






































































































































































































































































































































112

bias.

That is exactly what the randomized controlled
~trial does, that you are not confident is done in the
observational studies.

What you are trying to do here is make a very,
very fine distinction in associations from observational
studies that seem, in a sense, more .highly likely to be
causal, but not quite establish it, versus lower likely to
be causal.

It is still a judgement about, on the basis of
observational evidence, how likely it is to be causal.

We can decide to subdivide the suggestive category
into high suggestive and low suggestive -- I don't think we
should -- but I don't think we should start using words like
association which, first of all, in the way you are using
it, is a highly technical term, guaranteed to be
misunderstood, if you are using it as a non-—-technical term
for non-causality.

It actually hides the fact that we are making a
judgement that it is not causal.

So, if we are making a judgement that it is not
causal or that there is insufficient evidence for causality,
then we need to say that directly and have a category -- I
de think the agent orange categories work well, and we can

decide how we work them.
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Have a category that simply says causality is
suggested but it is not sufficient.

Now, that said, that intermediate category is a
very uncomfortable category and everybody here knows that.
It is a very uncomfortable category. Some people will only
want to use it if it is 50.01 and other people will be
operating at the 94.99, whatever informal thresholds, énd we
can parse 1t any way we want.

I don't think we should subdivide it any more than
having one category. I don't think we should put an
association category and then a suggestive category. You
know, you have suggests an association and establishes an
association and favors a causal relationship.

That is really a subdivision of the suggestive
¢ausality category.

DR. JOHNSTON: Yes, 1t is.

DR. GOODMAN: If we want to subdivide it, then we
should decide on that. I think we have to use causal
association in every category.

I think we have to use that language and not use
words like association. 1In the text we can say all the
things you said, there seems to be a strong association
which we can't explain, we don't have any other explanation
for it, however we don't want to make a causal claim because

we know in many observational studies, blah, blah, blah,
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blah, blah, and explain why we are not going to put it in
the sufficient category, in spite of all the observational
evidence,

There is observational evidence like tobacco and
lung cancer that we do, over time, actually accept as
sufficient for establishing a causal relationship, combined
with the biology.

It isn't true that we always don't accept
observational evidence. There are clearly some class of
observational evidence that we do.

DR, JOHNSTON: In the past, we commonly accepted
observational evidence, very commonly. The public health
standard now is higher.

DR.  GOODMAN: Well, we can decide on whatever
standard we are going to use., I will throw it out for
discussion. I think we should use causal relationships.

DR, JOHNSTON: ©Let me respond by saying that I
like the idea of not moving from the words that involve
causality. I agree with that. I really like that_idea.

There is a need to break down that data are
insufficient to say whether or not there is a causal
relationships.

That category needs to be broken down. The CDC is

asking us to do that. The compensation program is asking us

to do that.
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DR. GOODMAN: 1Insufficient is different than
limited suggestive. I.wasn't saying that everything below
sufficient is in its own category.

The agent orange standards were insufficient
evidence -- that is, inadequate to make a claim either way -
~ limited/suggestive evidence; that is the sort of 56.001
whatever to the higher standard, and then the highest.

What 1 see this doing is trying to split the
suggestive evidence into high suggestive and low suggestive.
I am not suggesting that we don't have an
insufficient. I agree that there is a distinction between

insufficient to make any conclusion and suggestive.

I think that I would submit that we should discuss
~< although other people may not -- is whether within the
suggestive category it is of value to distinguish between
those we think fall between 75 and 95 and those that fall
between SQ and 75, or however we want to do it.

DR. MC CORMICK: I would like to just react into
this conversation a bit because I think when I am looking at
these various descriptors I hear types of evidence versus
causality arguments.

I would like to sort of split out types of
evidence and then how we may integrate that into arguments

of causality.

I don't like the statistical association but one
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can talk about human epidemiologic studies, one can talk
about animal studies, one can talk about biological
mechanisms.

Although those are three different types of
evidence that would come into this assessment of causality,
I would like to break those out a little bit, because I
think that might be important.

DR. WILSON: We need first to decide on the
descriptors we are going to put into the categories, don't
we?

PR. GOODMAN: Yes, 1 mean, in the end, no matter
what evidence we use, we have to put it into some sort of ——

DR. MC CORMICK: I agree with you, but for
purposes of my argument, I would like to separate them a
little because they are sort of getting contaminated.

DR. STOTO: 1In the agent orange, the word
association really means weak evidence of causality.

