Carsteﬁ Bindslev-Jensen will give talks
about how he uses thresholds in educating his
patients. He says he has two patients with the
same IgE levels énd things, same size skin‘tests(
one can eat half an egg and one can't have any at
all. The advice you give is:much different and the
restrictions you can have in one versus the other
are much different.

We see more and more people actually
seeing if they can be in these challenges and
wanting to do them andffeeling pretty comfortable.
Now, that is not to say it is neéessarily really
easy to go find ﬁOO people to do this and
especially for soy and some of the other allergens
where we have a challenge.

Howeve%, we have gotten some fairly

severely allergic people to participate, They felt
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comfortable but they have to. feel comfortable with
their physician and comfortable that the right
precauctions are faken. I caﬁ understand why
someone would not want to do this.

Yes, it is really individualistic as to
when the physicién is going to stop. As a
physician, I'm sure you can understand when youw
make that kind of judgment. call, toco. It is Qased
on years of expefience and thousands of challenges, .
and not everybody is comfortable doing that.

I hope I've kind of addressed your
guestion. As I éaid, it is a lot easier to do this
in Europe. They seem to take the whole population
in there versus the United States.

Here, it seems much more difficult to get
people to do this, to make them feel comfortable
that this is going to be okay, and that they will
be able to go th#ough it and not experience really/
adverse reactions.

DR. TE@JBER: I think it would be actuaily
easy to get people here. Like I said, I have

hundreds of people who have expressed interest in



this sort of thing with sevére, severe allergy, but
it wouldn't be for a diagnostic challengg. It
would have to belin the research setting.

DR. HEFLE: Right.

DR. TEUBER: Therefore, it would be laid
out that it would be stopped at the most mi;d
symptom. This b?ings up an&ther point,\then.l’If
you stop at that mild symptém, can you trust the
results?

I believe in those studies they used two.
active and two piacebo for each., Are you familiar
with any data thét that has not been a correct
assumption’ for stopping a challenge?

DR. HEFLE: I am not aware of any other
data that is an incorrect aséumption. That was
their approach, and I decided to let them go wiﬁh
it because they know better than I do. )

Perhaps, other physicians with other
research would approaéh it a different way, but i
am not aware of any other data that would impact on
that or would shgw that'is, indeed, the right way

to do it.

i)

(o I
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DR. TEUBER: I would just note for the
record, for those of youvnot/involved with' food
challenges, Dr. Allan Bock Qrote an office manual
on food challengés that was published back in, I
think, 1978. 1In there for subjective symptoms, it
was suggested that multiple challenges be done to
make sure that i% was a "real reaction.”

During:the same sétting period, once .
somebody has had; say, a symptom of itching in the
mouth, then it w@uld be blinded as to whether the
next challenge tﬁey had was again an activelone or

placebo, but you. would repeat this several times.'

In practice, we use this for instance when

somebody is concerned that a headache may be
triggered by food, or it can be used in this
setting of coming up with a threshold. For
something likeAhéadache, it ‘would have to be done
on multiple days.

Ratherfthan just doing one active and-one
placebo, there are multiple given. I am, again,
hopeful that thejmultiple challenges that were done

you could get more péople as-you did with severe
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reactions to help establish a threshold.

DR. HEFLE: It would be nice. At our last
threshold confergnce in Majorca we had 20 |
clinicians who deo this fromvaround the world
sitting around. EA lot - of them felt that if you\had
a subjective reaétion, you actuaily should go to
the next one to éet an objective reaction because
Lhey are usually pretty mild at that point, too,

They félt as a group not every single time
that it might be a necessary thing to actually go
beyond the mild,'subjective reaction when you are
trying to get a threshold study done. That was:
kind of the consensus of the clinicians.

DR. TE?BER: Tﬁank'you.

CHAIRMAN DURST: Marc.

DR, SILVERSTEIN: I have a couple of.
issues that T think are important to clarify'our
thinking, but I'm not sure how they would
specifically be éddressed, so0 let me mention the
issues and then ﬁaybe you can see. It is"relatéd
to the whole issue of testing.

In clinical medicine, we often use tests
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that are not per%ect, but they are pretty good.
Some of the test% we use, the tests themselves are
not a gold standard.

If we want to test/for anemia, we would
test for a hemogiobin and say we know what anemia
is because we define it by the absolute value of
the test. Howevér, there are many other tests
which are for conditions that have scme other
criteria for the;diagnasis.y

We can set a threshold for the test, and
we often do set a threshold. When we set the
threshold low, the test may be more senéitive and
less specific; and when we set the threshold\high,
it may correspondingly differ.

