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P R O C E E D I N G S  

(8:53 a.m.)  

DR. BELSITO:  Okay, great.  Everyone 

ready?  Okay, so the first, I guess, that we're 

doing is hydroquinone and parahydroxy anisole. 

So we received a request to look at these two 

ingredients for use specifically in nail products 

and, even more specifically, in UV cured nail 

polishes for home use. 

We've already done hydroquinone as safe in 

nail- adhesive, and we previously did parahydroxy 

anisole and found it unsafe to use in cosmetic 

products because of skin depigmentation that 

occurred very close to the level of use we were told 

that it might occur in a cosmetic. 

So, with this new indication for these two 

ingredients, I guess the question is, do we reopen 

them, and if so, do we reopen them individually since 

they were previously two separate reports, or do we 

open them together since they are chemically quite 

similar and will have the same use function? 

I mean, I think my personal view is industry has asked 

us to look at it.  We should at least begin the 

process to reopen and look at what data they have and 



go from there. 

I think as a dermatologist one of my concerns was a 

recent report at the academy meeting concerning use 

of UV curing devices and the potential for skin 

cancers of the nail bed and periungual area. 

DR. LIEBLER:  So I agree.  I think it's 

a new use in a way for these compounds, and so I 

support reopening of these. 

And I think that they do group together 

functionally and chemically.  So I think they 

belong together. 

DR. BRESLAWEC:  Dan, I wanted to point 

out that hydroquinone was considered safe in the 

LOTC. 

DR. LIEBLER:  Correct, but I regard 

the -- I guess, but I was thinking of these as a 

new use maybe for hydroxy anisole, but the 

hydroquinone -- the previous context in which we 

considered hydroquinone nail products was that 

the hydroquinone was consumed almost entirely 

during the process of use whereas in this context, 

in this newer context -- these newer 

products -- the hydroquinone is around in 

reasonable quantity to interact with skin 



potentially until the fingers go under the light 

box for a while.  So it's a different situation, 

and it warrants another look in my view. 

DR. BRESLAWEC:  Would you support 

reopening? 

DR. BELSITO:  Curt? 

DR. KLAASSEN:  Yes. 

DR. BELSITO:  Paul? 

DR. SNYDER:  Yes. 

DR. BELSITO:  Okay.  So we'll open.  

Open as to individual reports or as a combined 

report? 

DR. KLAASSEN:  Combined. 

DR. BELSITO:  Okay.  Knowing that 

hydroquinone also has other functions than just 

as nail, right? 

DR. BRESLAWEC:  It's used in hair dyes 

as well. 

DR. BELSITO:  Right.  Okay, so reopen 

as a single report. 

Okay, next one.  Are we further talking 

about methylisothiazolinone? 

DR. LIEBLER:  I think so. 

DR. BELSITO:  Okay.  So, you know, we 



approved the use of methylisothiazolinone up to 

100 parts per million in both leave-on and 

wash-off products, and since that time there have 

been increasing reports coming out of Europe 

about sensitization as a result of this.  In the 

U.S., there hasn't been because the major 

group -- the North American group that I'm a 

member of -- hasn't really started testing it as 

a group until January of this year.  So, if we 

wait for the North American group data, it's three 

years away unless we somehow get them to end their 

cycle or look at it mid-cycle. 

I'm concerned because in my practice 

I've seen about 9 percent of the patients that 

I've tested positive to MI.  Most of them were 

either weakly positive to the methylchloroiso 

combination or were negative so that reports out 

of the U.S. are going to miss it because the 

standard allergen -- the methyliso -- is not 

picking them up. 

A lot of them have been in baby wipes 

in my experience.  It may be bias because I get 

a large pediatric referral population because we 

have a very strong pediatric Derm Department at 



Columbia.  So I asked several other colleagues 

who have been testing it what their experience 

was. 

And Joe Fowler in Louisville is getting 

about 6 percent rate on his tests.  Now he wasn't 

able to tell me how these people broke down with 

the methylchloro combination versus just the MI. 

Denis Sasseville from Canada was much 

more detailed.  He has tested 590 patients.  

He's in Montreal.  And he had 28 that reacted to 

MI or MCI-MI, 18 of them were atopic, eight 

reacted to MI alone, and 2 reacted to MCI-MI 

alone.  And of the 26 that reacted to both, a good 

proportion of them were more strongly reactive to 

the methyliso than the combination, suggesting 

that it was the methyliso.  So his data are 

somewhere around 4 percent lower than what we're 

seeing. 

I think there are regional variations.  

There certainly are referral biases.  But this 

just came out two years ago. 

I mean, these are presumably newly 

sensitized cases, and we're not dealing with a 

backlog of cases like when we test for MCI-MI 



where that combination has been out for years and 

years and you get a group of people who are 

sensitized from past exposure plus newly 

sensitized represented in your patch test 

numbers.  These, presumably, are people who have 

been sensitized in the last couple of years since 

we let it out. 

So I think the issue from my standpoint 

is really, you know, qualitative risk assessment.  

I think it's being used too high in some 

products -- in my case, baby wipes, perhaps in 

other products. 

So I think we need to look at it.  The 

biggest issue is how much data we're going to have 

from the U.S -- it's going to be very limited for 

at least three years -- but I think the European 

data will be very robust. 

I mean, they're going to -- I think 

they're going to move very quickly to lower the 

limits in the E.U. 

That's all I have to say.  I think I 

sent you all the papers that have come out of 

Europe. 

DR. BRESLAWEC:  We would support 



reopening this. 

COURT REPORTER:  Speak up, please. 

DR. BRESLAWEC:  We would support 

reopening this as well. 

DR. SNYDER:  Yeah, I mean I think 

that's the information we're looking for and we 

need.  I mean, it's highly pertinent. 

And I think also the fact that this is 

used as a preservative -- there are lots of other 

preservatives they could use that are not 

sensitizing. 

So we've kind of used that in some 

instances before, to say:  Come on, this is a 

preservative.  There are lots better 

preservatives.  You don't need to use one that's 

sensitizing. 

So I think that all plays into it.  

Reopen it. 

MS. SHAW:  Can I just make a comment?  

I'm Dolores Shaw from the Dow Company.  We 

brought this product to market.  I just wanted to 

make a statement that we have been quite aware of 

what's been happening in Europe.  We're 

concerned.  We do support reopening this because 



we'd like to really understand more detail into 

what is bringing these folks to the clinic and 

what's the relevance of these folks coming into 

the clinic. 

So we do support reopening that -- I 

don't know who the gentleman is at the end 

of -- just to comment. 

In fact, there really aren't a lot of 

preservatives to pick from anymore.  So to say 

that there's less sensitizing may not be 

completely accurate. 

In fact, we think because the tool box 

has shrunk -- and they're really looking at this 

in Europe.  Because the tool box has shrunk, we 

believe the MIT has ramped up much faster than we 

would have ever imagined, and as you have more 

people using you're going to have more people 

present. 

So, you know, as a company, Dow is 

supporting that we take a look at this more 

closely.  We do understand, and if we need to make 

some modifications, we will. 

DR. BELSITO:  All right. 

DR. LIEBLER:  So it make sense to 



reopen. 

DR. KLAASSEN:  Sure. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  Don, a question, just a 

big picture kind of question.  What experience in 

the clinical setting would have led you to say, 

well, we made the right decision? 

DR. BELSITO:  With methyliso? 

DR. ANDERSEN:  Yeah. 

DR. BELSITO:  Well, you know, I guess 

if the reports hadn't come out of Europe, because 

I was just testing with a combination, which is 

100 ppm -- so it's 25 ppm of 

methylisothiazolinone -- I would have missing a 

lot of these cases.  But when I started seeing 

these reports come out from Europe, I added just 

methyliso alone to the tray, and that's when I 

started, you know, picking up a good number of 

cases that were just MI positive. 

Again, a lot of mine have been in baby 

wipes, used obviously on babies but also used by 

women to remove eye makeup and facial makeup.  

It's amazing what people use baby wipes for.  So, 

you know, very sensitive areas. 



If I had seen these reports from Europe, 

as has happened in some other ingredients, and 

started testing for it and I wasn't seeing it in 

the U.S., then I wouldn't have brought it up. 

DR. ANDERSEN:  But it's another 

example of you don't find what you're not looking 

for. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Once you started 

looking, you found some cases.  Okay. 

Thank you. 

MS. SHAW:  May I ask one more question?  

What was the level for the patch testing that you 

used? 

DR. BELSITO:  I'm using 1,000 ppm.  

That's the other major debate as to what the 

appropriate level is.  The Danes use 2,000 ppm.  

The Germans use 500 ppm.  You know, the Swedes, 

I think, and most of Scandinavia uses 1,000 ppm.  

So I decided to go halfway in between and look at 

that number. 

But it's not active sensitization.  I 

mean, these are coming up at 48 hours. 

Okay.  Anything else on MIT?  Okay.  



So re-review summaries. 

DR. LIEBLER:  Can I ask one question? 

DR. BELSITO:  Sure. 

DR. LIEBLER:  Have we surveyed for new 

use? 

DR. BELSITO:  Yeah, it's gone way up.  

Oh, not new use, but volume of use. 

DR. LIEBLER:  Yeah.  So we have that? 

DR. BELSITO:  It's gone like close to 

3,000 now, right? 

DR. LIEBLER:  From 1,000 to 3,000? 

DR. BELSITO:  With methylisos? 

DR. BRESLAWEC:  We haven't looked at it 

recently, but we will. 

DR. ANDERSEN:  Let me see whether I can 

access the VCR -- go ahead on, Don. 

DR. BELSITO:  Okay.  Okay, so 

re-review summaries.  We have three:  

2-amino-6-chloro-4-nitrophenol, 

phenylenediamines and phthalates.  I thought 

they were and really had no comments on them.  So 

I'll put them forward to people. 