DR. WILSON: Why not just say that.

DR. STOTO: Because of the congressional mandate
and so on.

DR. MC CORMICK: For them, but .for us we could say
it.

DR. WILSON: I agree. I think we should just say
it, and use the word causality. In many lay people's minds

association means causation.
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DR. MC CORMICK: That is why I want to separate
out evidence and talk about different types of studies, not
use the word association, and then saying, integrating this
evidence, the arguments of causality.

DR. WILSON: 1In terms of the terms, let's just
settle on what we are going to call it first and then we are
going to talk about how we are going to put it in those
categories.

DR. MC CORMICK: That is fine, but I don't want
the word association.

DR. STOTO: I think the second-from-the-top
category from the vaccine studies is, if you use the same
words, the thresholds are different for the agent orange.

The things that have weak evidence sort of made it
into the second category in agent orange that would not have
made it into the second category in the vaccine studies.

I think what Dick's proposal does is to say, you

- know, really take the top category from vaccines, the second

category from agent orange and then in between is the top

- from agent orange and the second from vaccines.

DR. KABACK: Cculd somebody write this down?
DR. MC CORMICK: I wanted to push this about the
evidence. For example, we are not going to have human

randomized trials.

1f you had, let's say, a strong quasi-experimental
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design study, plus a strong biologic model, and maybe some
suggestive evidence, it might move it far up the chain of
causality.

DR. BERG: I agree with you and I think I disagree
with you, Chris. What Maria is suggesting is really sort of
taking Bradford Hill's criteria and adding or subtracting or
Whatever, but coming up with what, for us, is evidence.

I think, depending on how that comes out, we might
come up with different definitions of causality in our final
three or four or five categories.

If what we mean by causality is that we have to
have a dose response relationship, we might end up with a
different four or five categories of causality than if we
had all of these criteria plus a few others. I think I
agree that her question is priority.

DR. WILSON: I think if that is the issue, then
you are going to find that you will have to Chénge that
equation with each of the guestions we address.

Some of the adverse events we are looking at are
going to be a direct cause and effect. Mercury can cause
brain injury.

Others are going to be predicated on a genetic
predisposition in the individual. For example, if autism
were actually due to an immune response, meaning an injury,

that is going to only occur in a subset of individuals that
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have the peculiarity that allows their -immune response to
make that difference.

In that case, the infections or vaccination will
be a contributing factor, only evident in certain
populations.

The kinds of evidence you are going to have that
would allow you to make those conclusions are going to be
different, because you ﬁay not find that in animal models
because traditionally those are going to use inbred animals
that have a very limited heterogeneity in terms of their
adaptor immune system, their MHC antigens, for example.

The kind of evidence that you will be able to
accumulate to provide that is going to differ, depending on
the pathogenesis of the adverse event.

Another thing that we haven't even talked about, I
assume, by causation,’someone means it is a contributing
factor for sure, even if it is not the only necessary
factor, which is semantically a difference.

I think the public might see it differently. For
example, 1f you get measles, you will almost certainly
become ill with a disease that we could call measles, that
we would all agree is measles, or chicken pox, the Saﬁe
thing.

Conversely, if someone gets immunized with this

and it is only manifest in individuals who have an unusual
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HLA type, the probability that that disease will occur is
going to differ.

Furthermore, there are another six chains-that
modify the phenctype of that advefse effect, even if you
have a susceptible HLA allele.

The nature of the disease actually may look guite
different. 1In fact, we even know of single gene defects
that produce gquite a range of phenotypes that depend on the
background genetic status of the individual and, even in
completely genetically identical individuals, are not always
identical in their phenotypic manifestations.

I think if we are going to insist on that, we are
going to have to ~- we will have to redefine it for each of
the plausible mechanisms of disease that we think may occur.

I don't think they are homogeneous for the things
on the list that I see.

DR. JOHNSTON: The same thing is true of measles,
of course, as an adverse event from the measles vaccine-is
concerned, the variety and the spectrum. It has got to be
simplified.

The Bradford Hill -~ T mean, one approach is to
take the Bradford Hill criteria, which is the way we have
done it.

Whenever you are dealing with a relationship, you

look down the Bradford Hill criteria and you‘weigh those
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different components.

Lots of times the dose response 1s pretty hard to
come up with examples where that is helpful, but sometimes
you can. You look for it and biologic plausibility always,
and so forth. So, use the Bradford Hill as a mechanism,

What you were trying to say is it has got to be
simplified, I think, and I agree with that.