It seems to me we have a choice with using
symptoms, subjec&ive findings, and signé} objective
findings. With a symptom, we may be more sensitive
and less specifi¢; and with a sign, we may be less
sensitive, Did &e get that correct?

DR. TEUBER: Mm-hmm (affirmative
response) .

DR. SILVERSTEIN: It may be less sensitive



and more specifi?. I believe that there is sone
inferences we cah make from the existing literature
about how a food challenge nay perform as a
diagnostic test for the presence of food allergén.

The qa&eats and qdestigns there, though,
Does the test peiform in the general population>the
same way it perf;rms in the studies that are
published? Of cgurse, it may or may not perform as
well, depending on whether there is some selection
bias.

To the extent to which published
literature tells what the selection was or the’
reviewers for thé report can provide that
information, wé would be able to be more or less
confident that the tests and the inferences aboﬁt
the thresholds a#e strong.

In that regard, some guidance might come
from the study I believe~the}Aqency for Healthcare
Research and Quaiity funded 'a study to gvaluatei
systems for eval@ating‘therstrength of evidence.

I thin% Kathy Lohr and the Researéh

Triangle Institute was responsible for that. They
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set sets of criteria questions to ask when looking

at a guestion that would be answered by a
randomized contrbl trial, by a case control study,’
a cohort study, Er a diagnosﬁic test.

I thin% the repdrtvmight be strengthened a
bit if we could look at some of the criteria that
was proposed by ﬁhat study for looking at ‘
diagnostic testsl

As I léoked at it, most of the issues. that
they covered were considered by the FDA in the
report, but it might be useful to look at that,
which is out in the literature. It has been out
now for a couple:of years.

The second thing I want to do is to
clarify our thinking from ho& a test may perform to
diagnose the presence of foéd allergy so that a
clinician and a éarent or a patient can togeﬁher
decide what is aﬁcourse of treatment, from the
prognostic value of what would happen in the future
in the real world when the patient's family or the
patient tries to adhere to dietary restrictions.

The question we would have is, What is the



prognostic valueiof a positivé or a negative food
challenge test? If, for example, we were to aécept
either symptoms or signs as our threshold, in those
patients who are' positive in symptoms or signs
reproduced and a' diagnoses of food allergy is made
and the clinician says, "This is what you should do
for your diet,"™ what is the future risk and
occurrence of subsequent episodes of anaphylaxis,
since we know some of those patients will ihndeed
experience episo@es? |

In the;patient who is reassured that, no,
they don't have é foad allergy because they did-not
react positively to a food cﬁallenge test, do we
have literature about how reassuring,théf is? in
other words, does the negative food‘chailenge test
provide sufficient assdrancevof future risk fo;

those patients?

I suspect there is very sparse literature.

However, if theré were some literature that looked
at long-term outcomes in food challenge teét
positive and food challenge test negative.

individuals, we might know whether the thresholds
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used in the test for those individuals could be
used to set poli?y.

DR. TEﬁBER: I can partially answer that.
In terms of 1f sopmebody has a negative challenge,
you are getting back again to using food challenge
as a diagnostic measure not for risk assessment in.
somebody you already know has an anaphylactic
sensitivity to foods. It is really kind of a
separate thing.

In that situation, we would do an open
challenge with the food as they would normally eat
it because what was usedNin'the chalienge setting,
and Steve Gendelzdid write ;bout this, may not

reflect what is really consumed by the patient.

For diéqnoéis, it is still different than
having someone you already know who has anaphylaxis
to food. That is where I'm thinking that the
possibility of using the subjective symétoms for
your LOAEL may bé very reasonable, because we also
talked about how‘there are other factors that may
influence somebo@y's reactivity on a particular

day.
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Asthma;I think waé brought up, alcohol,
inflammatories, gxercise, even the time of year.
Some people may bave moré/histamine-releasing
activity in termé of theiryﬁas£ocytes and basophils
after the spring?pollinosis season, 1f they a;so
are highly allergic to pollen. Those factors could
go into that gncertainty factor.

If youjthen say that you are only gqing to
accept objective;symptoms from the data, that means
a lot of’Wensing?s data on threshold would actually
have to be throwp out, because only 5 patients out
of the 29 or so actually had gone upyto obiective
signs.

This wés one of the few studies where;
because these patients were told, "We're going to
be extremely safé, extremely careful, and we're
going to stop beéore you have anything severe,"
they were able té recruit th?*people with
anaphylaxis that we want to prqtecf by recommending
a safety assessmént approachihere.

I mean, that is why Ivkeep bringing up

this issue about can we,accept that for the issué



