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PROCEEDINGS

CHAIRPERSON FROINES: Okay. Dr. Plopper will not
be attending the meeting.

So that we will formally open the Scientific
Review Panel meeting on March 14th, 2005. And we will
take up the issue of environmental tobacco smoke.

I don't entirely know what Melanie's got to
present. But the first thing that I would like to do is
to ask the panel a question, which is -- it seemed to me
that one of the primary issues that we have to address
throughout the report, and in some cases more
particularly, the issue of causal inference. And OEHHA
has developed material in their first chapter to address
that particular question.

And then there's the lengthy discussion of causal
inference in the Surgeon General's 2004 report. So this
issue forms a substantive basis for everything that
follows.

And so at the outset I wanted to ask the panel,
and particularly Gary and Paul, but others as well, if
they have issues and questions about the discussion -- the
OEHHA discussion on causality and decision making in the
document, and are there broader issues that need to be
raised at the outset?

So, Gary.
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PANEL MEMBER FRIEDMAN: Well, I must admit I
didn't focus on that discussion of causal inference that
you referred to. But I have mentioned to Melanie that one
of the main criteria for causality is strength of the
association, and at the last meeting I asked that there be
more attention paid to that. And they did indeed, and the
breast cancer chapter drew some discussion of the strength
of the association.

But I didn't think it got at the key question of
whether with weak association such as their overall
relative risk of 1.26 whether this could be explained by
confounders, either unknown confounding or insufficiently
controlled confounding. And I thought -- that's one of
the main issues about weak associations. And I thought
they may well have good answers to that, but it needs to
be explicitly described. So that's my main concern about
causality with regard to the big issue of breast cancer.

And I'm not sure whether you do this with lung

cancer too, which is in the same ballpark with 1, relative

risk.

CHAIRPERSON FROINES: Paul.

PANEL MEMBER BLANC: I guess I would take a
broader view than Gary's, that -- and more closer aligned

to what you were alluding to, which is I think that the

Chapter 1, which is, yes, an introduction but really is
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the methods -- should be the methods section for the
entire document is substantively flawed. And I feel a
little bit of potential responsibility for perhaps not
voicing explicitly enough at our last meeting areas that
needed specific remediation, because -- perhaps I was just
too global in my comments and presumed that the changes
would be more substantive and less focused in that
section.

It's understandable given the shear volume of
studies and chapters and review that's involved in this
very lengthy document. But, nonetheless, some of the
area -- it's not simply causality. I think that there is
a lack of transparency in the methods generally. And
given how, for example, meta-analysis comes back in later
sections of the document that's completely missing is an
issue really from the -- not completely but substantively
missing as a matter of discussion in the methods: When
would meta-analysis be used, how would it be used, what
would the implications generically be? I think that the
issue of consultancy is very unclear. It's not mentioned
actually in the introduction.

PANEL MEMBER GLANTZ: What is consultancy?

PANEL MEMBER BLANC: When external and internal
consultants would be used and how they were used and what

was the basis of that. And I have some -- I may have some
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specific suggestions later on on how that could be
addressed.

There are some other things I -- but my
general -- the thrust of my comment would be that I think
we should begin with going through Chapter 1; and that if
we end up taking the entire session today going through
Chapter 1, that might not be a bad use of time, in fact,
because everything else has to flow out of that. And as
it stands I don't think it's -- it's acceptable.

CHATIRPERSON FROINES: Craig.

PANEL MEMBER BYUS: I do concur, I mean in some
regards. I mean I think the introduction of the Surgeon
General's report is extremely clear and well written, and
it's very carefully constructed and it's -- I think this

is more along the line what you'd like to see in

Chapter -- introductory chapter in the environmental
tobacco smoke chapter. It should be as well written and
clear in the two places. I mean I was struck how -- not

that it isn't clear, but how well done the 2004 Surgeon
General's introductory chapter is. It's beautifully
written, very clear. It gives the right historical
perspective. And at least from my perspective it gives an
accurate analysis of how they include data and not include
it and how they make associations and not. So I do agree

with you.
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PANEL MEMBER GLANTZ: Do we have a copy of that?

CHATIRPERSON FROINES: Of what?

PANEL MEMBER GLANTZ: Of what they're quoting --
to look at, i1if that becomes the standard?

PANEL MEMBER LANDOLPH: I have one if you want
it.

PANEL MEMBER HAMMOND: Do you have extra copies
with you?

CHAIRPERSON FROINES: We can get them copied, I
guess. I don't know -- it's long.

PANEL MEMBER FRIEDMAN: I must admit, I haven't
read it either. I sure would like to see it.

CHATRPERSON FROINES: Roger?

PANEL MEMBER ATKINSON: Oh, I focused on the
exposure side. And so I don't really have any comment.

CHATIRPERSON FROINES: Stan and Kathy --

PANEL MEMBER GLANTZ: Well, I'm just -- I'm kind
of == I'm actually on the Committee that's writing the

next report, and had been provided with this stuff years

ago. The Surgeon General's reports take forever. And
the -- in fact, I drafted one of the chapters.

PANEL MEMBER HAMMOND: Not this -- this isn't
that.

PANEL MEMBER GLANTZ: No, no, for the report on

passive smoking, which hasn't it's often CDC land.
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But the -- so we were given these same standards
to use. These are the standards that the CDC has used for
a long time. And those were the standards that I used in
the chapter I drafted for them.

And in my reading of the OEHHA report, those are
pretty much the standards I used -- or I always use. And
I'm kind of surprised to hear -- I mean maybe the chapter
could be written more elegantly. But I don't recall
anything in reading the OEHHA report which applies any
substantially different criteria from making judgments
than in the discussions I've had on the Surgeon General's
committee. I mean maybe I -- those committees move very
slowly, and it's been a long time since there's been a
meeting. But the -- but I'm kind of surprised to hear
that there's a substantive -- in effect there's a
substantive problem with what OEHHA did.

The other thing that I am concerned about -- and
maybe again I misunderstood something -- but it seems to
me that criteria for decision making that are described in
this document are essentially the same criteria that we've
always used on this panel. And if I'm missing something,

someone should correct me.

So I mean are you -- I mean I don't quite
understand. I mean I think that there are two -- there
are two different possibilities here, or three. One -- I
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actually thought the chapter was okay. But one is that it
just simply needs to be more clearly stated. The other is
that we need to make a fundamental change in the way that
we make decisions, which I would be very much against
because I think this panel has a good record of making
scientifically high quality decisions.

The one thing I can tell you from having read a
lot of Surgeon General's reports, and, as I say,
helping in -- being involved in writing one of them now,
is I think there's an overly reliance on epidemiologic
criteria almost to the exclusion of everything else.

And that is a result I think of many years of
having the tobacco companies bang on them. And I think
the level of caution that has been imbued into the process
is just -- you know, it's like, you know if something gets
into a surgeon general's report there's not a type 1
error. But, you know, they -- I mean, for example, on
heart disease, which is now widely accepted by everybody,
including the CDC now, there is still no recognition of
passive smoking causing heart disease in the a surgeon
general's report, you know. So I don't quite
understand -- I mean I don't --

CHAIRPERSON FROINES: I think that -- let me cut
you off.

PANEL MEMBER GLANTZ: What's the substantive

PETERS SHORTHAND REPORTING CORPORATION (916) 362-2345
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issue here? I don't understand.

CHAIRPERSON FROINES:

I think that we should not

get distracted on to the Surgeon General's report.

PANEL MEMBER GLANTZ:

CHAIRPERSON FROINES:

Okay.

I think that Paul, for

example, raised -- and Gary both raised substantive

issues.

PANEL MEMBER GLANTZ:

CHAIRPERSON FROINES:

PANEL MEMBER GLANTZ:

CHAIRPERSON FROINES:

to you all day if you're going to go

You're going to have to be sensitive

process.

PANEL MEMBER GLANTZ:

CHAIRPERSON FROINES:

PANEL MEMBER GLANTZ:

CHATIRPERSON FROINES:

Well, what are they?

Stan, quiet.