H DR. WILSON: I think otherwise -~ I mean, I think
I know what Al is saying. The problem is what we say
establishes the causal relationship, in fact, is rarely
going to be -- it is probably not 100 percent. We may cut
it at 99 or 98, the probability more likely --

DR. GOODMAN: Actually, I don't think we should
use the word establishes either. I think it is too -—-

DR, WILSON: We need a strong category. You know,
if certainty was there, we wouldn't exist. This panel would
not be convened.

DR. SHAYWITZ: You are going to split hairs if you
don't use a strong term: Make it a very high bar. You give
DT and somebody gets anaphylaxis within minutes, you know.

DR. GOODMAN: Say sufficient. Establishes that
ﬁhis is -— that raises the bar very, very high.

DR. WILSON: I actually agree with that. That
should be_a high bar.

DR. GOODMAN: I think the tricky part is at this
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end of the scale rather than at that end of the scale.

DR. MC CORMICK: I agree with you there.

DR. STCOTO: What I have tried to do here is lay
out thé categories used in agent cgrange and the vaccine
safety studies and the key words, establishes and favors
causality.

I think that sufficient in the agent orange study
was more parallel to the favors, maybe including that, but
limited suggestive had kind of a lower threshold than
favors.

DR. GOODMAN: It included it. It sort of went
from 50.01 to just below what we were going to call a
relation. So, it sort of included the favors, but it was
also in the range that some people might call inadequate or
insufficient. It covers a broad range.

DR. STOTO: T think Dick's proposal essentially
was to add a new éategory in between this and that in the
vaccine safety studies.

My question is, if we had a new category, would it
draw primarily from this one, the things that would have
been insufficient, inadequate, go into it, or would it
include things that might have been here, if we had it, or
both.

DR. GOODMAN: I think we should expand

insufficient. I think it is very uncomfortable, the things
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that are 55 percent certain and put it in any sort of
suggestive category.

I think that is a category where people are very
happy saying things are insufficient. I think there should
only be three.

DR. STRATTON: " What Walt said to us, and I know
they are worried about, I mean, he said to us, saying
something is category two, which means what Mike is calling
category four, vaccine safety called category two inadequate
to accept or reject a causal relation.

What he said is, telling me that it is still a

category two isn't enough to tell me what to do. I want you
to give me some indication somehow, within category two -- I
am sorry, category four, insufficient -- within this
category, what Walt -- currently, every one of these

hypotheses in CDC's mind is in here.

They want us to do this assessment. Maybe you
could always be -- we were surprised a few times. It may
actually move up.

Chances are, when all is said and done, we are
still going to be in this category. It is just a general
feeling that we probably still are not going to be able to
make a statement.

What Walt has said is, just telling me it is here

isn't enough. That is where he started to call what he
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wants, what everybody wants in the vaccine safety field is,
break this one out for me. I am just telling you that is
what they say.

DR. GOODMAN: I disagree with your take on what he
was saying. I think he was distinguishing between calling
everything short of a causal claim -- that is, the highest
category -- inadequate to make a claim. I think he was
saying that is not useful.

DR. STRATTON: That is not what he meant.

DR. STOTO: They have been at this for a year or
two, trying to get more out of this category.

Also, the conversation that Dick and Kathleen and
I have had with Jeff Evans and the guys who run the
compensation program, they are clearly trying to break out
that bottom category.

DR. BERG: Could I comment on this? 1 think this
is absolutely the critical question. This panel needs to
decide whether it is an honorable conclusion to end there,
or whether we need to say more.

I will say that the CDC in general always wants to
say more, and I will give you an anecdote.

I was at a meeting in San Diego about a month ago
about prostate cancer. The conclusion of the scientists is,
we don't know what causes it, 'we don't know how to prevent

it, we don't know whether screening works, we don't know if
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treatment works,

The CDC says, yes, but that is not helpful. What
should we actually tell people to do. The scientists say,
the answer is we don't know. The CDC says, yes, I know, but
now what do you really think.

I think it is a tension and I would like to get a
sense of the panel of where we are on that. I personally
end up feeling like it is okay to conclude that we don't
know and end there.

I would sort of like to get a sense. 1 will go
with the group but I think it is an absolutely critical
issue, and CDC is, in my view, one of the malefactors on
this issue, because they are always pushing to go beyond the
data and say yes, but.

DR. GATSONIS: 1In order to go the next step, you
still need to give your sort of conceptual clarity and
keeping the focus on what causality is important without
mixing it up with other things.