DR. LIEBLER:  Same here. 

DR. ANDERSEN:  So we're actually 



getting close on the formula for these summaries. 

DR. BELSITO:  Paul? 

DR. SNYDER:  What were the 

ingredients?  I mean -- 

DR. BELSITO:  They're in the Buff Admin 

Book:  2-amino-6-chloro-4-nitrophenol, 

phthalates and phenylenediamines.  You need to 

go to the Buff Admin, not this one. 

DR. SNYDER:  That's the same thing but 

a different document. 

(Pause)  

DR. SNYDER:  Go ahead. 

DR. BELSITO:  Okay.  Any other 

comments?  Okay, so moving on to the alkyl 

esters, in December, we issued a tentative 

report:  Safe in the present practice of use and 

concentration when formulated to be 

non-irritating. 

There were technical comments from the 

council.  So, safe as used. 

I didn't really have any comments on 

this report.  I thought it was excellent. 

DR. BRESLAWEC:  Dr. Belsito, the 

council had a comment. 



DR. BELSITO:  Okay, the council had a 

comment.  In the last paragraph of the 

discussion, do we really want to state not to be 

reproductive or developmental intoxicants? 

And this is page 8.  The problem is now 

electronically the pages don't quite show up as 

8 here. 

DR. LIEBLER:  It's page 30 of the PDF 

version. 

DR. BELSITO:  Okay. 

MR. FRIES:  Thank you. 

DR. BELSITO:  What line is this? 

MS. FIUME:  It's the last paragraph. 

DR. LIEBLER:  Third line from the 

bottom of the last paragraph.  It's a long 

sentence. 

DR. BELSITO:  You said 32? 

DR. LIEBLER:  Pamphlet 30.  I'm sorry, 

page 30 of the PDF. 

DR. BELSITO:  Okay.  So what we 

currently say is the panel also considered the 

data available to characterize the potential for 

alkyl esters to cause systemic toxicity, 

irritation, sensitization or other effects and 



noted that ingredients in this family tended not 

to produce systemic toxicities at high doses and 

single-dose oral, dermal or inhalation studies, 

not to produce significant systemic toxicity in 

oral repeated dose studies and not to be 

reproductive or developmental toxicants and not 

to be genotoxic. 

I guess I'll throw it back to you, 

Halyna, since this came from PCPC.  Are you 

concerned that they could be reproductive 

toxicants? 

DR. BRESLAWEC:  No.  Simply that the 

amount of data that that decision is based on are 

pretty slim. 

Carol, would you agree? 

DR. EISENMANN:  Right, because I think 

there's -- I looked through the tables, and I 

think there's one on butyl stearate.  I didn't 

see much reproductive and developmental toxicity 

in there specifically if you call it out.  I 

thought maybe just the lack of significant 

systemic oral toxicity would be sufficient, given 

a focus on reproductive and developmental 

toxicity was fairly limited -- the actual data in 



there. 

DR. SNYDER:  So I changed the sentence.  

The way that I have it in my panel book -- the panel 

also considered data available to characterize 

the potential for alkyl esters to cause systemic 

toxicity, irritation, sensitization and other 

effects, and concluded that ingredients in this 

family tend to not produce systemic toxicity at 

high does and single-dose oral, dermal or 

inhalation studies, and not to produce 

significant systemic toxicity in oral repeat dose 

studies, period. 

DR. LIEBLER:  So you're silent on 

repro, basically, in that sentence. 

DR. SNYDER:  Well, I think if they 

bring -- 

DR. LIEBLER:  Generic (inaudible). 

DR. SNYDER:  It was my observation too.  

It kind of brought it out, and this is just more 

generic. 

DR. LIEBLER:  Right. 

DR. SNYDER:  The body of evidence 

suggests that there's little systemic exposure, 

no systemic toxicity and just leave it at that. 



DR. LIEBLER:  Yeah. 

DR. SNYDER:  I don't 

think -- otherwise, we -- you know, we don't 

normally bring that much detail into the final 

description. 

DR. LIEBLER:  Yeah, so I like your 

edit. 

DR. ANDERSEN:  Mm-hmm. 

MS. FIUME:  And that's in there, right, 

Dr.  Snyder? 

DR. SNYDER:  Yeah, you'll get that in 

my documents. 

DR. BELSITO:  Go ahead. 

DR. BRESLAWEC:  We would also suggest 

taking out isopropyl sorbate from this grouping.  

It is used -- its function is a preservative 

although it is not that use.  And it's 

structurally different.  It has its own 

ingredient.  It has two double bonds. 

We would ask the panel to consider 

whether it belongs in this grouping or not. 

DR. BELSITO:  Turn that to Dan. 

DR. LIEBLER:  How did it get this far?  

Yeah, I have no problem with that. 



DR. BELSITO:  Okay.  So this was to go 

final.  Does this change it? 

Does this send it back, or is this 

editorial to remove an ingredient? 

I mean, I think it's a little more 

editorial, I mean, because -- a little more than 

editorial because anyone who wants to support 

isopropyl sorbate -- 

DR. BRESLAWEC:  Again, it's not 

current use.  It has a different function than 

everything else. 

DR. BELSITO:  I don't have a problem 

with that.  I'm just questioning, where does this 

put this document now because it was supposed to 

go final? 

And if you remove an ingredient from a 

document I think that's more than just an 

editorial change, but I'm not a lawyer. 

DR. BRESLAWEC:  My recollection is 

that we've removed ingredients -- or the panel has 

removed ingredients -- from a report up to the 

final point, at this point before. 

Now maybe you can provide some other 

insight, but -- 



DR. ANDERSEN:  I think the reverse 

would give me some heartburn at this 

stage -- adding an ingredient without much 

notice.  But the panel, I think, can say [unclear 

0:21:14] this is not a legitimate member of this 

chemical family and delete it.  If you were 

deleting half of them, that would be a different 

story. 

I think this is okay to do as an 

editorial change. 

DR. BELSITO:  Okay.  You're the boss.  

Curt? 

DR. KLAASSEN:  Fine. 

DR. BELSITO:  Paul? 

DR. SNYDER:  Yeah. 

DR. BELSITO:  Okie-doke.  So we're 

going safe in getting rid of isopropyl sorbate. 

Okay, alkyl ethyl -- 

DR. SNYDER:  Just a couple more 

comments? 

DR. BELSITO:  Oh, sure. 

DR. SNYDER:  So there are some, I 

think, issues we can probably talk about that 

would be relevant to all of those.  And so, in an 



abstract, whenever we refer to the panel 

assessing the safety in cosmetics, we always 

conclude.  We don't find.  We don't determine.  

We should always use conclude. 

So we should use conclude or 

concluding.  In this instance here, it says: The 

CIR Expert Panel assessed the safety of 238 alkyl 

esters for use in cosmetics, finding that these 

ingredients -- I think it should be concluding 

that these ingredients -- are safe because that's 

what it is.  We actually come up with a 

conclusion. 

And then there's -- it's come up only 

because oftentimes we have one dissenting panel 

member when we conclude a finding, and so the 

terminology -- and it came up in one of the other 

books that made me kind of highlight on this. 

We use the term, consensus, and I 

highlighted it in that particular document.  Did 

we use that term, the consensus of the panel, 

because it wasn't unanimous agreement of the 

panel members, and do we need to delineate when 

there's not unanimous -- because we oftentimes 

have a dissenting vote. 



And, therefore, I'm just raising this 

for discussion.  I'm not saying that I'm hard and 

fast, but it just came to my awareness when I was 

reading that it said the consensus of the panel 

was that this was safe. 

So? 

DR. LIEBLER:  Do you have an alternate 

way -- 

DR. BELSITO:  And it is a consensus 

even though it wasn't unanimous. 

DR. SNYDER:  Right. 

DR. ANDERSEN:  I think consensus is a 

safer word.  The minutes always reflect exactly 

what the panel did and who voted which way, but 

you have indeed reached a consensus. 

DR. SNYDER:  Okay.  I just didn't know 

whether that was purposeful by the writer or not 

because we have had votes of six -- I mean of seven 

to eight. 

Was that on purpose, Monice? 

MS. FIUME:  I'm not sure.  Where is 

that in this document? 

DR. SNYDER:  It's not in this document.  

It's in a different document. 



MS. FIUME:  I see.  In the past, when 

I've had documents that had dissenting votes, I 

had always presented it as it was the finding of 

the panel because it's the panel vote that counts, 

not the -- I mean, the individual votes count, but 

it's the finding of the panel that goes forward.  

So we had always left it as it was the panel 

concluded because it's the overall panel -- 

DR. SNYDER:  Right. 

MS. FIUME:  -- that's being reflected.  

And we've always purposely not necessarily broke 

out -- we may have said there was some discussion, 

and it shows up in the minutes, but it's generally 

not brought into the discussion in the report.  

We try and address what the concern was, but we've 

never called it out in the past. 

DR. LIEBLER:  Right.  I prefer the 

direct language, the panel concluded. 

And there be a situation in which the 

consensus of the panel was that, but that's just 

unnecessary verbiage in most cases. 

DR. LIEBLER:  I prefer the direct -- 

DR. KATZ:  And I would avoid the use of 

the word, consensus, because depending upon what 



the word means; in some cases, consensus is 

unanimous.  So you'd have to define what 

consensus actually is because in this case it 

would be the majority as opposed to a unanimous 

consensus. 

DR. SNYDER:  So, again, I think it goes 

back to if we just use the panel concludes or 

concluded, then we obviate all of that. 

And then the other -- 

DR. LIEBLER:  So is there consensus on 

that? 

(Laughter)  

DR. SNYDER:  I was waiting for that.  