Okay.

We're not going to listen

Okay.

Okay?

All right.

you. This is going to be very difficult

monologue throughout this day.

if

And I think

sensitive to the other members of the panel

talking when you're finished making a point

on in a monologue.

to a committee

Let me answer

you

you

and

and

run a
need to be
stop

listen to

other people. I will not tolerate a monologue that goes

on indefinitely. It's not the way we're going to run this

day.
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Paul and -- and what I was trying to say was in
their comments, both Paul and Gary did not mention the CDC
report. I did. Craig did. The issue is that both Paul
and Gary raised substantive issues about the -- about the
OEHHA report. They did not talk about the issue of the
Surgeon General's report. Paul raised questions about the
use of meta-analysis and the transparency associated with
that and he raised questions about the issue of
consultancy and he raised a question about the definite --
the discussion of causality as being related to the whole
notion of the methodology by which it's done.

One of the problems that has occurred over and
over again in this document and to some extent in others
that we've reviewed in the past, but this is where it came
out more completely, is that we often don't understand
what was the basis for the decision. We see a review of a
large number of studies, but in the end, you don't know
what was the basis for a decision. After our saying that
to OEHHA, they went back and followed and developed a new
approach in which they defined with some care the basis
for their decision. And so that's in this particular
document. But it still needs discussion, I think.

So I think that there -- let's put the Surgeon
General's report aside for the moment. There are issues

that have been raised that we need to discuss, which has
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10
nothing to do with the past history or the present
history. There are issues -- substantive issues that two
people have raised, and we're going to pursue them.

PANEL MEMBER FRIEDMAN: I do have a -- I would
like to refer to the Surgeon General's report in a
different --

CHATIRPERSON FROINES: Sure.

PANEL MEMBER FRIEDMAN: -- context in terms of
the kind of work we do and OEHHA does and this process
that we go through to arrive at a conclusion about a toxic

air contaminant.

I've been a reviewer for a surgeon general -- a
chapter -- I received a single chapter from a previous
surgeon general's report on a couple of occasions. They

said, "Would you please review it, comment," and so on.
And I'm sure they sent that single chapter out to several
people. And this contrasts with the fact that we as a
small group are faced with this huge document. And I
think -- it would be really nice if we could get someway
to get more help in terms of other readers of specific
areas in which they have expertise. And I just -- I just

want to express a frustration of having to deal with this

huge document and being -- feeling responsible for
approving it or not, when we have so little -- we're not
being paid for this. That's not a big issue. But we -- a
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11
lot of us -- all of us are very busy and we just don't
have time to study these things carefully.

CHAIRPERSON FROINES: I think that point that
you're raising now relates directly back to Paul's point
about the role of consultancy. Because there's first the
question of the consultants who OEHHA employs to do both
writing and reading reviewing. And then there's the
question about how does -- should the panel approach that
issue?

For example, we were helped greatly by hiring
Dale Hattis to review the formaldehyde document. It was
his review that really formed the basis for the
conclusions that led to the final decisions. So in that
case, the panel used a specific consultant.

With diesel we actually held, as you remember, a
conference in which we went over the issues on diesel.

And so the panel has used consultants in the
past. But it's also clear that OEHHA uses consultants.
And I think Paul -- in the context of the methodologic
approach for decision making, one of the issues is

consultancy and how best to do that, to pursue that.

Is that a fair statement of what you were -- I
don't think it -- I was more narrow --

PANEL MEMBER BLANC: I mean it has to do -- and
I'll come back to the -- I mean I think that Stan's

PETERS SHORTHAND REPORTING CORPORATION (916) 362-2345
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12
summary of possible pathways with Chapter 1 were succinct.
And I would just add one other pathway to it. I mean
because you said perhaps it's just, you know, okay,
perhaps it just needs -- perhaps it needs to be rewritten
and then a pathway in which it would somehow change the
way in which the analysis was approached. But I think
that there's's a fourth arm to that and, that is, that
chapter -- I would like to see Chapter 1 written in a way
which would allow me systematically to review the document
for its science in a way that I can't do currently,
because I can't trace the consistent choices that were or
were not made. And that doesn't mean that I have to agree
with the end analysis. I think what I'm being asked to
say is is the science appropriate? Not do I agree with a
conclusion which may or may not be ultimately subject to
interpretation and expert may disagree.

But I have to be able at a minimum to say that I
think there was an appropriate, consistent scientific
approach. And for me to do that I have to understand what
the stated approach is more clearly.

And, you know, for your -- the chapter that you
reviewed you seem to have more confidence that you can
tease that out. But I'm having trouble. And that's why I
started off by apologizing, because maybe I should have

been clearer at the last meeting about the parts which
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don't seem so clear to me. And I certainly didn't find
the explanation of what the body-of-evidence approach
meant functionally to be transparent enough for me to
actually then see how it was being consistently applied
throughout the book.

And I would also -- well, again, I'm holding back
a little bit, because I don't want to hijack the
discussion. So I think from a procedural point of view
the first thing I'd like to hear back from people is
whether or not we should actually devote time to talking
about Chapter 1. And then -- if we do, then I'm more than
happy to go into some of the other details of what the
things are that -- specifically.

CHAIRPERSON FROINES: Kathy.

PANEL MEMBER HAMMOND: As one of the newer
members of the Committee, I guess I'm surprised to hear
this discussion. I guess I assumed that there was some
general understanding that has been used by this committee
in other documents. I mean is that not true? Am I
misunderstanding something here?

CHAIRPERSON FROINES: I think that what happens
is -- I may be not entirely correct in saying this. But I
think that in some cases the data was sufficiently strong
that the conclusions were relatively obvious. And in some

cases, for example, with methylene chloride there was no
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Epi at all, and we did use -- well, that's not true. But
the Epi was limited and we used animal data as the basis
of the decision. So that there have -- one could quarrel
with that, you know. And I think it's true that there has
never been a defined criteria for a decision making.

PANEL MEMBER HAMMOND: Okay. I guess I have
approached this -- I've also served on -- instead of
medicine committees where we had to make decisions on
Agent Orange, you know, and causality. Things were highly
political and had a lot of attention paid to them. And,
you know, they have laid out sort of meeting criteria for
all of these things. And I've also reviewed documents
that they've done. So I've been in that position as well.
And I'm also serving on the Surgeon General's committee,
so we've been through that thing. So I'm aware of this.
And I guess I assumed that those were the -- the sense of
causality and suggestiveness, that those were following
very similar kind of criteria. And that's how I've been
reading the documents. I guess I was thinking that that
was more or less the state of scientific art right now,
the art of trying to understand data.

And I think that whether -- I don't think data
are necessarily overemphasizing epidemiology or
underemphasizing. I think it depends on each material

what's available. And I think it's important to look at
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all the evidence and to weigh it. And I do think it gets
to be very difficult to -- you know, to say, okay, we'll
give 42 percent of the weight to the animal studies and 37
percent to epidemiology and so much to structural -- you
know, quantitative structural analysis. You know, we
can't do that. Each study will have its own balance.

However, having said all of that, and thinking
that that was all there, I also think it's extremely
important for this committee to feel secure about the
approach that was taken. So I think if people in the
committee feel insecure, if it's not clear, I think it's
really critical when decisions are made. But I would
suggest that -- I don't know if this is out of line, but
that we think of this not Jjust in this document but, you
know, kind of settle it, you know, more or less that this
is the approach that will be used in other documents, so
that we don't have to reinvent the wheel for everything.
If that makes any sense.

CHAIRPERSON FROINES: Well, I think you're right.
And I also think it goes back to a point Gary made, that I
think we're at a watershed or decision point in so far
as —-- you know, you go along and life is easy and then you
don't necessarily use the same rigor as when it gets
difficult. And so when it gets difficult, you say, "Holy

smokes, our procedures weren't quite as good as we thought
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they were."

But now this issue comes up also exactly in terms
of what Gary said in so far as we have -- I don't know how
many thousands of pages there are. There's the document
itself and then there is the number of papers that
underlie those documents. So there's five, ten thousand
pages that one could read.