If you have to explain -- if you have to
differentiate within causality categories, you may do so,
but still, you need to keep the intellectual focus, the
clarity of what is causal or not or what could be. These
are the three categories, basically, that are here.

It is more like a table. On one side is causality

and you want to know where you are on that category or the
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other. i

There are various other descriptors that could be
used to sort of further differentiate some levels of
causality, some level of where this thing stands on causal
link.

The CDC may use some of those, but I don't think -
- whether the scientific process will be kept intact and we
don't misinform people is if those things do not get used to
sort of blur the causality gquestion.

DR. STOTO: Could I propose a sort of different
way of categorizing what is four on that list? That 1is to
say, there may be certain kinds of individuals or certain
kinds of cases where we are more likely to believe that the
adverse event was due to the vaccine than others.

For instance, if it is the kind of situation where
you culture the virus from the vaccine in the person, or if
it happens in a way that is somehow more bioclogically !
plausible or exactly the right time window.

DR. WILSON: Isn't the other thing that they want N
out of categ&ry four, then, for us to provide some notion as ;
to what type of research or additional data would allow one\ﬂv\
to draw a more meaningful or definitive conclusion? Isn't
that implicit in what they want?

DR. STRATTON: Should we decide it is worthy of

resolving. It is possible that we could say it is in
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category two but this is not worthy of resolving because of
other reasons, but yes, they would want some direction on
how to resolve it.

DR. JOHNSTON: Could I make a specific proposal?
You played well to my concerns about the word association
and I like the idea of getting it out of there.

I don't like the idea of reducing the categories,
personally.

DR. GbODMAN: Reducing from what to what? Be
clear.

DR. JOHNSTON: From either four or five to clear.

I don't think the way agent orange did it is the right way
to go with vaccines.

I would suggest that we go back and look at how we
_did it for the vaccine safety committee, vaccine AE-2.

Then take the inadequate to accept or reject. That
is a statement. That is our statement about causality. We
don't have good data that allows us to clearly say whether
it is causal or not.

Then take that one and dissect it and use the
Bradford Hill criteria and say, yes, this is a four class
for biologic plausibility or it_is two class.

I don't mean to be that quantitative, but describe
then, and force ourselves, describe why we are a little more

worried about it or a little less worried about it.
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Basically, that is what they want us to do. I
think we have got to do that in some way. If we can do it
in a way that is dependent upon something that, if it is not

data, it is some kind of argument, some kind of information

that bears on how we might distribute our concern -- here I
am talking about an emotional concern along some axis -- and
then you don't avoid -- dealing with anything other than

causality in the official statement.

I can tell you right now, if our conclusion on
autism and MMR is what is in cat number two, we can say that
right now and go home.

If that is all we are going to do, that is where
it is going to be.

DR. STOTO: We will be adding the second dimension
.of public health impact and —-

DR. MC CORMICK: He knows. He is saying if it is
only causality, we can go home.

DR. JOHNSTON: No, I don't think it should be.

The CDC doesn't want that. That is not their idea of why
they established this committee.

In addition, the. compensation program wants
something else, too, that falls short of ~-

DR. SHAYWITZ: It seems to me that you have that

in AE-2. You have yes, there is a cause, no, there is not,

then maybe there is a cause and maybe there is not a cause,
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or more likely not a cause than a cause, or more likely a
cause.

So, you have those intermediaries. Then you have
right in the middle, it is inadequate. Then we will have to
argue and name all the evidence to put it into -- obviously
it is going to be hard to say the top or bottom, the
extremes, but at least we have a maybe, more likely a cause
than less likely a cause, and more likely not a cause, or
vice versa.

Then hopefully that will take care of the CDC's
worry that we are not having a gradation. It looks like in
AE-2 you did have a gradation.

DR. JOHNSTON: You got it but it still wasn't
there and it still wasn't enough.

DR. GOODMAN: Personally, I agree with this. I
was taking issue with the second. I agree with this one. I
think this is the right number of categories.

Whether we want to use these exact words we can
debate. There is always some valué in using the same
language as before.

I also agree that, within the inadequate category,
the way they handled it was not to make new categories, but
to make it clear in the prose.

I waht to make clear that this sort of rough -- I

call this a three category system. That is, high,
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intermediate and inadequate, with the other two categories
being no evidence at all, or favors acceptance.

Whether we want to use favors -- if we are going
to use favors, I actually think we have to use the phrase
favors but does not establish within that category.