Since it is a first report, I think there are some 

other unifying concepts.  Throughout the books 

we're inconsistent in how we refer to the 

panel -- the CIR Panel, the Expert Panel.  There 

are many, many different ways to refer to it. 

And would it be better to use the panel 

in all books, in all ingredient reviews, and have 

a footnote saying what that means.  The panel 

referred to in this text, or in this report, 

refers to the CIR Expert Panel. 

Define the panel with a footnote, and 



the same thing with council or however we refer 

to the PCPC because in a couple reports we talk 

about a panel and there are at least four 

different panels.  There was a panel that 

reviewed -- an PCPC panel.  There was a CIR panel.  

And so, I was like, well, what panel are we talking 

about here? 

And so, if we say that the two main 

groups -- the CIR panel and the PCPC, identify 

them in a footnote, and we refer to them uniformly 

throughout the document, and then any other panel 

will be as described in the book, or something 

along that line, because there is a point of 

confusion as you go through the documents if you 

look at that in that context.  And I've 

highlighted a couple of those. 

DR. ANDERSEN:  Okay. 

DR. SNYDER:  So, I guess, again, for 

discussion, for uniformity among all the books, 

is there something we could -- 

DR. ANDERSEN:  Well, it piggy-backs on 

the point that Wilma made in the introduction 

about ongoing attention to consistency, both in 

organization and you're adding the wrinkle of how 



we refer to different bodies.  Message received. 

DR. BELSITO:  Okay.  Anything else?  

Okay, alkyl ethylhexanoates.  We had split this 

off because of the issues with the 

ethylhexanoates and reproductive toxicity and 

zinc accumulation in rats, et cetera, but in 

December we issued a tentative report:  Safe in 

the present practice of use and concentration 

when formulated to be non-irritating. 

And, basically, we're being asked to go 

forward with this. 

No new data.  I think Monice has 

captured very well all of the items that we wanted 

to be brought into the discussion.  But unless 

someone has some new information they want to 

bring up, I think the focus should be:  Does the 

discussion say everything we wanted it to say? 

So, Curt, then Paul. 

DR. KLAASSEN:  Yes, I have to leave 

now, so I'll say a comment about this one. 

In regard to the mechanism of the 

teratogenicity when they talk about the 

metallothionein, I would double- check that this 

is tied up to some toxicity in the liver is kind 



of stated as the first step in the process. 

I don't think -- and I didn't have time 

to go back and look at this paper, but I don't 

think -- what really happens is that there is an 

induction of the metallothionein in the liver, 

not a true toxicity, not that it's going to change 

anything dramatically other than make it 

scientifically more solid. 

The next document -- and then I'm going 

to leave -- where you're talking about the 

hypericum, the heading that you have for I think 

it was called Toxicokinetics or something -- that 

really, I think, should be titled Drug 

Interactions.  And when you get there, the rest 

of you might look at that. 

I'm going to leave for a little bit. 

DR. ANDERSEN:  Thanks. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  Knock them dead. 

DR. BELSITO:  Anything else on 

ethylhexanoates? 

DR. LIEBLER:  I did have an edit, and 

I'm incorporating Curt's comment into my notes.  

I don't if you had it, Curt, but I'm just making 



an edit to the second -- 

DR. KLAASSEN:  Go ahead. 

DR. LIEBLER:  -- paragraph of the 

discussion, to pick that up. 

So it would basically change the first 

sentence where it has said:  Regarding the liver 

and developmental toxicant effects, it has been 

postulated that the maternal liver toxicity could 

begin. 

And I think Curt's point is it's not 

maternal liver toxicity, but it's maternal 

metallothionein induction. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  So I'm editing that to 

clarify, essentially, the mechanism is 

attributed. 

In that first sentence, I'm deleting:  

After high dose levels -- comma. 

Then I'm deleting:  It has been 

postulated that the maternal toxicity could 

begin. 

And I'm just changing:  At high dose 

levels, the mechanism is attributed to a cascade 

of effects that includes -- and the rest of the 



sentence unmodified, unchanged. 

Now I also had another change to the 

third sentence in that discussion paragraph.  

The second paragraph of the discussion, the third 

sentence:  It is the opinion of the panel that 

this outcome precludes the risk of developmental 

toxicity for the alkyl ethylhexanoates, whether 

the alkyl ethylhexanoate is absorbed through the 

skin, which is likely in some cases, as well as 

in the case of incidental ingestion when used in 

lipsticks. 

I thought that the point there should 

become a more general one about the availability 

of hexanoic acid under these circumstances. 

So I propose a substitute sentence that 

reads:  The panel concluded that for alkyl 

hexanoate compounds that are absorbed through the 

skin, any metabolism would not generate hexanoic 

acid in sufficient levels to trigger the 

metallotheionein induction-dependent effects 

observed in animal studies. 

MS. FIUME:  (off mic) 

DR. LIEBLER:  Okay, and that's in my 

notes.  I have a few minor edits -- 



DR. ANDERSEN:  That (inaudible) to 

look nicely back to the effect.  Okay. 

DR. LIEBLER:  I have some minor edits, 

but otherwise, it's really nice.  Nicely done. 

DR. BELSITO:  Paul? 

DR. SNYDER:  Yes, I just have some 

minor edits. 

DR. BELSITO:  Okay.  Very good.  

Thanks, Monice.  Okay.  So, talc.  We issued a 

prior tentative conclusion:  Safe in the present 

practice of use and concentration. 

We've gotten a lot of input regarding 

editing, and this came from, I guess, two 

sources -- from a personal care product council 

and also from industry. 

MS. FIUME:  It's three sources, Dr. 

Belsito. 

DR. BELSITO:  Three sources.  And the 

other one -- 

DR. LIEBLER:  Center for Regulatory 

Effectiveness. 

DR. BELSITO:  Center for Regulatory 

Effectiveness, okay. 

So the question is:  Do we accept all 



of these editorial findings, or editorial 

changes? 

I think the biggest issue that seemed 

to come across from all of them was how we state 

this granuloma formation and what is damaged 

skin, particularly vis-à-vis, say, use of talc on 

diaper dermatitis versus use of talc on a 

second-degree burn that goes down the dermis. 

I didn't have concerns with the 

comments that the council had suggested and 

pretty much incorporated all of -- thought that 

all of those could be incorporated. 

I think that in terms of the comments 

by the Center for Regulatory Effectiveness, which 

is on page 111 of this document -- was this Wave 

2? 

DR. LIEBLER:  Yes. 

DR. BELSITO:  Okay, of Wave 2, where 

they recommended that the subject about the 

chemical similarity between talc and asbestos be 

discussed not only in the epi section but also 

physical and chemical discussion.  I thought 

that was sort of overdoing it but left it up to 

you. 



And then that it would be useful and 

informative to include in the appendix, 

microscopic images of cosmetic talc and asbestos 

fibers -- I didn't know that that was necessary 

but refer it back to the panel. 

Then on page 115 of the supplement, they 

were saying:  In view of the prevalence of 

inaccurate information circulating on the 

internet, among pediatricians -- hazards to 

infants from inhalation -- they thought that the 

draft tentative report was limited and fragmented 

in several sections concerning legal warning 

requirements in other countries and cases of 

accidental inhalation of a large amount of talc 

by infants, and they recommended that information 

provided by these comments be consolidated.  I 

thought that was a little bit of overkill too. 

Epidemiologic studies not specific to 

talc -- I didn't know why we would want to do epi 

studies that weren't related to talc since it's 

a talc report.  That was page 116. 

And the damaged skin I did agree with.  

I think we need to be very clear on what's going 

on there. 



And then the translocation issues in 

terms of ovarian cancer -- I think we handled fine 

and didn't really need to do anything more there. 

So those were my biggest issues, I mean, 

in terms of I thought the council's comments were 

fine; incorporate those.  I think the industry 

comments about granuloma formation are the same 

as the council's; clarify those.  Otherwise, I 

didn't really think we need to really extensively 

change the document, but these are really, except 

for the granulomas, non-dermatologic issues. 

So I'll turn it over to Paul and Dan. 

DR. LIEBLER:  So I thought Monice did 

a terrific job on this, particularly with respect 

to condensing the discussion of the different 

analytical methods. 

As you'll recall, one of the issues last 

time we discussed this was the 1976 specification 

which limits any possible contamination of talc 

with asbestiform materials.  And my concern, 

which is actually represented in a whole 

paragraph in the discussion, is that there needs 

to be some documentation of the analytical 

methods used to verify that these 



ingredients -- that talc as used in cosmetic 

products actually does meet the standard and how 

that's determined. 

The version of the report that we got 

in our -- the most recent version of the report 

we got still did not have that information, but 

it did come in Wave 2.  And I was entirely 

satisfied with it.  I thought it very nicely 

pointed out that they actually use this CTFA 

J4-1 -- I think it is -- protocol, which uses 2 

complementary analytical methods to verify the 

content, or lack of content, or asbestiform 

fibers. 

So I made a couple of edits.  First of 

all, I made a few flags under the analytical 

methods where you can insert that comment, or the 

content, Monice, and specifically refer to that 

protocol. 

And then in the discussion I have a 

couple of suggested edits.  In the second 

paragraph the third sentence is:  Additionally, 

during the panel's discussion of the FDA study, 

an industry representative for talc producers 

assured the panel -- blah, blah, blah. 



So I would take that sentence out and 

insert in place:  The panel also received 

documentation from industry of the analytical 

methods used to confirm the purity of talc, 

particularly with respect to contamination by 

asbestos quartz and other inorganics.  The 

analysis protocol, which is standardized in the 

CFTA method J4-1, employs x-ray defraction and 

polarizing light microscopy to detect asbestos 

fibers at levels below 0.05 percent. 

And then the following paragraph -- 

DR. BELSITO:  So this is in 

constituents and impurities? 