And the question is: How do you take a person
who is getting no compensation whatsoever for reading a

document, to ask Gary to read what is essentially maybe 50

to 100 Epi studies over -- that are within this context?
Or looking at -- Joe to look at mechanistic issues? 1In
other words, we don't -- we haven't dealt seriously with

the load on the panel. And that affects also then the way
you end up -- how well prepared you can be for a
particular document. So that I would predict that nobody
on this panel, with the possible exception of Stan, has
read every Epi study, nor would you expect them to do.
PANEL MEMBER HAMMOND: Well, John, I couldn't
agree more with that point. I mean to me -- I have been
feeling very overwhelmed in this panel. And I was a lead
on silica, and silica was pretty overwhelming to me. And
yet the universe of silica was very different. And we all
know the passive smoking has this wide universe out there.

And so it is a problem that I see on the committee.
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I would point out that the OEHHA document has had
reviewers, I would say, somewhat analogous to the Surgeon
General's. At least that's how I interpret these terms
"reviewers" on the front page. Are these people who've
actually reviewed the document for OEHHA and --

CHAIRPERSON FROINES: Those tend to be internal
reviews.

PANEL MEMBER FRIEDMAN: Maybe I should step in to
respond to that.

These are internal reviewers.

PANEL MEMBER HAMMOND: Okay.

OEHHA SUPERVISING TOXICOLOGIST MARTY: And they
include people who are epidemiologists: For example, Jay
Beaumont, Farla Kaufman; and other individuals who have
expertise in specific areas, Mari Golub for developmental
toxicity. The consultants we used outside of the agency
helped us actually develop the report.

CHAIRPERSON FROINES: Who?

PANEL MEMBER HAMMOND: So they did not review the
document?

OEHHA SUPERVISING TOXICOLOGIST MARTY: Right.

PANEL MEMBER HAMMOND: Right. So there were no
outside people reviewing until this committee -- this
committee's the first outside review?

OEHHA SUPERVISING TOXICOLOGIST MARTY: Correct.

PETERS SHORTHAND REPORTING CORPORATION (916) 362-2345
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PANEL MEMBER HAMMOND: Okay.

CHAIRPERSON FROINES: And so the role of Johnson
is?

OEHHA SUPERVISING TOXICOLOGIST MARTY: Johnson
helped us develop the section on breast cancer and, in
particular, worked specifically on the meta-analyses with
us and also in helping us understand what the data say
there in the literature on ETS and breast cancer.

CHATIRPERSON FROINES: Stan.

PANEL MEMBER GLANTZ: I'm a little troubled by
the direction of some of these comments. Because, you
know, I've been on a lot of committees and peer review
committees and study sections, and I think if the -- T
mean we're not the authors of this report. We're the
reviewers of it. And serving on all the committees I've
been on, whenever we've dealt with any kind of conflict --
and I'm not talking just about this committee. You know,
it's very rare that there's ever anybody there who's read
everything about everything. And the reason that you have
a committee like this committee is to make a collective
judgment where different people bring different bits of
expertise. And, you know, we have, as you said, John, on
occasion, gone officially and asked outside people to
review documents for the panel, which I think is a fine

thing to do. I have informally on many occasions asked
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people to look at stuff for me to help me in guiding my
decisions.

But, you know, we don't have a formal policy of
sending these documents out for review. But by the same
token, we have the public commentary and the Surgeon
General's report. And, in fact, none of the other
committees I've ever been on that deal with similar things
have the public commentary period. And, you know, one of
the ways I have dealt with the fact that I'm routinely
asked to look at things where I don't have a huge amount
of direct expertise is to rely on the public commentary.
Because I figure the people who are submitting those
comments, which are almost always industry, although not
exclusively, are highly motivated to point up the
weaknesses in the document. And so the way I -- and I've
said this on the record many times in this committee, the
first thing I always read is the public comments and the
response to comments. And then I bring my -- whatever
additional particular expertise I have to bear.

And so I think it's a little bit misleading to
say that there is no outside review. I mean the Surgeon
General's reports, for example, are not submitted to the
public. They're very -- we all had to sign
confidentiality agreements to be on that committee.

So, you know, I sort of -- and maybe I've been
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thinking about this committee wrong all these years. But
I've sort of viewed our role is to sit in judgment of the
case which is put before us and -- and how well OEHHA has
dealt with the literature as we know it and also the
literature -- and the criticisms which are raised. And I
frankly have thought that's been a quite good process.

So, you know -- and I've never been on a committee that's
dealt with a complex issue where every member of the
committee had read every relevant paper.

PANEL MEMBER FRIEDMAN: I guess just to give a
personal example. You know, I had read much of the cancer
thing, particularly the breast cancer because that's new
and controversial. And then issues came up on the press.
I said, "Jeez, I better reread this breast cancer and make
sure I know what I'm" -- you know, "my conclusions are."
And then I get a call from Jim Behrmann or, John, I forget

who said, "Well, Paul Blanc wants you to read the

cardiovascular section because of some issues there." And
I just couldn't do it, you know, and I -- I Jjust couldn't
do it. I have responsibilities over the weekend, you
know, as a guest faculty at a meeting yesterday and -- so

I just feel frustrated.

CHAIRPERSON FROINES: Well we -- we have a
problem that when we -- everything's fine as long as the
data is clear and -- I mean the mistakes that were in the
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OEHHA document were so clear there wasn't even a problem.
We just stated them and they were dealt with.

But at least in the breast cancer case there are
very widely divergent opinions that are very, very
strongly held. And they are unequivocal. There's OEHHA
here and there is a whole bunch of other people who
disagree. And so when -- and very, very respected
scientists who disagree. Not advocates for a particular
interest, but scientists who disagree. And with that
tension -- if you recognize that that tension exists, that
forces me and Gary, particularly, because there's so
emphasis on Epi to say, "We better work our tails off to
make sure we understand the nature of those disagreements
and what OEHHA has done, what they have done in terms of
their methodology." And that means that you really have
to put a lot of time in reading. And even given the -- I
bet I've spent all day for the last five days reading that
chapter -- that chapter and papers within it. And I'm
beginning to feel like I understand it. But there's still
a lot left to go.

But the issue that still arises that Paul raises
is, having done all that work, the basis of how the -- how
the conclusions are drawn are still not entirely clear.
Why something is in at one point and then all of sudden

gets dropped out is not entirely clear. Why, there's
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discussions of how things are changing; but then when you
look at the dates, the things aren't changing. And so on
and so forth. So there are lots of issues which we'll get
to later when we talk about breast cancer.

But the point is that I think the panel -- where
you have significant controversy, it puts more pressure on
the panel, and the issue of either consultancy within the
context of OEHHA or within the panel is something that we
have to consider, because we can't -- we cannot simply
drain the blood from the members of this panel and expect
it to be successful.

PANEL MEMBER GLANTZ: Well, but we've dealt with
lots of other -- look at diesel. I mean that -- we've
dealt with lots of difficult and controversial issues and

lots of issues where people that were intelligent people

who didn't agree. I mean I'd like to make --

CHAIRPERSON FROINES: But, Stan, we -- on diesel
we had -- excuse me -- on diesel's a very good case in
point. There were three workshops on diesel. We spent

ten years on it, and we attended three full workshops. We
had extraordinary outside input to that process. We
haven't had that in this process.

PANEL MEMBER GLANTZ: Well, people -- we had --
there was a workshop. Nobody came.

But can I just ask a question, just to make this
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a more concrete discussion. I think it would be very
helpful for OEHHA -- I mean the question which has been
raised is how -- what were the criteria used to make the

judgment? And that could either be a fine criteria, which
maybe wasn't described well enough for certain people's --
you know, to feel comfortable with it or there may be
substantive problems with the criteria. And rather than
continuing to discuss it in the abstract, I would like to
suggest that we simply let OEHHA try to explain it and
then let Paul or whoever else asks whatever questions they
have to try to decide whether the problem is with the
criteria as OEHHA applied it, or whether the problem was
with how OEHHA described the criteria that they did apply.
Because those are two very different situations.