Just the phrase favors is, again, open to
misinterpretation the same way that association is. Then we
have to discuss do we want to use the word establish, which
is a very high bar.

DR. STRATTON: We will never have it here. I
think that actually you don't have to agonize over it. Not
to prejudge your decisions over the next three years, but I
will bet you a hundred bucks you will never come up with a
category five. It won't even cross your mind.

DR. KABACK: Polio myelitis in the OPV.

DR. STRATTON: For the things in front of us, for
the things that I think are in front of us the next three
years.

DR. MEDOFF: 1If we use the Bradford Hill, do we
establish that there are éix and can we say that one level
is below three? Do you fulfill some number?

DR. GOODMAN: I think the Bradford Hill criteria
are not useful as a checklist. I think they are sort of a
heuristic.

DR. MEDOFF: Objectively, how do you grade
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something within that sort of nebulous category of very
likely, unlikely.

DR. GOODMAN: You can do it "objectively." You
can explicitly describe how you came up with your judgement.

I think the nature of the evidence will be so
profoundly different, particularly some of them will be
heavily lab based and mechanistically based. Others might
be very epidemiologically based, which is really what the
Bradford Hill criteria are more focused on.

T think the laboratory kinds of evidence are not
really describable in the Bradford Hill framework. It is
how things cohere and coalesce and relate.

I think our job is to be explicit about the
argument. I think any attempt to come up with a checklist
besides saying these kinds of considerations can come into
play, will fail.

DR. JOHNSTON: We use it just as a kind of a
reminder. Look at this. Was there any dose ~- I thin it is
a guide.

DR. MEDOFF: So, are we having four categories?

DR. GATSONIS: The fact that these five categories
are not ordered in some way —-

DR. KABACK: Two and three ought to be flipped.

DR. GATSONIS: Does that give anybody pause? I

don't know if this is ordinal categorical. I don't know what
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is the gradient, because of this category that says the
evidence favors rejection of a causal relation.

That, you know, we are voting against causal
relation. That comes before somehow the evidence is
inadequate.

DR. STOTO: That is why agent orange didn't put
numbers.

‘DR. KABACK: Two and three cught to be flipped.

DR. STRATTON: It is a historic -- the very first

committee that Dick and Bennett and Mike were all associated

with, for some reason -- I get to blame them -- they came up

with these five categories, which all of a sudden became
known as‘numbers, which nobody ever intended.

It is now just in stone. People talk about a
category two and everybody in the vaccine safety field know
what it means.

You can argue whether rationally --

DR. JOHNSTON: Kathleen uses it. Now I actually
have to remember which direction we are in.

DR. STRATTON: That is because you have done other
things in your life and I am stuck here. I don't know why
you put category three there. It doesn't really matter. We
didh't mean an ordering of it. I think we just won't use
numbers, maybe.

DR. GOODMAN: What about putting the phrase, does
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not establish, within the second-from-the-bottom, whatever
the number is.

DR. MC CORMICK: No, that is fine.

DR. STRATTON: I kind of like that. I don't think
that changes anything. It is a slight modification. Favors
acceptance of, but does not establish.

DR. GATSONIS: So, you should do the same thing in
the mid one, thén, say favors rejection but does not
completely throw out the window.

DR. STRATTON: That is important, because the
point we always made about category -- about favors
rejection and favors acceptance is that they are equal and
symmetrical around the mean, but the establiéhes goes
further, because you can never establish a negative, but you
can think you established a positive.

DR. MC. CORMICK: Favors rejection but does not
eliminate.

DR. JOHNSTON: You are talking about still number
four there? |

DR. MC CORMICK: No, four is does not establish
acceptance for causal relation.

DR. KABACK: And number three is, the evidence
favors --

DR. MC CORMICK: Rejection but does not eliminate.

DR. GATSONIS: Does not eliminate.
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DR. JOHNSTON: You can deo that, but in number
three, you know you can never establish it.

DR. STRATTON: Favors but does not establish
rejection of.

DR. STOTO: That should be number two, then.

DR. STRATTON: If you want to reorder them to make
some sense of them.

DR. KABACK: That gives them a continuum from
there 1s no evidence to there is evidence,.

DR. COHEN: There really are two dimensions. One
is the strength of the evidence and the other one is
direction.

DR. STOTO: I see what you are saying, no
evidence, inadequate evidence, in favor of rejection,
evidence in favor of écceptance, and then evidence
establishing.