DR. LIEBLER:  Yes.  Oh, no, this is in 

the discussion. 

DR. BELSITO:  The discussion. 

DR. LIEBLER:  This explains -- 

DR. BELSITO:  Well, we need to add that 

information that we got from IMA to the impurities 

section. 

DR. LIEBLER:  Yes.  Correct.  

Correct.  And I flagged that in my document. 

But the following paragraph, which was 

that the panel requests that industry 



submit -- blah, blah, blah.  That whole paragraph 

now is irrelevant.  So I just deleted that. 

And I think that's it for the major 

edits.  I have a couple of minor things. 

But I agree with Don's response to the 

council request on damaged skin, and I think many 

of the suggestions from the Center for Regulatory 

Effectiveness memo are effectively taken care of 

by incorporating this new information and these 

changes in the discussion. 

And I think trying to fend off all 

possible misinformation on the internet is not 

our job, but our job is just to produce a clear 

report evaluating the science.  So I think we've 

met that standard. 

DR. BELSITO:  Paul? 

DR. SNYDER:  I just had a couple 

comments about the -- we use a lot of different 

terminology for asbestos -- asbestiform, 

asbestiform fibers, fibers, asbestiform 

minerals.  And so, if we could just maybe leave 

it in the context of what the industry regulation 

refers to it -- free of the fibers of asbestiform 

minerals or something.  And then I agree with the 



addition of the analytical information of what is 

done to ensure that it's free of that component. 

DR. BELSITO:  Any other comments? 

MS. FIUME:  The council had a comment 

that I have a question on for the panel as to 

whether or not it helps to be accepted.  Their 

comment read:  When describing the analytical 

study -- this is referring to the FDA analysis 

that was done -- it would be helpful to state that 

the industry has said some of the companies from 

which FDA requested samples were distributors 

rather than companies that mine talc.  At least 

one distributor did not provide FDA with a talc 

sample because they knew the company that mines 

the talc was providing the FDA with the talc 

sample. 

I can read that again if -- 

DR. LIEBLER:  I got it.  I'm not sure 

reading it again will help. 

MS. FIUME:  Okay.  So my questions 

are -- that's not in the FDA portion.  So the only 

thing that would be reference is this.  And is it 

something that you feel should be in the report? 

DR. LIEBLER:  All right, read it one 



more time slowly. 

DR. EISENMANN:  I thought it was 

mentioned in some earlier information that was 

provided by -- there are other comments that were 

provided by the industry. 

MS. PIER:  Written or just -- 

DR. EISENMANN:  I think it was in their 

comments. 

MS. PIER:  Yes, it was in our comments. 

DR. EISENMANN:  Original comments.  

So, if it's not in their original comments, then 

no.  But if it's in their original comments, then 

yes, it would be helpful to note that. 

MS. FIUME:  Would you like me to read 

it? 

DR. BRESLAWEC:  Yes, please do it one 

more time.  Sorry. 

MS. FIUME:  When describing the 

analytical studies -- and, again, this is the FDA 

2012 information -- it would be helpful to state 

that industry has said that some of the companies 

from which FDA requested samples were 

distributors rather than companies that mine 

talc.  At least one distributor did not provide 



FDA with a talc sample because they knew the 

company that mines the talc was providing the FDA 

with a talc sample. 

DR. BELSITO:  So it's just explaining 

that some companies didn't respond because they 

felt that their samples had already been 

analyzed.  Does that really add anything to the 

report? 

I mean, it confused the hell out of me 

when -- 

DR. LIEBLER:  I don't think it really 

adds anything, and you know, it's -- again, not 

all companies that were contacted provided 

samples, and that may be the reason why some did 

not.  But without, you know, having a checklist 

of all the people who were contacted and all the 

reasons why they did or did not provide a sample, 

I think it's unnecessary for us to get into that 

at that level. 

What was supplied to us, along with this 

other Wave 2 information on the analytical 

method, was representative summaries of the 

results from a couple.  I think that that at least 

satisfies my concerns that there's a process in 



place and an analytical protocol and it is being 

used to verify the purity of the talc we're 

studying. 

So I think it takes care of it, and I 

think getting into it at that level, Monice, is 

probably more confusing than helpful. 

MS. FIUME:  Okay. 

DR. SNYDER:  But I do think it does 

generate a change in how the wording is done under 

the constituents and impurities section.  The 

last paragraph before production, where we talk 

about this and we say that:  In the most recent 

analysis, which was performed by the FDA in 2012, 

9 talc company suppliers were asked for samples; 

4 complied. 

We could just say:  In the most recent 

analysis, which was performed by FDA in 2012, and 

then go on with what they found.  I don't think 

it's relevant that it was 4 of 12 in light of what 

we know now because that's a misrepresentation of 

the compliance with the request. 

And so, I don't think it -- what's 

important is that they were all found not to have, 

or contain, asbestos. 



DR. LIEBLER:  So could we -- 

DR. KATZ:  Although I would beg to 

differ.  From the FDA's perspective, the FDA made 

their assessment -- we made our assessment based 

on the information we received so that if you go 

back to change what the conclusion is and modify 

that, then that's different than what the FDA's 

report is stating. 

And the fact that the companies may not 

have responded to the FDA to state why they were 

not submitting a sample may have been relevant for 

the FDA's report, but I don't think it's something 

to downplay for the basis of the data that you're 

providing now. 

If that information didn't come to the 

FDA -- why manufacturers or suppliers were asked 

to give the information and they just chose to not 

provide the information -- that information was 

not available to FDA.  So you're sort of 

modifying the conclusion of FDA now by saying 

that, well, it's irrelevant. 

DR. SNYDER:  No, I'm just saying the 

wording would just be that FDA made a request, of 

those that responded to the request, rather than 



putting in numbers. 

DR. KATZ:  I think it's important, 

though, what the number is because we did not get 

a significant amount of response.  You're 

changing the conclusion. 

DR. BELSITO:  I don't have a problem. 

DR. LIEBLER:  Yes, okay.  I mean, I 

think -- 

DR. BELSITO:  But then I think if we put 

in the number we have to put in the potential 

explanation that some of the non-responders may 

have been because they felt their source supplier 

had provide the talc that they use. 

DR. KATZ:  Right, but it would have 

also been relevant that -- it's kind of curious 

to me that why didn't those suppliers contact the 

FDA to state this is why they weren't complying 

with the request. 

DR. BELSITO:  Why does it happen all 

the time that we don't get data that we ask for? 

DR. KATZ:  Exactly. 

DR. BELSITO:  I think that's 

insufficient. 

DR. KATZ:  That's right. 



DR. LIEBLER:  We just don't have a 

complete representation of what happened.  

Whether companies didn't respond because they 

just blew off the FDA or whether companies didn't 

response because they said we're a distributor; 

we assume our primary supplier responded to the 

request -- I don't know.  We don't have enough 

information to accurately state what happened 

except that of the 34 retail products only 9 

responses were received. 

Or, 9 were asked -- I'm sorry.  Nine 

were asked; four were received. 

DR. KATZ:  Mm-hmm. 

DR. LIEBLER:  Four responses were 

received. 

DR. KATZ:  Mm-hmm. 

DR. LIEBLER:  And the reasons behind 

it -- I don't know. 

I mean, the Council's statement that 

some of the companies were distributors -- well, 

how many of them?  You know.  Two?  Three?  One? 

DR. BRESLAWEC:  I think we'd be 

comfortable just leaving the numbers in without 

an explanation. 



DR. LIEBLER:  So, in others words, 

leave it as it is. 

DR. BRESLAWEC:  Yes. 

DR. LIEBLER:  Okay. 

DR. SNYDER:  But then, again, the 

flipside is we have to address it in discussion 

because we had less than 50 percent compliance 

with the survey that looked for asbestos. 

So we can only say that 4 out of 9 -- less 

than 50 percent of those sample -- were found to 

be free; we don't know what the other 60 percent 

were.  I think that creates a problem. 

DR. ANDERSEN:  I think that's what, 

though, Dan's addition to the discussion says; 

now we're relying on the standard industry 

practice of certifying product and using a test 

method that we're comfortable with. 

MS. FIUME:  Because 34 products were 

reviewed, this is what was coming from the 

distributor. 

DR. SNYDER:  Yes, but I mean that 

number is hard to tell because it could have been 

the one distributor who didn't supply the 

information could be the supplier to 33 out of the 



34. 

DR. BELSITO:  Yes, but on the other 

hand, we have regs that go back to the 1970s that 

say you're not supposed to be supplying it. 

So what we have is, you know, your 

typical core consumer survey response, but all 

the responses came in where they were supposed to. 

DR. BRESLAWEC:  And you're not basing 

your decision solely on the results of the FDA 

survey. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  But those findings are 

consistent with your sense that asbestiform 

fibers are not currently a problem. 

DR. LIEBLER:  Right.  It's simple, 

though, to represent in the discussion the point 

that Linda is making here, and that is that not 

everyone responded since we do bring up -- in the 

second paragraph of the discussion, we do bring 

up the FDA study. 

So, after that first sentence -- which 

ends, further presence of asbestos -- I just 

inserted another short sentence:  Of the 9 

companies contacted, 4 supplied data to the FDA, 



period. 

And then we go on to describe the 

industry, describing the protocol to us, 

providing representative data from two suppliers 

and stating that we are satisfied with that 

information. 

DR. BELSITO:  Okay.  Any other 

comments?  Okie-doke.  So -- 

MS. PIER:  I just have one comment. 

DR. BELSITO:  Sure.  Identify 

yourself. 

MS. PIER:  I'm Julie Pier with one of 

the suppliers -- Imerys. 

We feel that of the suppliers that 

complied by the FDA request, that that represents 

the vast majority of talc produced.  I don't have 

an exact number, but I think that was -- I believe 

that the market share was represented in the FDA 

study. 