CHAIRPERSON FROINES: We hadn't gotten to Joe
yet. Then we can -- unless -- Paul asked a question which
we haven't answered, so we'll go back to that.

PANEL MEMBER LANDOLPH: Yeah, I wanted to thank
OEHHA for responding to those ten pages of criticisms I
sent. And it looks like you answered most of them. I
understand you can't do all the condensation I wanted.
Whatever you do, don't make this document too much bigger
is my request.

I would like to see -- I guess you'll get to the

breast cancer data later. But I would like to see a very
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concise explanation of why the Surgeon General in 2004
doesn't list any evidence for breast cancer at all and why
now we're getting a lot of data; however you explain this,
whether it's you're seeing more studies that they didn't
see or whatever. 1I'd like to see a transition and a
reasoning, very concisely, very short, if possible.

CHATIRPERSON FROINES: One thing I think is
important is that now there are -- quote, now there are
more studies. There are an enormous amount of studies
that were earlier. And one has to be careful not to
simply as we age us those out, right? Because otherwise
half the panel would be gone if we through out the old
guys.

The point I'm trying to make is that's where
the -- that's where the criteria issue comes, is that one
can talk about, quote, the new studies, but it has to be
in the context of how do you look at all the studies and
what do they tell you. Not because they're old versus
new, but because there are methodologic issues associated
with them. And so the -- what am I trying to say? What
I'm trying to say is that the -- that's where the issue
that Paul and Gary are raising I think comes up, which is
how do you look at the --

PANEL MEMBER LANDOLPH: And I agree with

everything that you all said. So what I would like to see
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in there is just some reasoning as to how you got from
where they were in 19 -- 2004, assuming they did
everything right, and how we got to where we are now.
Because they are orthogonal conclusions and there has to
be some transitory statement just to bridge that and
assess it.

CHAIRPERSON FROINES: But Paul raised the
question of: Does the panel want to spend some time now
talking about Chapter 1 of the OEHHA document?

PANEL MEMBER LANDOLPH: Is that the executive
summary? Is that what you're calling Chapter 17

PANEL MEMBER BLANC: ©No, the introduction --
well, I interpreted Stan's comments as saying that, in
essence, you are in favor of that because that's part of

the heart of the matter is the core methods that were used

in this --

PANEL MEMBER GLANTZ: Well, I'll be very precise.
I think that it's fine. I'm happy -- I'm happy with what
they wrote. Okay? And I think that the -- and it seemed

to me that reading through the document that they have
applied a consistent set of standards which I think are
reasonable. So if it were up to me, I don't think it's
necessary to discuss it. But obviously you do. And I
think that, you know, since in the end we're going to have

to make a decision about this document, everybody needs to
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be comfortable.

But the question I was -- so I'm satisfied with
it as it is. Maybe I'll change my mind when I hear the
discussion.

What I was saying though is I think rather than
have an abstract discussion which drags on for a long
time, I'd rather let them try to explain the criteria that
they think they consistently applied through the report to
see if you agree or disagree with the criteria. If you
agree with the criteria, then it's an editorial problem.
If you disagree with the criteria, then there's a very
fundamental scientific problem. And it's not clear to me
which of those is the situation from your perspective.

CHATIRPERSON FROINES: Gary.

PANEL MEMBER FRIEDMAN: Well, whether or not we
do that, I hope we do get to the point that Joe raised,
because what's -- you know, I think the situation we're in
now is different from a lot of the other things we
reviewed, because the public comments have generally come
from lawyers or advocates for an industry that might be
affected by the decision that's made.

Whereas, here we're concerned with comments from
a neutral body like the Surgeon General's report or
scientists we respect like Michael Thun or Jonathan Samet.

And I'm really nervous, if they come to a different
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conclusion, I want to -- I want to make sure that -- can I
finish please? -- I want to make sure that OEHHA deals
directly with their comments and why their conclusions are
different from those of these respected scientists.

PANEL MEMBER GLANTZ: Right. Just for the record
though, Michael Thun submitted a public comment. Jonathan
Samet didn't. Several of us have talked -- I was on a
study section with John on Friday. So several of us have
chatted with him. And we have the Surgeon General's
report -- the 2004 Surgeon General's report, which he
edited. And he's also editing the -- whenever it come
out, one on passive smoking, which Kathy and I are on the
committee for. But that document hasn't -- that document
hasn't been released. It will come out some day. And,
you know, he is not the sole arbiter of what that document
will say. So we can -- that's pure speculation. If you
want to invite him to do something, that's a different
thing.

But I think that the issues that have been
raised, and I personally think dealt with in the document,
around breast cancer -- the differences of opinion in the
community are, you know, people understand what they are,
and it's different people can draw different conclusions.
I think -- And I agree -- by the way, I agree with the

point Joe made about having an explicit -- and I've told
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this to OEHHA. I think that there is a need to explicitly
deal with what the 2004 -- for the reasons you say, what
the 2004 Surgeon General report says. I think that needs
to be explicitly addressed in the document and why -- you
know, what's changed in the five years or so since they
stopped, you know, actively collecting papers for that
report. Because those things do -- they are very slow in
being produced.

CHAIRPERSON FROINES: I think in this case we
have -- we have a quite significant issue that's very
worrisome. We have the Surgeon General's 2004 report.
More importantly, we have the IARC 2002 report. That also
is strongly negative.

We have Sammit's comments, and he only -- when I
spoke with him, he was speaking for himself, not for this
committee. He was giving me his point of view.

Michael Thun, when I talked to him, gave me his
point of view, not necessarily.

We have the position of the National Cancer
Institute on developing a review process that's different
than the one we currently have. So the NCI has taken a
position on the review of this document given the
differences of opinion that exist. It's a comment.

And I spoke today with Kurt Straif IARC about

this issue.
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And so when you start to add up the number of not
people who are interested because of their employment, but
because who are strong scientists and you have a whole
body of people who are taking a completely opposite point
of view, then I think Gary's right. We need to pay
attention to what are the -- what are the differences.

I didn't go back and look at the IARC report and
take each study and then compare it to what OEHHA had
said. But I think part of OEHHA's methodology should
precisely be that they take what's written in the IARC
report, compare it to what they think, and see where there
are differences.

For example, there -- in the Surgeon General's
2004 report there is a criticism of one of the studies
that OEHHA has taken as one of their six main studies.

And the IARC -- the Surgeon General's report talks about
confounding and explanation of the confounding. And so
they actually suggest that that study's positive nature
may not be as positive as OEHHA would have said. And
that's the kind of thing, it seems to me, that we have to
have OEHHA address as a methodologic issue that Paul's
raising.

And so where you have these kinds of differences,
it seems to me that those have to be addressed because

they ultimately form the basis for differing conclusions.
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PANEL MEMBER GLANTZ: Well, I don't think anybody
disagrees with that. And I think we should let them do
it, you know, and see what they say, you know. And
then make --

CHAIRPERSON FROINES: But Paul's point is germane
because we shouldn't be having a discussion about the
Surgeon General's report after we've had three meetings on
this topic and still say that there are differences in how
that report dealt with something in 1996 than what OEHHA
did. That should be in their document. That's the point.

In other words, what should be in their document
is in fact the methodology they used for making the
decisions. Because if you take the Surgeon General's
report, you can't put it necessarily in the top six. You
have to maybe question whether it should be there.

So all I think Gary and Paul are saying is: How
do we approach these decisions? Or how does OEHHA
approach these decisions?

Joe.

PANEL MEMBER LANDOLPH: Yeah, it almost occurs to
me this is an issue, speaking of the breast cancer, one
where there is a little wider distribution of opinion than
perhaps we would like to see to make definitive
statements. And I guess it's because maybe less well

developed in time. You know, so we haven't had a
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scientific consensus. It's like a Delta function. It's
still a little —-- the coefficient of distribution -- of
the width of the distribution is still a little bit wide.
So I don't have any problem with saying to you, Jjust
acknowledge that there is some width to that distribution,
and that's okay. We may not be able to resolve these
issues precisely here at this point in time because of the
divergence of opinion of other investigators, you know,
who are pretty good. So just acknowledge it and let it go
at that. That's the best you can do.