DR. STRATTON: I just think for communication
purposes, even though we don't like it, believe me, people
talk about these in those orders and they are going to
continue calling them numbers whether we stop or not.

DR. MEDOFF: So, you will send out an amended
version of this so we don't have to write this down?

DR. STRATTON: Yes.

DR. JOHNSTON: ROSemary’is very concerned about

the use of the word relation instead of relationship.
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DR. STRATTON: I know where that comes from. T
was told -- and T wasn't there, but I was told it was put
there because the chair of pertussis and rubella, the
Honorable Harvey Feinberg -- is he your provost or your
president --

DR. CASEY: Provost.

DR. STRATTON: Your provost said, only people have
relationships, things have relations. |

DR. JOHNSTON: People have relations all the time.

DR. STRATTON: I am just telling you that is where
it.came from. We can call them relationships if you would

like. I am happy to change it. It was Harvey Feinberg's

edict.
DR. MC CORMICK: I think it is time for lunch.
[Whereupon, at 12:42 p.m., the meeting was

adjourned, to reconvene at 1:30 p.m., that same day.]
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AFTERNOON SESSION (1:25p.m)

DR. MC CORMICK: Looking at the agenda that was
suggested that we sent out, I think that in terms of the
issues that should be considered we have gone a long way in
terms of the causality assessment and societal concern. We
have not addressed issues of biologic plausibility and
alternative hypotheses.

I guess the other issue besides the types of
evidence or conclusions or are going to draw is for people
to start thinking in the next week about what they want to
hear about MMR and autism, either singly, together or
whatever, and what kind of speakers we will need to bring
in.

Kathleen is working on getting Wakefield to come
to the next meeting to present his data and to take
guestions.

That will be there, but I think other individuals
and other issues that need to be addressed we really need to
hear about.

DR. KABACK: When are you thinking of the next
meeting?

DR. STRATTON: The tentative date for that next
meeting, based on the calendars that have come in -- andvI
know séme of you gan't make it and there is nothing we can

do about it unfortunately -- I think is the 7th and 8th of
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March? 8th and 9th, I am sorry. It is a Thursday and a
Friday, of March.

| I need to confirm that Wakefield can make those
dates. He had merely replied, yes, I will come. I will try
to help and I prefer the February dates.

Then, of course, I woke up and there was no way
that was going to happen, that I was actually going to be
able to pull this off with the rest of the staff by then.

The next set of dates where most of you were
available Were those dates in March. We did send out an e
mail about that last week.

DR. SHAYWiTZ: What are you thinking about as to
when you will know for sure.

DR. STRATTON: Next week. I will call Wakefield.

I actually didn't have a chance to check my e mail, but I
did try to again to sort of get him to confirm that.

DR. SHAYWITZ: I have to know that.

DR. JOHNSTON: Some of your speakers for autism
may have difficulty, too.

DR. STRATTON: We have also sent out some people
to some other people for autism about those dates, to see if
they were available.

Now we need to find out some other -- for example,
if we want a good pediatric gastroenterologist, just to help

evaluate these data, I think, not to elevate Wakefield to a
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certain status, but the primary data is his hypothesis. He
is the first person we have to have.

There are probably four good pediatric
gastroenterologists, pathologists, that we can choose from.

So, first we need to nail down the match between him and
all of you and then I will find the appropriate other autism
people. I know there are some key people and we are looking
into them.

DR. SHAYWITZ: Suppose Wakefield doesn't come.
Suppose he just passes aggressively.

DR. STRATTON: Then we will have to do it without
him. I mean, he said he will come. He told me that. He
promised he would.

I think he knows he was criticized for not showing
up at the American Academy of Pediatrics meeting on this.

I don't know what we do. If he says just, no, I
ain't coming --

DR. SHAYWITZ: No, he won't say that. He will say
he is busy or something.

DR. STRATTON: Then we will have to deal with
that. I have still some faith in him.

DR. JOHNSTON: We had him in October of 1998.

DR. STRATTON: We did. I promise that I will do
everything I can, short of going over to the Royal Free and

tracking him down in the hall to get a commitment for that

BCE01484



139

firm date, and let you know next week for sure.

DR. WILSON: Is there any possibility we could get
either one of the other groups at the Royal Free who failed
to confirm the identification of measles virus in the bowel,
and potentially get this -~ I think the two categories of
data that seem to me to be germane, the one on plausibility,
is this and the second one is the epidemioclogical data.