I don't know if we can reflect that in 

the wording or not. 

DR. LIEBLER:  If you could get us 

specific information, it could perhaps be 

included.  Not for sure, but we'd like to see it, 



and we'd need it pretty quick. 

MR. ELLIS:  I don't think you can get 

that.  I'm sorry.  This is Mark Ellis with the 

Industrial Minerals Association.  For 

anti-trust reasons, we don't talk about price; we 

don't talk about market share.  We don't solicit 

that information from our members. 

So I don't know how member 

companies -- they have a sense of what, you know, 

the market share might be, but, Julie, we won't 

have that information. 

DR. LIEBLER:  Okay.  I mean, I don't 

think we have to have it.  I don't think it's 

going to change our conclusion or really 

significantly impact our discussion. 

What we have is much better than we had 

last time, and you were very forthcoming last time 

in helping to put us on the road to getting the 

additional information.  I think we've got where 

we need to go with what we've got. 

DR. BELSITO:  Okay.  Anything more on 

talc?  If not, we're moving on to boron nitride.  

So this is actually the first time we're seeing 

this document and only one ingredient in this 



report.  And so, looking at the report, just some 

of the things that I noticed -- there were 

different types of boron nitrides.  And boron 

nitride nanotubes, which I don't think are 

probably relevant, were found to be cytotoxic 

when evaluated using lung epithelial cells.  And 

there is inhalation potential with this.  So I 

didn't know if that bothered anyone or that 

nanotubes were totally different from what we're 

really looking at as a cosmetic ingredient. 

DR. BRESLAWEC:  Dr. Belsito? 

DR. BELSITO:  Yes. 

DR. BRESLAWEC:  A nano boron nitride is 

not (inaudible). 

DR. BELSITO:  Well, that's what I 

thought.  I'm just pointing this out, yes, 

because later on they said that the boron nitride 

did not induce cytotoxicity as the nanotubes did. 

I think the major issue here was that 

we didn't have sensitization and irritation in 

concentration of use, and I was going to go 

insufficient for that but for no other reason. 

DR. LIEBLER:  Great. 

DR. SNYDER:  Yes. 



MS. FIUME:  Irritation and 

sensitization? 

DR. BELSITO:  Mm-hmm. 

MS. FIUME:  And then remove any of the 

nanotubes? 

DR. BELSITO:  Nanotubes, yes. 

DR. SNYDER:  Yes, I think I had a 

question about what constitutes borons -- the 

definition in this report -- because I got 

confused when we talked about the cubic boron 

nitride, the hexagonal boron nitride, the boron 

nitride nanotubes.  So I think we need to a little 

more succinctly define what this report is 

actually covering. 

MS. FIUME:  I believe the definition in 

the dictionary just says an inorganic compound. 

You may have to flip to make sure that 

my reference that I'm looking at refers to the 

reference I'm talking about. 

DR. SNYDER:  So boron nitride only can 

exist in a hexagonal form? 

DR. LIEBLER:  No.  So, many compounds 

like this, particularly inorganic or even carbon, 

can exist in different polymorphs.  And so, these 



polymorphs have the same chemical formula, but 

they have different three- dimensional 

structures, so different crystal lattice 

structures. 

So the difference between graphite and 

diamonds is the crystal lattice structure, and 

the same goes for the difference between the 

hexagonal polymorphic boron nitride, which is 

like graphite in its properties, compared to the 

hard, crystalline cubic polymorph. 

And so, I actually added an edit -- I 

made a number of little edits to the chemistry 

section just to try and get it to flow a little 

more clearly.  I changed the initial sentence to:  

A boron nitride is an inorganic compound with 

chemical formula BN.  The compound can assume 

three crystal polymorphs.  One is a flat 

hexagonal crystal -- then it continues the next 

sentence. 

And I'll just note that we can get much 

better graphics, and we can get something that 

doesn't say Doc Brown on it. 

MS. FIUME:  Do you have a site for that? 

DR. LIEBLER:  I found a bunch on the 



web, and you can choose between images that look 

pleasing and are easy to get copyrighted or 

whatever.  I put a couple web addresses for you 

on my comments. 

MS. FIUME:  Thank you. 

DR. BELSITO:  And we also don't have 

cutaneous absorption.  I didn't think that that 

would be an issue that we could discuss, or put 

that in discussion, but I want Dan's and Paul's 

comments on that. 

DR. LIEBLER:  Yes, these are 

essentially -- because of the large crystal 

lattice structure, these are essentially very 

large molecules, and so there's going to be 

essentially no absorption. 

DR. BELSITO:  So as we move forward, 

assuming we get the sensitization and the 

irritation we want, that would need to be part of 

the discussion.  In the absence of reproductive 

toxicity and carcinogenicity, we don't really 

feel that these would be absorbed and they 

wouldn't be issues. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Anything else?  Paul? 



DR. SNYDER:  No. 

DR. ANDERSEN:  Don, before you go on, 

two things.  One is just to clarify that the 

irritation and sensitization data really focus on 

at concentration of use because we've got data up 

to 18.7.  The problem is it's used up to 25. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  I think, as the panel 

has in the past, were no further data provided you 

could limit it to what you have. 

So there is a strategy.  You're giving 

industry one more chance to support the 25 

percent.  Otherwise, you're going to have to 

limit it. 

DR. BELSITO:  Yes, I think -- 

DR. ANDERSEN:  The data are not exactly 

robust, but there are data. 

DR. BELSITO:  My concern -- let me look 

because it's been a while since I did this -- was 

that the highest uses were in eye products.  Is 

that not correct? 

DR. ANDERSEN:  Yes. 

DR. BELSITO:  Right. 

DR. LIEBLER:  And it was the eye 



shadows that were tested. 

DR. BELSITO:  And, you know, that's an 

area -- I'm not so concerned about boron nitride 

being a sensitizer.  I'm more concerned about it 

being an irritant.  But, you know, I mean I would 

like to see a concentration of use. 

So although you're right; we have an 

HRIPTA, 18.7, but it was only 55 subjects. 

So, I mean, it's the first time we're 

seeing it, and I would like to see a little bit 

more data on it.  You know, we can always change 

our minds next go-around. 

Anything else?  Okay. 

DR. ANDERSEN:  Don, before you go on to 

the next one, just to close the loop on the 

methylisothiazolinone, in our original safety 

assessment, there were 1,125 reported uses to 

FDA; in the current, it's 3,391.  So it's gone up 

a bit. 

DR. BELSITO:  Yes, it's all over.  

Okay, let's see.  So, nitrocellulose.  Boy, 

Monice, you got slaughtered here, didn't you? 

MS. FIUME:  I am busy. 

DR. BELSITO:  Okay.  So this is, 



again, the first time that we're seeing this 

report.  It's nitrocellulose and collodion but 

not flexible collodion because flexible 

collodion actually contains some additional 

ingredients, like camphor and castor oil, that we 

don't want to consider.  So we're looking at this 

data, and I guess I said safe as used. 

First, I said sensitization at 

concentration of use.  Was there a Wave 2 here 

that gave us some sensitization data? 

Must have been. 

MS. FIUME:  There was a Wave 2. 

DR. BELSITO:  Yes, yes, out of 8 

percent data.  Maximum concentration is 40 

percent on males, but it's only 0.04 percent in 

dermal.  So I thought that the 8 percent data was 

fine. 

MS. FIUME:  Okay. 

DR. BELSITO:  You know, we could always 

deal in the discussion that the now and it should 

be, you know, limited to the now. 

DR. LIEBLER:  That was sensitization?  

The Wave 2? 

MS. FIUME:  Yes. 



DR. BELSITO:  Yes.  So page 14 -- I 

thought we needed to add the sensitization data 

that we got, I guess, in Wave 2. 

DR. LIEBLER:  Yes, my take was high 

molecular weight and the chemical properties 

preclude sufficient absorption -- significant 

absorption.  There's little possibility of any 

biotransformation and no potential for 

inhalation. 

DR. BELSITO:  Paul? 

DR. SNYDER:  Nothing more to add. 

DR. BELSITO:  Okay, so safe as used in 

the discussion, point out that while we only have 

sensitization up to 8 percent that's well above 

what the dermal leave-on is and the nail issues 

as we typically handle other ingredients for use 

on nails. 

Okay, methyl glucose polyethers and 

esters.  This is going to be Wilbur.  So I'm 

assuming Wilbur is still tied up with the other 

panel. 

MR. JOHNSON:  No, right behind you.  

DR. BELSITO:  Oh, my goodness.  Okay, 

so while Wilbur is getting set up, in December we 



issued a tender of safety assessment:  Safe in 

the present practice of use and concentration. 

We actually have a new use for methyl 

glucose 20 in hair preparations, spray gels to 0.2 

percent, and as we found out in Wave 2 in 

lipsticks, but we don't know the concentration 

that it's used in lipsticks.  Are we going to get 

that? 

DR. EISENMANN:  I mean I've done the 

concentration of us survey, and nobody reported 

to me any concentration. 

DR. BELSITO:  So the lipstick use came 

from the VCRP, and industry is not saying 

lipstick. 

So here we have in the document, 

potential use in the lipstick in an unknown 

concentration.  We have only acute oral, which is 

greater than 5 grams per kilogram for the LD-50.  

We have no genotoxin, no carcinogenicity. 

Not my area of expertise, so I throw 

this out to Curt and Dan to comment. 

The only other comment was that we had 

asked about, you know, are these monoesters or 

diesters, and we now know that they're a little 



bit of both.  And does that change our thinking 

in any way? 

DR. ANDERSEN:  That last comment?  I'm 

sorry. 

DR. BELSITO:  What we had asked at the 

last meeting was whether these were mono, di, tri, 

tetraesters, what kind of mixtures they were.  