CHAIRPERSON FROINES: In terms of the list of

comment -- of outside agencies and groups and individuals
that have commented on this issue, you also have -- which
we'll try and Xerox and get you —-- the editorial from the

Medical Journal of Australia, which its editorial starts
out, "It all depends on which studies you emphasize." And
they take a somewhat negative view of the OEHHA report.
And so it seems to me that these are the kinds of issues
that -- that need to be addressed when we talk about
breast cancer. But the point that Paul is making, we need
to address the issue in a broader context in terms of
approaching reports in general.

Paul, do you have a comment at this point or are
you —-—

PANEL MEMBER BLANC: Well, I'm a little bit
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uncomfortable with the way the conversation is evolving,
because the specific topic of the cancer chapter in
general, or the breast cancer part of the cancer chapter,
is a little bit of the tail wagging the dog. I think that
if we can satisfy ourselves with the generic principles,
then we have a way by which all of those discussions can
come into a unified context without there being an issue
of, you know, is it one issue or another that's got
people, you know, hot under the collar? Let it be more of
a consistent approach.

Again, echoing Stan's comments that what our role
is is to review the process of the science behind the
document, without presuming that we have reviewed the raw
data, because that's not -- that's not our responsibility
nor our authority nor our expectation.

CHAIRPERSON FROINES: That's an interesting
question that I asked Jim about for a legal opinion.
Because if one reviews the process and says that the OEHHA
report as it's presently constituted followed a
satisfactory scientific process, then you would vote to
approve the report, even if the consensus of the committee
was in opposition, say, on the breast cancer issue. And
so that there are some dilemmas there that are not
entirely obvious.

PANEL MEMBER HAMMOND: John?
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CHATIRPERSON FROINES: Yeah.

PANEL MEMBER HAMMOND: I have —-- I share some
feelings with Paul about this concern that we're -- we're
focused on one chapter pretty clearly. And I bet we can
all guess why. And somehow that seems to me like the
process of this committee is not following -- it's being
driven by media rather than by science. And I think it is
important that we go back to the science and say, "What do
we want to do scientifically?" I am fully supportive of
having a clear and transparent method. I think that that
is really important, regardless of this study, silica,
anything, but for this -- and I think that's very
important.

It bothers me to have this discussion about one
particular outcome right now, if -- and then if we want to
talk outcomes, I guess I would almost flip it around and
say since that's the only -- of dozens of effects, it's
the only effect that's been discussed this morning, you
know, does that mean, could one infer that this committee
is totally supportive of all the other findings? And if
that were true, it would be nice to kind of get that done,
put aside, and then go to the one issue where there's a
problem, if that's what it is. But we should actually
kind of just get done with everything else if that's true.

Or is there this concern that the methodology, you know,
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kind of issues are a problem throughout the document and
we need to -- in that case I think we should focus on the
methodology questions and being very clear about that.

I think the last thing we should do is talk -- I
mean in my mind, the last thing should be to talk about
the breast cancer chapter at this point. Either we -- you
know, either we have to figure out where are we in the
whole document, you know, and we've done everything except
that, and we'll go to that chapter. Or do we want to talk
about the methodology and then we'll go through various
things?

CHATIRPERSON FROINES: I think we should talk
about the methodology till we feel comfortable with it.

PANEL MEMBER HAMMOND: And then maybe we should
give OEHHA a chance to talk to us.

CHAIRPERSON FROINES: Yeah, we're going there.

And then talk about other aspects of the
chapter -- of the other chapters in the document and then
go to the breast cancer issue.

Are there any other comments from the panel?

I do think that we're not just talking about

breast cancer. I think we're talking about how OEHHA

views meta-analysis, for example, and how -- what the
process is for -- I suspect that I disagree with OEHHA on
meta-analysis, and I -- maybe others do and others don't.
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So it's --

PANEL MEMBER HAMMOND: John, I would propose in
that case that this is -- it's fundamental to the whole
workings of the committee, that if -- I agree with -- was
it Paul or Gary or Craig? -- who said if only thing we did
today was work at -- come to a conclusion about
methodology and get that clear -- and, again, it may be
that we all would agree with what they did, that they just
didn't say it well or clearly enough; or we disagree with
what they did. But if we came to some conclusions around
that today, that would be a productive meeting.

CHATIRPERSON FROINES: Good.

PANEL MEMBER BLANC: It was me.

I agree.

PANEL MEMBER HAMMOND: I thought it was.

Thank you. It was Paul, by the way.

(Laughter.)

CHAIRPERSON FROINES: Judging from the reaction
to what you said and then Paul's reaction and then Gary's
reaction and Craig's reaction -- even Roger was smiling --
let's assume that for the most part people agree with that
notion.

Do you have anything more to say before we ask
Melanie or George or both to comment?

PANEL MEMBER BLANC: No, that's fine. Get them
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started.

CHAIRPERSON FROINES: All right. Melanie has
also seen a document that I sent to the panel, which
listed a number of topics, of which go to the same kinds
of issues.

Melanie.

OEHHA SUPERVISING TOXICOLOGIST MARTY: There's a
couple issues.

It's not clear to me what it is that Paul or
anyone else doesn't like about how we laid out the
criteria that we used. So that's one issue. So a little
more specificity there would be useful to us.

In Chapter 1, because this document relies
heavily on epidemiology, we essentially indicate that we
looked at several sources, which described typical
criteria for causality used by epidemiologists. And
that --

PANEL MEMBER HAMMOND: Could you please refer to
the pages.

OEHHA SUPERVISING TOXICOLOGIST MARTY: Sure.

PANEL MEMBER HAMMOND: So we can just follow
along with you. And then -- I think would help clarity.

OEHHA SUPERVISING TOXICOLOGIST MARTY: Section
1-4 starts on page 1-9, at least in my copy. I hope it's

the same in everybody's.
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Where we talk about a weight of evidence approach
being used to describe -- the body of evidence on whether
or not ETS exposure causes a particular effect. Since
there are many, many, many Epi studies ETS, that was
primarily what we focused on in describing specific health
outcomes. But we also looked at other sources of
information on biological plausibility. For example, the
whole body of literature on carcinogenesis of constituents
of ETS, which should play a role in your decision on
whether an endpoint makes sense or not.

We used traditional criteria for causality, such
as the Hill criterion. And if you go to different
sources, you get basically the same underlying criteria,
although the discussions of the utility of those criteria
vary source to source. But essentially looking at -- and
then on page 110 we described that a little, saying that
the criteria for causality include things like biologic
plausibility; the strength of the association; any dose
response relationships that are evident from the data; the
consistency of the association across studies, across
geographic regions, across different populations and even
across different Epi methodologies; the temporality of
association, in other words does it make sense —-- the time
between exposure and effect, does that make sense for the

effect under consideration? And then the coherence, which
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in our mind is a little bit like biological plausibility:
Do all the data stick together or does -- is there
something in their which would make you think that the Epi
study is measuring something different than it thinks it's
measuring?

We had some discussion at the last meeting in
terms of: Well, is one study good enough, two studies
good enough, ten studies good enough to determine that
something is causal? And we would very much hesitate to
put that in, because that is way too prescriptive for
epidemiology, in our opinion. Each endpoint has a
different database, different numbers of studies,
different quality of studies. Clearly determining that
something is causal has an element of judgment. You
cannot get around that. I think in the past in the toxic
air contaminant program, in some cases we've relied
heavily on animal data because that's what we had. We
still continue to believe that if animal data show an
effect and you have no reason to believe it doesn't occur
in people, then those data are useful.

CHAIRPERSON FROINES: But, Melanie, if I can just
make a comment about that, which will come up again later
when we talk about other things.