DR. STRATTON: Right, that 1s the Brent Taylor and
the CDC data.

DR. WILSON: Maybe also we could get this Finnish
group. I could call COA who recently published their --
that is the biggest series I am aware of.

DR. BERG: What is this on?

DR. WILSON: On the linkage. They have gone back
and looked at all their data over, I don't know, 15 years or
something.

DR. BERG: Could I ask, so these individuals would
be presenting in a public session?

DR. STRATTON: Yes.

DR. BERG: Might they have a concern about
presenting preliminary unpublished data in a public forum?

I am struggling a little with whether they are going to be
able to tell us anything other than what is in their papers.

DR. STRAfTON: They may not be able to tell us

anything. They may choose not to tell us things. 1 think
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the papers are sufficiently sort of -- at least, my
interpretation of some of the debate -- is unclear and
incomplete.

Even if they restricted themselves to the nature
of their published data, there is a value in trying to
dissect it and really understand it.

I don't think it is any different than any other
scientific meeting. Some people are willing to talk about
preliminary data and go into it and othe; people aren't. We
just have to do the best we can.

DR. MEDOFF: Just to follow up on that, I am just
trying to consider the value of having even Wakefield come
and present data or information which we know is in press,
and what he is going to say anyway.

I am sure he will be very supportive and have all
sorts of reasons for -- that is in contrast to reviewing the
papers.

We have a lot of work to do. If we can spend a
fair amount of time listen;ng to people, it detracts from

-

the amount of time we need —-—

s

DR. STRATTON: So, you wouid suggest we don't need
any public session and we just need to read literature.

DR. MEDOFF: I would suggest a discussion about
that, what these presentations really bring and how

worthwhile they are.
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DR. JOHNSTON: I think that is a valia question to
ask and I am not sure of the answer. What happened, when we
had the vaccine safety forum, we dedicated a day to this
relationship.

We had there people who were experts on autism and
they described the different diagnoses and some of the newer
ones and the spectrum of the disorder.

What happened with Wakefield was, there was a lot
of exchange with people in the audience, go that you got a
very definite sense, beyond what was in the paper, of what
he had done and not done and how he had handled the samples
and what material he had, and could he exchange that
material, in his own view, of those data.

It was that this was purely a possibility, at that
time. The conclusion that we had at the end of the day -~
because he got really grilled by the CDC people.

They had asked for exchanging samples earlier and
he didn't do it for that reason. So, it went back and forth
and he agreed to exchange samples. The exchange was, I.
thought, very revealing.

DR. GOODMAN: 1Is there a tfanscript of that
session?

DR. STRATTON: I actually think that I do have a
verbatim transcript for that session. I certainly have some

summary minutes.
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The purpose of that was not to come to a
conclusion about causality or anything. It was a different
activity with different purposes. I could let the committee

see the transcript of that session, if that would be

helpful.

DR. KABACK: Did that exchange of samples take
place?

DR. STRATTON: No.

DR. KABACK: It did not, even thoﬁgh he apparently
agreed?

DR. JOHNSTON: I think what we did instead was
look at O'Leary. I don't know very much about it but that
is my understanding. He got a pathologist.

DR. KABACK: That is how O'Leary got into it and
not primarily.

DR. JOHNSTON: That is right.

DR. STRATTON: There is currently discussion,
separate from our activity, about whether or not CDC will
try to enter into a collaboration of replication,
duplication and verification of those virologic findings.
That is beyond us.

DR. BERG: I share Gérry's concern. I have been
on panels where wé have had lots of testimony like this and

those that haven't.

My.personal experience is that the personal
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testimony can take a lot of time and doesn't necessarily add
new material to the debate and actually, in some senses,
confuses things because you are left with information that
you don't know what to do with.

DR. STRATTON: What do you mean by personal
testimony?

DR. BERG: People coming in and making their point
on some issue. For example, exactly the way you are
proposing with Wakefield, to have him come and present his
material and be subject to asking questions and so forth.

I think that with as much as this panel has to do,
I think it wouldn't be a high priority. I think it is fine
if he can make it, but I wouldn't want to devote a lot of
energy to that.

DR. SHAYWITZ: The one virtue that it would have,
Al, is that it would -- I think it would allow people to say
-- what he is really going to have to depend is people
saying that, however, you didn't listen to the other side of
the story. You said you read it, but you really didn't.
This way, you would have an advocate.

DR. BERG: You need to make sure that the other
side is there, too.