And the answer that came back to us is that they 

were a couple; they were monoesters, but most of 

them are mixtures of mono and diesters. 

Again, I'm not the chemist.  Does that 

change our way of thinking about the safety, 

knowing that most of them are a mixture of mono 

and diesters? 

DR. SNYDER:  Yes, I'd like -- the same 

issue -- to ask Dan about the dictionary 

definition and the definition as we define it in 

the report -- 

DR. LIEBLER:  Right. 

DR. SNYDER:  -- related to the mixtures 

of the mono and diesters and the differences in 

esterification of those. 

DR. LIEBLER:  Yes.  So these are 

mixtures.  So there are two points that came up 



in the discussion at the full panel meeting last 

time, relevant to this issue. 

One was whether or not these compounds 

would have any significant absorption, and I had 

suggested that these were likely to have 

significant absorption because of the relatively 

high molecular weight and high lipophilicity of 

these, particularly those that are multiply 

esterified.  And I still feel that way.  I still 

think that view is supportable by the available 

information. 

The second was a question that Ron Shank 

raised about whether or not hydrolysis of these 

would yield enough methyl glucose to impact 

metabolism.  And again, I felt that would be 

unlikely for the multiply esterified because 

you'd have multiple de-esterification events to 

yield a significant amount of methyl glucose. 

And then still the impact of methyl 

glucose on metabolism is speculative.  I don't 

know what it would be.  But even with the 

monoesters the fractional yield of methyl glucose 

monomer product would probably be low. 

So what I suggested in the discussion, 



Wilbur, in the second paragraph, was there are 

three final sentences beginning with:  The panel 

also discussed the apparent uncertainty in the 

definitions relating to the extent of 

esterification data as whether -- 

DR. BELSITO:  What page is this, Dan?  

I'm sorry. 

DR. LIEBLER:  It's page 35 of the PDF 

file.  So it's under the discussion, page 35 of 

the PDF. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  Second paragraph, the 

last three sentences. 

So, essentially, what these last three 

sentences says is:  There is some uncertainty 

about the extent of esterification.  Additional 

data of the extent of esterification would be 

useful while the descriptions of the ingredients 

basically indicate that these are indeed mixtures 

of mono and multiple esters. 

So I think that's about as good as we're 

going to get in terms of descriptions, and that's 

good enough for me to be able to -- well, that's 

consistent with my view on the likelihood of 



significant absorption in metabolism of these. 

I should also point out that, you know, 

I think the idea of methyl glucose having an 

impact on metabolism is really pretty 

speculative.  I'd be willing to listen if 

somebody had some more information on any 

plausible mechanism, but otherwise, I thought it 

was not a very plausible scenario that it would 

cause a problem. 

So I suggest we just delete those three 

sentences, so the last three sentences of 

paragraph two of the discussion, beginning with:  

The Panel also discussed -- all the way through 

the end of that paragraph.  I don't think we need 

those. 

DR. BELSITO:  I'm okay with that. 

DR. LIEBLER:  Now if the other team 

would like to revisit this during the discussion 

tomorrow, we can revisit it I suppose. 

MR. JOHNSON:  They agreed that those 

statements should be deleted as well. 

DR. LIEBLER:  I see.  Okay, very good.  

I can mention parenthetically I've noted several 

times since I've been on this panel, questions 



about the de- esterification of compounds that 

are like those.  You know, a lipophilic chain, a 

fatty ester, for example. 

And I've always had the view that the 

fraction of the compound metabolized would be 

quite low, and that's because of a study that we 

did back when my laboratory was studying 

antioxidants -- topically applied antioxidants.  

And I actually pulled up a paper that my student, 

Kim Kramer, did -- and I'd be happy to supply it 

to the panel -- basically, where we looked at 

alpha-tocopherol acetate hydrolysis in the skin.  

And we used isotope-labeled alpha- tocopherol 

acetate so we could distinguish it from the 

endogenous alpha-tocopherol. 

And Kim actually studied the effect of 

UV exposure on the enhancement of the hydrolysis 

of alpha-tocopherol acetate.  And the effect was 

significant, but the overall amount of metabolism 

of the applied material was actually quite low, 

only a couple of percent. 

And so, I don't know of many other 

studies that are like that with topically applied 

compounds looking at de-esterification of 



lipophilic molecules.  There may be other 

literature on that, but I'd be happy to supply 

that to the panel and to CIR staff just to have 

it in your quiver in case this issue comes up 

because it's one of the few things that I'm aware 

of that actually supplies data that's relevant to 

this type of issue. 

DR. ANDERSEN:  The bottom line is it's 

a non-zero phenomenon. 

DR. LIEBLER:  It's not zero, correct. 

DR. ANDERSEN:  It's small. 

DR. BELSITO:  Okay. 

DR. SNYDER:  So I had a number of edits 

to the discussion, many of which included that 

second paragraph. 

In the first paragraph, I edited it so 

now it reads:  No repeat dose toxicity, 

reproductive/developmental toxicity or 

carcinogenicity data and limited genotoxicity 

and robust irritation/sensitization data were 

available.  After reviewing the molecular 

weights, the panel concluded that there would be 

no significant skin penetration of these 

ingredients as used in cosmetics -- just like 



that.  So I'm kind of just simply taking it out. 

And then, in the second paragraph, some 

edits to the second paragraph not already 

discussed by Dan -- the second sentence now reads:  

As previously noted, however, no significant 

dermal penetration of these ingredients is 

expected from cosmetic to use, period. 

And then:  There were no available 

metabolism data that complete the esterification 

of these ingredients to produce methyl glucose 

was considered insignificant and that methyl 

glucose does not interfere with glucose 

metabolism systemically.  So, just kind of 

re-emphasizing the point Dan had already made. 

And then in the abstract, the next to 

last sentence:  The potential systemic exposure 

is unlikely to the potential systemic exposure 

from cosmetics is unlikely. 

And there are a few other little 

editorial things for that. 

DR. BELSITO:  I guess I just throw back 

my question again -- what do we do about this 

report of lipstick use and relative and not 

knowing concentration and not really having much 



in the way of any oral toxicity except for one 

acute oral study? 

So what you're telling us, Carol, is 

you've already screened as best you can and you're 

not getting any of your member companies saying 

they use it as a lipstick. 

DR. EISENMANN:  Correct. 

DR. BELSITO:  Or, in lipsticks. 

DR. LIEBLER:  Can we say that it's 

really used? 

DR. BELSITO:  Well, we have a report 

from the FDA. 

DR. ANDERSEN:  Somebody told FDA 

they're using it. 

DR. BELSITO:  I mean, it's certainly -- 

DR. BRESLAWEC:  It's unusual for you 

guys to have stuff that reported and then be 

unreported. 

DR. BELSITO:  I understand, but here 

it's a new exposure route, and we don't really 

have oral toxicity, and we don't know 

concentration.  It's certainly the type of 

product that would be put into a lipstick and 

could be put into a lipstick at 50 percent for all 



we know. 

So, I mean, how can we say safe as used 

when we have a product category that is unique and 

we don't know what it's used at? 

And we don't really have data that says, 

oh, you can feed mice this stuff, you know, 5 grams 

a day for a lifetime and nothing happens.  Then 

I wouldn't care what concentration it's used at. 

DR. ANDERSEN:  I think, Don, you've 

always got the fallback position of saying, safe 

in the present practices of use and concentration 

except that the data are insufficient to support 

safety for use in lipsticks. 

DR. BELSITO:  I'm happy doing that. 

DR. BRESLAWEC:  In which case you'd 

have to put it out as (inaudible). 

DR. ANDERSEN:  Well, right now it's 

ready to go final.  Now that you've got a new use, 

this probably does cross that threshold of having 

to reissue it as a tentative with this new 

conclusion.  And if industry wants to support the 

use in lipstick, they have the opportunity. 

DR. BELSITO:  I would feel more 

comfortable doing that, not knowing the 



concentration and not having really any chronic 

or even sub-acute oral tox. 

DR. SNYDER:  Yes, sub-systemic 

exposure.  Some form of systemic exposure. 

DR. BELSITO:  Mm-hmm. 

DR. SNYDER:  I also had under the new 

use flag that it's a new use in non-coloring spray 

gels.  And then I recall reading an alkyl ester 

report that said penetration rates and solubility 

is enhanced in gel, and we highlighted that in the 

alkyl ester report.  How does that impact our gel 

use now and impact our evaluation of the 

penetration and solubility issues? 

We highlighted it in the alkyl ester 

report, saying that the penetration rates and 

solubility is higher in gels, and so I just wanted 

to bring that up as a point of discussion. 

Is that the case with all gels, or was 

it only in the incidence of alkyl esters? 

DR. LIEBLER:  Could you briefly state 

that one more time? 

DR. SNYDER:  So in this report, in the 

methyl glucose polyethers and esters, we have a 

new use in a non- coloring spray gel.  In the 



alkyl ester report, we had wording in there that 

said the penetration rates and solubility rates 

are higher in gels.  And so, that made me think, 

is that universally applied to all gels or -- 

DR. BELSITO:  Well, I think it depends 

on what's dissolved in the gel.  I mean, it's 

going to depend upon how it disperses based upon 

its LOGKOW. 

DR. SNYDER:  Let me go to the -- I can 

find it on the alkyl ester report. 

DR. BELSITO:  Yes, what else is in the 

gel? 

DR. LIEBLER:  I mean, the gel doesn't 

override the properties of the chemical. 

DR. BELSITO:  Right.  I mean, whether 

it's a lotion gel, an ointment or whatever, it 

really depends upon what's in it as to how it 

diffuses into the skin. 

DR. SNYDER:  I'm just looking up the 

wording in the alkyl ester report. 

DR. ANDERSEN:  If you search for gel, 

it largely comes up a lot. 