But there is a definition of what constitutes a

toxic air contaminant. And there is a definition which
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constitutes causality with respect to the science of an
issue. The criteria for what's a toxic air contaminant is
very liberal in that sense. Most -- a lot of things --
many things would fit, but that the same substance might
not meet an establishment of causality of effect based on
the science. So that one has to keep in mind that there
are policy differences that are actually real. And when
you get into -- you know, in the National Toxicology
Committee on Carcinogens, which I chaired, things don't
make the top list unless there's epidemiologic evidence.
Animal evidence doesn't -- can't bring it to that level.

Under Prop 65, an animal evidence can bring it to
the top level. And those are differences in definitions,
as a toxic air contaminant definition is very, very loose
in that because they were trying to maximize protection.

So I think one has to be careful to be clear on
what's the science and what's the policy.

PANEL MEMBER FRIEDMAN: I'd like to raise a
specific question based -- we had a conversation the other
day, and I think it was either you or Mark Miller who said
that you have a section on how you decide which are the,
quote, influential studies.

OEHHA SUPERVISING TOXICOLOGIST MARTY: Yes.

PANEL MEMBER FRIEDMAN: And is this it on the

bottom of page 1-9, general consideration made in
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evaluating individual studies include study design
appropriateness of the study population method used, et
cetera? Is that the section? Because I was looking for
it and I couldn't find it.

OEHHA SUPERVISING TOXICOLOGIST MARTY: Okay.

That is our --

PANEL MEMBER GLANTZ: I just —--

OEHHA SUPERVISING TOXICOLOGIST MARTY: -- overall
statement. What Mark was referring to was the specific
studies that we thought had done the best job of exposure
assessment for the breast cancer chapter. So that is the
first section under the discussion of the association
between ETS and breast cancer is where -- that's where
that whole terminology came in.

PANEL MEMBER GLANTZ: Actually I find that very
confusing terminology, that --

PANEL MEMBER FRIEDMAN: Yeah, because I was
searching for that after in that conversation. Would you
mind -- I'm sorry to divert again to breast cancer. Could
you Jjust tell me the page that that's under or that that's
on, I should say.

PANEL MEMBER GLANTZ: While Melanie is looking
for the page, I think that term "influential studies"
should be purged from the report.

PANEL MEMBER FRIEDMAN: Yeah, I agree, that
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"influential™ is not the correct --

PANEL MEMBER GLANTZ: Yeah, I think what they're
trying to say is studies with the best quality exposure
assessment. Is that what --

PANEL MEMBER HAMMOND: Or you could say most
informative studies.

PANEL MEMBER FRIEDMAN: Yeah, or the most
scientifically --

OEHHA SUPERVISING TOXICOLOGIST MARTY: I totally
regret using the word "influential" because everyone has
hated it.

PANEL MEMBER BLANC: Well, let's get a little bit
more specific -- and I'm going to come back to some of my
other comments -- but wait --

OEHHA SUPERVISING TOXICOLOGIST MARTY: Can T
answer Gary's question first?

PANEL MEMBER GLANTZ: Let her answer Gary's
question.

PANEL MEMBER FRIEDMAN: What's the page where
that is?

OEHHA SUPERVISING TOXICOLOGIST MARTY: On page
7-132 under Section 7414. And we are discussing
essentially the study characteristics that we think are
important for looking at effects of ETS. And this was

with regard to the breast cancer issue, because there are
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a number of studies that don't show an effect. But the
exposure assessment was very poor —-- poor to very poor.
And it's an important issue for us in terms of determining
whether we think there's an association, suggestive or
causal, between ETS exposure and breast cancer. So that's
why we were more specific in there, because of this issue
of having a lot of negatives -- or null studies.

PANEL MEMBER FRIEDMAN: So it's the four points
starting on page 7-132 and ending on 7-133? Those are the
criteria that you used?

OEHHA SUPERVISING TOXICOLOGIST MARTY: Yes. And
it's on top of the general criteria up front of, is it a
good study for other reasons, not just the exposure
assessment. So it's on top of those criteria described in
the sentence you were reading.

PANEL MEMBER FRIEDMAN: So --

OEHHA SUPERVISING TOXICOLOGIST MARTY: So looking
at study design, sample size and so on.

PANEL MEMBER FRIEDMAN: So would you be able --
with each of the studies that you quote -- you know, which
you're going to pick another term, but which you now call
"influential, be able to say, "We picked this one because
this" -- you know, be able to specify exactly what --

OEHHA SUPERVISING TOXICOLOGIST MARTY: Yes.

PANEL MEMBER FRIEDMAN: Okay.
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PANEL MEMBER HAMMOND: You could maybe make a
table If you needed to. But —--

PANEL MEMBER GLANTZ: You really like tables.

CHAIRPERSON FROINES: Well, I think that --

OEHHA SUPERVISING TOXICOLOGIST MARTY: There is a
table.

CHAIRPERSON FROINES: Paul, go ahead, because I
think you're going to raise the other side of the coin.

PANEL MEMBER BLANC: Well, Jjust in regards to
this one here's what I'm trying to talk about methods.
You're saying you will weight studies. What you're
actually saying is that in certain instances you will
weight studies 1.0 and other studies zero. You're saying
you will exclude studies from analysis if in certain --
for certain analyses there will be sensitivity analyses or
sub-analyses, which will exclude certain studies and
include others altogether. Not weighting them or at least
weighting will be one or zero.

OEHHA SUPERVISING TOXICOLOGIST MARTY: No, that's
not what we meant by saying that.

PANEL MEMBER BLANC: But isn't that what you do
functionally in certain analyses? Certain analyses -- you
exclude certain studies from certain analyses, certain
meta-analysis, for example --

OEHHA SUPERVISING TOXICOLOGIST MARTY: If you're
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looking at meta-analyses, there are criteria for inclusion
of studies in meta-analyses. And we did exclude some
studies, both positive and negative studies -- positive
and null studies because we thought we were concerned
about methodologic issues for those studies. But that's a
little different than what we're talking about in Chapter
1. When we say we are weighting studies more heavily, I'm
talking about more in a qualitative fashion of this study
makes more sense because of the study design than this
other study. That's what we meant there.

PANEL MEMBER BLANC: Whereas what you mean in the
other section that you were referring to in the cancer --
in one of the subsets of the cancer study was more a —--
was not a quality weighting, it was an
exclusion-inclusion? Would there be situations where
studies would be excluded or weighted to null? I'm not
just talking about whether there's heterogeneity that
allows you to do certain aspects of meta-analysis. I'm
just talking about analyzing certain groups of studies
together and not others. 1Is there an A priority or
consistent decision methodologically about that or does it
vary from outcome to outcome?

OEHHA SUPERVISING TOXICOLOGIST MARTY: Well, I
think if you're doing meta-analysis, you always have some

inclusion-exclusion criteria based on the study design, if
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that's what you're getting at. When we're looking at
things in a fashion to say, well, you know, I -- this
study doesn't show an effect. But probably the reason it
doesn't show an effect is because of methodological flaw,
number one. That is what we mean when we say weighting
the studies as we go through each health outcome in the
studies that are focused on that health outcome.

PANEL MEMBER GLANTZ: Well, aren't there -- I

mean I think there are kind of three different things that

are getting a little bit mixed up here, if I can -- I mean
I think that -- and if I'm wrong, correct me. But one
thing -- the way I read Chapter 1 -- and I just looked

through the Surgeon General's discussion of causality.
And I don't think you're doing anything differently than
what they say they're doing is my understanding.

But I think one is the question -- when you talk
about weighting the evidence and considering which studies
are influential or important when you're making the
qualitative judgment in the end, which I think is what
Chapter 1 is trying to talk about, I think that the --
which I think is one issue. The other issue, which is the
point you're bringing up now, Paul, is that when you do a
meta-analysis, how do you weight the studies in the sense
of mathematically weighting them in the calculation? And

that -- there are two kind of sub-questions to that. One
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is whether you include the study or not in the analysis,
which is a 0-1 kind of thing. And then there's another
more technical question of how do you -- once you've
included them, what weight do you assign?