DR. STRATTON: That is what we are talking about
with the pediatric pathologiét. You remember, Bennett,

weren't you on the little DPT study?

LY
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DR. SHAYWITZ: I was on the one where we brought
the people from Finland.

DR. STRATTON: ' That is exactly what I am talking
about. You know, we brought them in and we talked at great
length about the data and everything that we didn't quite
understand about what they did. It isn't any different than
any other sort of scientific discourse.

Once you bring in one person, then you have to
have some other people to help you think through and to hear
their interpretation of those data.

My suggestion about this, actually, if yoﬁ don't
mind is that any of you are welcome to send me suggestions
for who it is that you think we need to hear, and in the
most efficient way.

A smail group of obvious people here be deputized
_to really be the point people for me, in terms of, you know,
then let me make sure that I am getting the proper child
neurologist to think about autism or the proper immunologist
to try to fetter out whether there is an immunologic
component to this that we don't understand.

Some of you are going to have to find me a
pediatric gastroenterologist. I don't think we are going to
do it today.

DR. SHAYWITZ: Kathleen, I would actually try to

focus people on autism for different -- not so much —- I
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mean, our group doesn't have to know about the theory of the
mind and lots of things that people do in studies on autism.

What we really need to know is, what is the data
on the prevalence and are there two points that are relevant
to indicate whether it is going up or down.

If it is, what are the vagaries of a diagnosis. If
we can direct people to just answer that question --

DR, STRATTON: That is what I am saying, is that
you all are going to have to define those questions for me
to be able to pose to the speakers to make the most
efficient use of your valuable time.

That is what I am saying, i1s what are the ideas of
causes of autism.

We will get you whatever other papers there are on
this specific hypothesis of measles and autism. We didn't -
- if we didn't make it clear, that is my fault,

We didn't intend what there is in this last tab to
be all there is. It was really for you to start thinking
about iﬁ, so you would have some vocabulary.

We will quickly get you the rest of that material
to help shape your suggestions to me about who to bring in
and exactly what questions to ask each speaker to address.

DR. BERG: I guess implicit also in this
discussion, and I think it came up earlier that Al mentioned

as well, again, if we begin to wade into a whole lot of
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unpublished data that we are unable to review critically,
one example would be this linked data base from northern
California and Washington, et cetera. \

It doesn't seem to me that we should be
interrogating that because that, in fact, requires a great
deal of in-depth analysis to know what you are getting out
of it.

You had this panel on thimerosal and that was sort
of the take home, I guess, was that without a lot more work,
you can't really use that data at the present time.

That should be a rich source foi future studies
that we might suggest as one thing, an outcome that we would
like to suggest. |

At this point in time, it is not a resource that
we can really utilize.

DR. JOHNSTON: Maybe we will get that-out of the
papers, the summary of it, because the data were really
thoroughly reviewed in all aspects and criticized thoroughly
by a lot of outside people.

The bottom line, it then went to the ACIP and
there was no action taken,‘basically, except the statement
to push getting the thimerosal-containing vaccines off the
shelf because there could be a risk.

DR. KABACK: Because the evideﬁce was insufficient

to substantiate that.
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DR. MEDOFF: Will there be a time limit for the
speakers' presentations?

DR. STRATTON: Whatever we decide is appropriate,
absolutely.

DR. MEDOFF: We are going to have to come out with
some sortléf idea of a position paper at the end of the next
meeting.

DR. STRATTON: Certainly no more than a day
because we don't have that kind of time and if we could have
va~half day, that would be great.

DR. MEDOFF: A half day might be more reasonable.

DR. STRATTON: You need to be very —-- I am sure
you will be very thoughtful when you suggest to me who it is
you would like to hear from, or in what form you want
information.

Some information can be, you know, a commissioned
review on gastrointestinal pathology in kids. Some of it
you want to hear in person and some of it you want to read
just in the commissioned literature and some, we have money
to pay background people to summarize this information.

DR. WILSON: It seems to me, though, that if wé
are golng to have Wakefield speak, the areas of contention
will be the intestinal pathology and how unique it is,
whether the virus is really isolated in those patiénts, and

how does that differ from an otherwise comparable group of
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patients with inflammatory bowel disease lacking autism.

That data probably does not exist unless he has
got it, and the credibility of the correct diagnosis of
autism in those patients, maybe that is eétablished. I
don't know.

DR. MC CORMICK: I would say that that is a
question, because it is a tough diagnosis.

DR. WILSON: The quality'of the viroleogic
analyses, because I understand that that has