DR. BELSITO:  Oh, but if you were 

flipping through the book, I'm getting used to 



this. 

MR. FRIES:  Do you have page 25?  Oops, 

sorry.  I thought I saw it. 

DR. BELSITO:  Are you searching gel 

there, Wilbur? 

MR. JOHNSON:  Yes. 

MR. FRIES:  Yes, I found the page.  I 

found the 25. 

DR. ANDERSEN:  In which report? 

MR. FRIES:  I'm sorry, Panel Book 23. 

DR. BELSITO:  Alkyl esters? 

MR. FRIES:  In PDF 25, in alkyl esters 

perhaps.  The effect of alkyl esters on the 

penetration of -- 

DR. BELSITO:  You've got it -- of 

indomethacin through excised hairless rat skin. 

MR. FRIES:  Yes, page 25 in Panel Book 

page 23, bottom, last paragraph. 

DR. BELSITO:  Yes, I don't think -- the 

gel is not important there.  It's the alkyl 

esters and the indomethacin, not the vehicle. 

DR. SNYDER:  Oh, I'm sorry.  It was 

about the permeation rates and solubility were 

higher in gels formed by hydrogen phospholipid 



than from suspensions.  It had to do with a 

penetration enhancement issue. 

DR. LIEBLER:  Right, but the issue is 

the alkyl esters enhancing the penetration of 

other small molecules, not the gels enhancing the 

penetration of alkyl esters and, by extension, 

methyl glucose polyethers. 

So I don't think there's a real 

connection. 

DR. SNYDER:  Okay. 

DR. BELSITO:  Anything else?  Okay.  

Any other comments on methyl glucose polyethers?  

So we're going to go safe as used except in 

lipsticks where it's insufficient for 

concentration of use and possibly for additional 

oral data. 

DR. SNYDER:  That's a tentative 

revised safe to use. 

DR. BELSITO:  Right. 

MR. JOHNSON:  Dr. Belsito, just one 

comment.  I know in the case report section there 

were some positive results regarding 

sensitization of methyl glucose dioleate in 

patients with dermatitis. 



DR. BELSITO:  Mm-hmm. 

MR. JOHNSON:  And I was just wondering 

whether or not there are any concerns relating to 

those results. 

DR. BELSITO:  Well, I thought that -- I 

mean, those are case reports.  I thought that the 

sensitization data was fine in terms of covering 

the range of use.  So I really didn't have an 

issue with that. 

I mean, you're occasionally going to 

get a case of a report of something causing a 

problem in somebody.  I thought your data was 

sufficient enough to support the concentrations 

of use. 

Anything else?  Okay, palmitoyl 

oligopeptides.  The day has come.  I think that 

this is the first time we're looking at this.  We 

do have some data -- safety test data on a few 

ingredients. 

But the issue I had was that these 

peptide residues vary in chain length.  We're 

told that the order of the amino acids within the 

residue can be very different despite having the 

same name.  Clearly, some of these are 



biologically active, not only in terms of things 

that might not give me concern, like collagen 

synthesis in getting rid of wrinkles, but muting 

proinflammatory cytokines like IL6. 

So one of the questions I would have is, 

what happens if you put this over a skin cancer, 

like a melanoma, and you reduce immune response, 

do you enhance the risk of metastases? 

My safety issues with this group went 

on and on, and I really thought that sort of at 

the end of the day maybe -- let me see if I can 

see all the comments. 

It's really difficult, and I almost 

felt that there were only two products -- the 

nanofiber gel and the biocide, nanofiber gel and 

the biopeptide CL -- that maybe had enough data, 

but even then you had to go set up with trade name 

because the other ones might have totally 

different amino acid sequences as far as my 

understanding. 

So I had a real hard time wrapping 

myself around this family of ingredients and even 

thinking that we could do palmitoyl oligopeptides 

as a family. 



So, with that as an overview, I'll turn 

it over to -- I had a lot of comments throughout 

the document, but I'll turn that over to Dan and 

Paul. 

DR. LIEBLER:  Okay.  So, this one -- I 

had a lot of comments on it. 

It seems more complicated than it 

really is, just from a chemistry perspective.  

But these products are all peptides, and the end 

terminus is modified by palmitic acid.  So it's 

an N-palmitoyl version of each of these peptides. 

The ingredients have a nomenclature 

that's confusing at first because a palmitoyl 

dipeptide, for example, could have a number of 

different ingredients.  But the number after the 

dipeptide is apparently a code for which amino 

acids are in the dipeptide or in the tripeptide 

or in the tetrapeptide and so forth. 

And I think table 1 provides some of 

that information, but it's confusing to me 

because when I read the method of manufacturer it 

indicates that most of these and almost all of 

these are produced by solid-phase peptide 

synthesis, which generally means you put on 



specifically one amino acid; then you put on 

another amino acid; then you put on another and 

another.  And so, that will produce peptide 

sequences of high purity. 

And of course, the last step -- you put 

on the palmitic acid on the end terminus, and 

you're done.  That generally produces peptides 

of high purity in a very well defined composition 

sequence. 

Now the table 1 is confusing because it 

has entries that indicate this tripeptide, for 

example, may contain lysine and glycine, for 

example, or two other amino acids.  At least 

three amino acids with at least two of these -- I 

mean -- I'm sorry.  A tripeptide with at least two 

of these amino acids in any order. 

The in-any-order part, which appears in 

the table, seems to be inconsistent with the way 

solid-phase peptide synthesis works unless the 

synthesis actually took as the first amino acid 

a pool of the possible amino acids, added that, 

and then in the second step used a pool instead 

of a pure amino acid and added that. 

And I can't tell -- I mean, I don't know 



how it's done.  I could imagine that that could 

be done. 

I'm not sure why you would do it except 

to have more diversity in the structures and only 

have to do one batch process to make the compound. 

So I think we need to have more 

information about that because the method of 

synthesis suggests logically that these should be 

defined sequences whereas the table information 

suggests that these are semi-randomized 

sequences of a least defined composition in terms 

of the amino acids. 

DR. BELSITO:  Well, we're talking 

about table 1, Wilbur.  There were three 

ingredients where you say monograph development 

in progress.  Is this a REACH dossier?  What is 

this monograph that's in process? 

DR. ANDERSEN:  Something new. 

DR. BRESLAWEC:  It's an INCI 

monograph. 

DR. BELSITO:  INCI monograph. 

DR. BRESLAWEC:  Nomenclature. 

DR. BELSITO:  Nomenclature, okay. 

DR. ANDERSEN:  Something new is being 



added to the dictionary. 

DR. BELSITO:  Okay. 

DR. ANDERSEN:  Dan, what's the 

counterpart methodology that would yield a 

gemisch of ordering? 

DR. LIEBLER:  Well, if you did pools, 

if you used the solid-phase method and you did 

pools instead of -- for example, let's say you 

were making -- I'm trying to find an example. 

Here's palmitoyl peptide-4, which is 

page 33 of the PDF file.  It's got 

lysine-threonine, lysine-serine as the four 

amino acids.  You could start with a pool of all 

of serine, lysine, threonine, and then the first 

residue would be a mixture of those, proportional 

to what's in the pool.  And then in the next you 

could use another pool.  But then you wouldn't 

get a defined sequence that is portrayed here. 

It seems to me that something is not 

correct in the way that this is described.  It 

could be that these are actually randomized 

sequences that contain the named amino acids, but 

it might be that they're not really randomized.  

So I don't know. 



That information should be available.  

It's just a matter of asking the precise of the 

manufacturers about how it's actually done and 

what these do contain. 

DR. EISENMANN:  I think they've had 

difficult naming these ingredients over the years 

as I think you've noticed.  So they've 

started -- one of the first ones that was ever 

named is this palmitoyl oligopeptide. 

DR. LIEBLER:  Right. 

DR. EISENMANN:  And when they gave it 

a name, I think they gave a name to cover more than 

one peptide. 

DR. LIEBLER:  Yes, right.  That sounds 

like a catch-all name. 

DR. EISENMANN:  Right, right.  It's a 

catch-all name, and now -- right now -- one 

company is using that name for two sequences. 

And then there are other names in there 

where they -- and then they've gone to this 

naming, you know, palmitoyl peptide, 

dipeptide-2.  So the next peptide will get the 

next number. 

DR. LIEBLER:  Right. 



DR. EISENMANN:  And, unfortunately, 

the name is not sequence-specific, and I'm not 

sure why the INCI committee decided to do it this 

way.  But it seems like the ingredients are 

sequence-specific based on the information 

that's been coming in. 

DR. LIEBLER:  Yes.  So, I mean, if the 

decision has been taken not to make the name 

sequence-specific, that's out of our hands.  We 

can still deal with these.  It just makes it a 

little trickier. 

But what we need is the table 1, 

essentially, to be a more accurate look-up 

representation.  So, if we look at palmitoyl 

oligopeptide-6 and we look to table 1, we can see 

that that's, you know, valine-lysine, 

valine-histamine, or something like that.  We 

can find it. 

DR. EISENMANN:  Right.  They're just 

putting them in alphabetical order in the 

definition, but the information that's been 

coming in made them telling the sequence of what 

they actually are. 

DR. LIEBLER:  So, if these are defined 



sequence, table 1 currently suggests that they're 

semi-random. 

DR. EISENMANN:  Correct. 

DR. LIEBLER:  So that probably isn't 

correct.  So we need to fix table 1 and then just 

add the defined sequence. 

DR. EISENMANN:  Unfortunately, that's 

the definition. 

And I don't know if you've read the 

memo -- that we're suggesting that you cut back 

on these ingredients, not to do all the peptides 

together, that you should pick a peptide in 

addition to like palmitoyl. 

DR. BELSITO:  When did we get that 

memo? 