I think what OEHHA has done here, in dealing with
the second two questions -- and, Melanie, if I misread
your report, correct me -- I think they followed a very
cautious approach throughout the report. One is they used
the random effects meta-analysis I think everywhere, which
is the most conservative kind of meta-analysis to do and I

think the correct one to do here because there is study

heterogeneity.

And then the other thing -- so I think that was
appropriate. And then the other thing -- and again
correct me if I'm wrong -- what they did was they cut the

data in several different ways. The first thing they did
is they said, "Okay. We think there are some good studies
and some not so good studies, based largely on the quality
of exposure measurement." And they make the argument that
the poor quality exposure measurement bias is the results
toward the null. And then they said, "Okay. We're going
to take every one of the studies and put them into an
analysis whether we think they're good or crappy."

And if I say anything wrong, stop me.

And then they said, "Okay. When you do that,
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when you put every single study in, including ones which
you think are biased toward the null, you still find a
statistically significant elevation in the meta-analysis."

And then they went on and -- so to me when I read
the report, I think that's a pretty strong argument that
there's an effect, not talking about the magnitude of the
effect.

And then they went on and they said, "Okay.

There are several different ways that people have proposed
looking at the data differently. And one of the things to
do is to say we're going to take what we viewed as the
highest quality studies," which was these four criteria on
page 132. And when you do that, you end up with a higher
risk estimate in a second -- that's a second analysis.

And they actually I think did several, cutting it in
different ways.

And I mean I think that that's an appropriate
thing to do. I think that it's pretty -- it to me it was
clear what they were doing and why. And I think that the
concern of being selective in the studies that you include
in a biased way, if they hadn't found a significant
elevation when they looked at all of the studies, then I
think that would be a of concern. But since the analysis
including all the studies found a significant effect, then

I think it makes sense to do the subsidiary analyses. I
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mean I don't -—- I mean -- so to me, when I read what they
did, I thought it was reasonable and, in fact, very
cautious. But I mean obviously you --

PANEL MEMBER BLANC: I'm not talking about -- but
I'm not talking about the breast cancer thing. Only
talking --

PANEL MEMBER GLANTZ: Well, but that was the
approach they used throughout the --

PANEL MEMBER BLANC: Well, no, they don't say
here that for some -- no, that's not true. They don't --
there aren't other chapters, for example, or consistently
chapters where there are a consistent re-estimation of an
effect in some kind of meta-analysis approach that
attempts to limit it to studies of better quality.

Now, maybe that's because -- and, again, let me
come back to saying how I can -- I'm trying to understand
what you did consistently. So perhaps it's only for those
things where you were going up a notch. If you were
finding -- if you were simply reaffirming what had been
found in the previous document, you didn't find it
necessary to do that. So only consistently for areas
where you were going into new territory where something
was going from inconclusive to suggestive or suggestive to
conclusive you did the following things that we might not

necessarily do. We attempted in all cases to do a

PETERS SHORTHAND REPORTING CORPORATION (916) 362-2345



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

49
meta-analysis. When we did the meta-analysis, we
attempted to do both the meta-analysis with all studies
that had data available for meta-analysis and we did a
meta-analysis with studies limited to studies which we
felt were less likely to be subject to bias towards the
null for the reasons that we had previously alluded to on
the page.

In fact, the meta-analysis doesn't appear here at
all in the introductory chapter, any comment on using
meta-analysis, how it will be used, when it will be
applied, when it won't be applied. 1It's Jjust on a
case-by-case basis as you go through the chapter. So, you
know, I have no way of knowing as I read something, "Well,
okay. Now, they didn't do a meta-analysis here. 1Is that
because it was superfluous, the data didn't exist, you
know, it wasn't adding anything, it wasn't necessary to
add anything?"

So that is an example. And I certainly think
that -- you know, Gary hit on another thing that I had
already made a note to myself about was this thing about
the quality of the studies and what does it mean and what
does it not mean. Does it -- when you say weight, it's --
you know, it's with quotation marks and it means that --
it doesn't mean that something will be ignored, but it may

mean that you will, you know, more strongly emphasize
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certain studies or not.

And I would be happy to go on to some other
things which I think are issues for me of a similar vein.
But I hope this gives you a flavor of where I'm going,
that I -- if this were a "method" section for a paper, I
couldn't understand the paper if I was looking here -- if
what I was looking for here was some road map that will
tell me what is the consistent approach that will be used
throughout this document. In other ways you're very
explicit. You know, you talk about "We're basing this
volume on the previous volume. We're not going to rehash
studies that were already in the previous volume unless,"
you know, the following things are going on, "at which
point we may go back to a study."

Am I -- is this making it clear what my -- where
mny --

PANEL MEMBER GLANTZ: So I guess the question is:
Is there a substantive problem here or is it a problem of
presentation? Do you think you're doing the kind of
things Paul is talking about or do you think you did them?
Or is he bringing up things which would represent a
fundamental change in what you were trying to do in the
report? And maybe you -- if you could clarify these
things.

CHAIRPERSON FROINES: Can I make just one comment
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before you answer, because I -- I do think that the issue
of what are the better studies is -- you think through.
But the other side of the coin of the, quote, "weaker
studies" or the ones that you somehow -- they somehow
disappear is not clear, because to the degree that those
tend to represent the null studies, you need to be careful
about defining how and why those studies, which would tend
to lead to a different conclusion, in a sense disappear
from view, which is very worrisome to me at least and
probably to others.

So Paul's comment about 0-1 I think is an
accurate statement. And it's the -- where is these --
where is the between 0 and 1 and how does one deal with
that? Because to the degree that null studies disappear,
that's a potential -- that suggests a potential for bias
as well.

PANEL MEMBER GLANTZ: But it's important to point
out though, John, that they did an analysis where they
didn't exclude anything. And so the way I think about
what they wrote in here is they did an analysis where they
included everything and found -- regardless of their
measure of study quality --

CHAIRPERSON FROINES: Well, we could debate that,
because --

PANEL MEMBER GLANTZ: Well, no. They're in
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there.

CHAIRPERSON FROINES: I understand. I'm looking
at it right now. And I also look at the heterogeneity and
I -- it's not so obvious. And it's one of the reasons a
lot of people don't like meta-analysis, and especially for
defining causality. So that it's not quite that simple,
Stan, that they did it all.

PANEL MEMBER GLANTZ: Well, no. If you look in
the report, they did an analysis including all the
studies, at least as best as I could tell. And then --
and that to me in reading the document is sort of the most
important single fact that's in there. Then they went on
and did these subsidiary --

CHATIRPERSON FROINES: I think they did a study
that had specific exposure characteristics that they put
all the studies in. There was no document -- There's no
table where they put all the studies in.

PANEL MEMBER BLANC: Well, we can -- again, I
think we're --

OEHHA SUPERVISING TOXICOLOGIST MARTY: Actually
there is a table.

PANEL MEMBER GLANTZ: Let's let them answer.

CHAIRPERSON FROINES: Where?

OEHHA SUPERVISING TOXICOLOGIST MARTY: Okay.

First of all —-
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PANEL MEMBER BLANC: Well, but I don't want to go
into right now a discussion of the breast cancer
subsection of one chapter. I'm trying to get at generic
points. And then we can come back to some of these other
questions. Because if you say at the beginning that "This
is what we're going to do with meta-analysis," and if you
say, "This is the importance. We will or will not get to
meta-analysis. This is the situations that we will use
meta-analysis and this is how we will use it when we use
it," then it's a simple thing for me to figure out, you
know, Stan's point versus John's point and for me to see
whether or not from a scientific point of view that use of
meta-analysis is appropriate.

CHAIRPERSON FROINES: Well, I was just saying, I
think that the -- one of the issues has to be how do we
deal with negative studies, whether they're --

PANEL MEMBER BLANC: Well, we can come back to
that in a different way.

OEHHA SUPERVISING TOXICOLOGIST MARTY: Okay.

Can -- just a couple comments in response to Paul's
comments.

I think your point about meta-analysis and that
there's nothing in Chapter 1 about it, we can fix that,
because we should describe why we did a meta-analysis when

we did it.
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We only ended up doing two meta-analyses: One on
childhood asthma and -- which involved 85 studies. And
it's not presented in depth in here. That's because we

have a totally separate project that's doing that, and
it's going out -- it's being submitted for publication.
The other endpoint that we used -- or that we did a
meta-analysis for is the breast cancer in ETS exposure
endpoint.

PANEL MEMBER BLANC: So let's take an example.

OEHHA SUPERVISING TOXICOLOGIST MARTY: So then --
and actually the meta-analysis were done to help us
understand what the data are saying, not to say whether
it's causal or not. A positive meta-analysis makes you
feel better about saying that there is an association.
But it's not the only reason that we said there was an
association for any endpoint.

PANEL MEMBER BLANC: But you don't say that
either, do you? You don't say here in part of our --

OEHHA SUPERVISING TOXICOLOGIST MARTY: That's the
stuff we need to put in.

PANEL MEMBER BLANC: Yeah.

OEHHA SUPERVISING TOXICOLOGIST MARTY: That's the
stuff we need to in.

PANEL MEMBER BLANC: And why would you not, for

example, on something like adult asthma onset, which has
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been more controversial than childhood asthma onset and
where I believe you're upping the ante to causal from
suspect?

OEHHA SUPERVISING TOXICOLOGIST MARTY:

Suggestive.

PANEL MEMBER BLANC: From suggestive, I mean. Is
that right? Am I getting the right step up?

Why would you not have done an analysis there?
Because you felt that --

OEHHA SUPERVISING TOXICOLOGIST MARTY: Yeah, it's
mostly a resources issue. We didn't think that that was
going to be a particularly controversial decision either
just because of the number of studies and, you know, the
continuum of having induction exacerbation of asthma in
young kids, older kids, and then adults and adolescents.

PANEL MEMBER BLANC: So, for example, that would
be a place where you could explain a priority, why you did
or didn't do. You know, issues of manpower, I'd be frank
about it. That's in the human resources issues of -- that
not in all cases it was not a -- not only was not a
requirement to establish causality in your view or to go
to causality from suspect or whatever -- I'm sorry, I'm
blacking on the word -- but in fact --

PANEL MEMBER GLANTZ: Suggestive.

PANEL MEMBER BLANC: -- suggestive, but in fact
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is not used as a sole criteria. And then if you say it's
not used as a sole criterion, then you better explain what
kind of criterion it is used at. I mean is it -- you
don't mean to say it's not used at all?

OEHHA SUPERVISING TOXICOLOGIST MARTY: No.

PANEL MEMBER BLANC: So to support causality.

So one of the discussions we had theoretically
last time was in fact: What is the role of a
meta-analysis? And is it a marker of consistency or is it
a marker of strength of association? And it's kind of a
theoretical question.

And I don't think you have to, you know, give --
write an epidemiologic theoretic text, but I think you
better -- you need to say what it is that you were
thinking as you did these things.

I think that --

OEHHA SUPERVISING TOXICOLOGIST MARTY: We also
described meta-analysis that were already published in the
literature for a number of other endpoints.

PANEL MEMBER BLANC: Well, that's right. And
this is a really small thing, but again it sort of
highlights. When you have your tables and you list
studies, some of the chapters you list separate numbers
for studies that are original studies and studies that are

meta-analyses. And some of them you have a little
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asterisk and you say, "Includes three studies that are
meta-analyses." Just those little things show a kind of
inconsistency, which it has a cumulative effect of not
suspending one's disbelief.

So that's a little editorial comment, but it does

come back to this.

Now —--—
PANEL MEMBER GLANTZ: Could I -- I just wanted to
ask a point of clarification to see -- because I think

there's a point of agreement here, but I just want to try
to make it explicit. I mean when I look at a
meta-analysis, I look at both as a measure of consistency
and an attempt to get an estimate of the magnitude of
effect. Those are two different things. But you can use
meta-analysis to help you with both of them. I mean is
there any different -- do you agree with that?

PANEL MEMBER BLANC: I don't know. I mean I
think that there are elements of both, but I --

PANEL MEMBER GLANTZ: But they're two different
purposes -—-—

PANEL MEMBER BLANC: Well, they're two different
purposes. And what I don't know is -- or what I have a
gut-level feeling that would be a bad idea is if you used
it to do both simultaneously; that in the same argument,

if you said, "Well, I don't really have consistency
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otherwise and I don't really have a strength of
association otherwise, but I have a meta-analysis which
has both and, therefore, I've met two of my Bradford Hill
criteria in one fell swoop."

PANEL MEMBER GLANTZ: ©No, but there are tests --
you can do tests of heterogeneity as part of a
meta-analysis. I mean I don't know if we're getting into
a semantic debate. I actually brought two textbooks on
meta-analysis because I thought this would come up.

I mean I think that when you do a meta-analysis,
you can test your heterogeneity, which at one level
consistency is: Are the studies homogeneous or
heterogeneous? The second thing -- and when they are, you
should be using a random effects model, which they do.
And then -- but if you are finding the -- when you say to
me consistency, it -- to me it's talking about basically
the width of the confidence interval that you estimate
from meta-analysis. When you talk -- the other point is
the magnitude of the point estimate, which is the measure
of effect size. And then you put those two things
together to do a test of significance.

So I think in fact when you do a meta-analysis,
those are the things that pop out of the analysis.

There are three different -- there are three

different things that you can say when you do an analysis:
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Is there a homogeneity or heterogeneity?

How much variability is there in the conclusions
of the studies? Which is going to be measured by the
standard error of the confidence interval.

And what's your estimate of the -- of the coin
estimate of the effect size? Which is magnitude of the
effect, which is a different question than the level of --
to me when you say consistency, it means you do the study
27 times and you get the same number 27 times. That would
be your most highest level of consistency.

PANEL MEMBER FRIEDMAN: Could we substitute the
word the size of the "association" for size of the
"effect"? Because once you say "effect," people start
assuming you're talking about --

PANEL MEMBER GLANTZ: Okay, sure. If you want to
say size —-- the point -- yes, I don't have a problem with
that.

PANEL MEMBER FRIEDMAN: Thanks.

PANEL MEMBER GLANTZ: Although in most books they
talk about effect size.

PANEL MEMBER FRIEDMAN: But I mean you're
talking --

PANEL MEMBER GLANTZ: But what we're talking
about is the point estimate that pops out of the analysis.

PANEL MEMBER FRIEDMAN: Right. But, I mean when
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you say effect, people have started thinking you're
talking already about causality. And I really worry about
that.

PANEL MEMBER GLANTZ: Oh, I guess, except that --
well, the point I'm trying to make though is that these
three things are all tied -- you do one analysis, and it
gives you information about all three things. And what
I'm trying -- and that's what I thought I heard you say
and that's what I heard Melanie say.

So would it be an accurate statement to say that,
you know, by spelling that out in the introduction to say,
"We" -- in the appropriate places, "We" --

PANEL MEMBER BLANC: It would be helpful -- I
think it would be helpful to have them comment as to —--
explicitly as to what their view is and to be very
specific about how much weight or not weight you -- in the
quotation marks weight sense, how influenced your thinking
might or might not be in a weight of evidence causality
decision in terms of what an internal or external
meta-analysis may or may not show. And that may also have
to do with not just the meta-analyses that you did, but
meta-analyses that you found in the peer-reviewed
literature, which is relevant to -- even though you
yourselves only did two meta-analyses, in effect you did

try to find them if they existed relevant to the topics at
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hand. And it's not clear -- you know, if there was a
consistent approach to how that might have influenced or
not influenced your thinking, that's not spelled out
either.

And I think another very important and related
topic, which is not dealt with at all in the introduction
and tends to come up only in specific contexts, which may
need to be done -- reiterated is whether or not OEHHA has
an opinion about cohort versus case-control studies in the
topic at hand, in the general topic at hand, and whether
it's different for cancer as opposed to noncancer
respiratory effects or whether you have a generic
overarching sense of the cohort studies or not.

You've spent a lot of time in the introduction
talking about classification and misclassification, which
I also want to come back to. But you don't really ev