DR. LIEBLER:  I might not have gotten 

that memo. 

DR. EISENMANN:  I put it on your 

(inaudible) this morning. 

DR. LIEBLER:  Oh, I didn't look at 

that. 

DR. EISENMANN:  From CIR SSC. 

DR. LIEBLER:  So what do you want to do? 

DR. BRESLAWEC:  Well, our proposal 



is -- 

DR. EISENMANN:  Do a peptide instead of 

basing it on palmitoyl because, unfortunately, 

the two peptides that are in palmitoyl 

oligopeptide also have other names.  They're 

also tripeptide-1 and hexapeptide-12. 

DR. LIEBLER:  Okay.  So we 

respectfully suggest that CIR Expert Panel table 

as before so that the panel and staff can consider 

the following suggestions and develop reasonable 

science-based strategy for grouping. 

So I definitely agree with the table 

again at this point. 

DR. EISENMANN:  So then the focus would 

be for this report just to do tripeptide, which 

is this three sequence.  It's lysine-lysine and 

the other one is valine- glysine, 

valine-alanine-lysine.  That's the two -- 

DR. BELSITO:  So do a specific amino 

acid sequence. 

DR. EISENMANN:  Correct. 

DR. BELSITO:  And say that specific 

sequence -- 

DR. EISENMANN:  Correct. 



DR. BELSITO:  -- is okay. 

DR. EISENMANN:  Right.  That sequence 

would be sold under these names, under more than 

one name, unfortunately, currently. 

DR. LIEBLER:  Well, that would the 

least of our problems. 

DR. BELSITO:  But would there be -- I 

guess I'm less concerned about the same thing 

having different names than different things 

having the same name. 

DR. BRESLAWEC:  But that's a situation 

that exists with the current naming. 

DR. BELSITO:  How is that going to be 

rectified? 

DR. EISENMANN:  You would have to say 

that your judgment is on this sequence, and if 

something else is being sold under this name -- 

DR. BELSITO:  So, in other words, the 

report could not be titled The Safety of 

Ingredient X.  It would have to be The Safety of 

Amino Acid ABCD Palmitoyl and Amino Acid. 

I mean, how are you going to do that? 

DR. EISENMANN:  In some ways it's 

similar to when you do botanicals.  For some 



botanicals, you say the safety you're assessing 

is of the extract that was tested. 

So that also would be true here.  It 

would be the safety of the sequence for which you 

have data. 

DR. BRESLAWEC:  What this does is it 

takes it out of the basic review on the palmitoyl 

component and focusing on the peptide. 

DR. BELSITO:  Yes, which is where we 

need to focus. 

I mean, I don't have a problem with 

that.  I don't have a problem looking over the 

data again.  I think that would certainly make it 

much easier -- to look at a specific amino acid 

sequence and see what data are out there for it. 

I guess I just want to go on record; if 

one of them is the one that down-regulates IL6, 

I'm very concerned about a cosmetic product that 

now is having a potentially significant 

biological effect in terms of immune responses. 

That might be very beneficial for the 

rosacea patient who has erythema, but I'm 

concerned about the patient who has a skin cancer 

who's throwing something on that's going to 



down-regulate proinflammatory immunity.  Just, 

my big concern with these. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  I'm not concerned about 

sensitization.  I'm not concerned about 

irritation. 

DR. LIEBLER:  I do think that those 

claims are being somewhat oversold when I look at 

the references that supposedly support these 

kinds of biospecific effects based on these 

peptides. 

I mean, we'll have to come back to that 

when we have specific ingredients in the table and 

consider that.  It's a potentially important 

consideration, but I do believe from what I saw 

that some of that stuff is hype.  For example, in 

a couple of spots in the report, some of these 

sequences were referred to as being part of a 

certain collagen or a certain antibody, but with 

a di or tripeptide sequence that doesn't mean 

squat, you know, when it comes down to biological 

activity. 

And those sequences are also parts of 

many other proteins, especially when you're down 



to a tri or tetrapeptide sequence.  They're 

highly -- appear in many other proteins. 

DR. BELSITO:  Okay.  I mean, I guess 

the only other comment -- I know this is probably 

meaningless given the fact that we're going to 

table this, and I certainly agree with it. 

You know, since these are small 

peptides, when you look at the skin irritation and 

sensitization studies in table 3, page 41 of the 

Panel Book and you start looking, early on you see 

a lot of reports of slight erythema, slight 

erythema, slight erythema, erythema -- all of 

which were considered to be nonirritant.  But it 

just makes me a little bit concerned were these 

urticarial reactions to these peptides. 

So, I mean, just as we look at it again 

I would just like everyone to keep that in mind. 

Those are my two major issues. 

DR. LIEBLER:  So I also was going to 

suggest removing the palmitoylated hydrolyzed 

plant and animal proteins as being a bridge too 

far, and that's, I guess, the last paragraph of 

this suggestion from the council. 

And then these potentially other 



derivatives, like the acetyl tripeptide, azole 

tripeptide and the copper complexes and manganese 

complexes and so forth -- I think we do need to 

have some further discussion and consideration of 

how to make this grouping more rationale. 

DR. SNYDER:  So how easy is it going to 

be -- if we go for the peptide, how easy is it going 

to be to then know exactly what in the dictionary 

is encompassed under the peptide designation 

rather than the lead ingredient, palmitoyl? 

So, I mean, how are we going to 

capture -- are we going to be able to capture all 

the ingredients? 

DR. BRESLAWEC:  First of all, I would 

be glad to bring the editor of the INCI dictionary 

to provide a briefing about the nomenclature and 

how it's applied to peptides.  I'm not sure it's 

going to clear everything up, but I think it might 

provide a better framework for the discussion. 

We're not suggesting that from now on 

every single protein, or peptide, be looked at 

separately.  Our suggestion is based on the fact 

that this is a new type of ingredient for the panel 

and work through a more limited sort of report, 



identify the issues that are critical and then 

consider, or reconsider, different grouping 

mechanisms. 

So we're not suggesting every peptide 

should be reviewed on its own from now on. 

DR. BELSITO:  I totally agree.  My 

thought as I tried to wrap my arms around this 

family -- I just didn't see it as a family. 

So I applaud PCPC for coming up with 

that approach and also having us look at defined 

amino acid groups rather than saying, well, this 

is four amino acids that can be arranged any way 

you want. 

DR. BRESLAWEC:  Then again, I don't 

know.  Maybe at the end of your discussion you'll 

determine that, gee, that's okay. 

DR. BELSITO:  Right. 

DR. BRESLAWEC:  But I'm not sure that 

you can reach that conclusion now. 

DR. BELSITO:  Right. 

DR. BRESLAWEC:  And we certainly 

can't. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  So the idea would be that 



we would do a focused report with a couple of 

ingredients and then once we've got our bearings 

either reopen the report or do another report with 

more ingredients? 

DR. BRESLAWEC:  I think that's an 

administrative question -- 

DR. LIEBLER:  Okay. 

DR. BRESLAWEC:  -- and can be handled 

pretty much a lot of different ways. 

DR. LIEBLER:  Okay, but I agree with 

that strategy. 

DR. BELSITO:  But don't you think the 

order of the amino acid is going to have very 

significant effects on their biological 

activities, or you think these are so small and 

they're linked to this palmitoyl group that it 

really doesn't matter? 

DR. LIEBLER:  I favor the latter.  I 

mean, in other words, I don't think that these -- I 

don't think that we're going to be running into 

magic sequences that have profound biological 

activities with these very small peptides. 

My only concern is when we actually get 

into larger peptides from hydrolyzed proteins.  



That's when we might actually get into antigenic 

epitopes that would be likely to produce allergic 

responses.  I'm not sure that we would be 

getting, you know, profound mimicry of biological 

signaling molecules with these peptides, for 

example, certainly not with dipeptides, 

tetrapeptides, those kinds of things here. 

DR. BELSITO:  Anything else?  Okay, if 

not, tabled. 

DR. ANDERSEN:  Tabling it is easy.  

Thinking about what the right groupings should be 

is a step that I'm not comfortable that I 

understand what's being proposed by the council. 

So I think we've got a lot of work ahead 

of us to figure out just what such a grouping would 

look like, strategically.  I wish it was clear to 

me now, but it's not. 

DR. BRESLAWEC:  We also wish we could 

propose a clear path forward here, and I'm not 

sure that we can.  We just think it deserves, you 

know, a little more time and consideration. 

MR. JOHNSON:  I just have one question 

regarding one of the comments provided, you know, 

stating that the substances in the report do not 



have INCI names and they should be deleted from 

the safety assessment. 

DR. BELSITO:  They don't have cosmetic 

uses.  I don't know that they should be deleted.  

I think it's the purview of the panel, you know, 

as to whether we think it contributes to the 

understanding of the safety of the ingredients 

that are actually used as cosmetics. 

DR. EISENMANN:  Well, if the report now 

is going to be on a specific sequence, then data 

on other sequences are not necessary. 

DR. BELSITO:  Right.  That would be -- 

DR. EISENMANN:  So that's those 

other -- some sequences they're developing just 

to simulate the immune system, and those aren't 

relevant to -- 

DR. BELSITO:  No, no, no.  We're going 

to look at two or three specific amino acid 

sequences, and all of this other -- any data on 

other sequences should not be included in the 

report. 

DR. BRESLAWEC:  I guess my question is, 

did you decide then to go ahead with this study 

but limited to the one ingredient which has two 



different specific peptides in it and table the 

rest? 

Are you planning on moving ahead -- 

DR. BELSITO:  No, we're going to table 

the whole thing. 

DR. BRESLAWEC:  The whole thing, okay. 

DR. BELSITO:  Yes.  I mean, I think it 

will be easier to look at the data again -- 

DR. LIEBLER:  Right. 

DR. BELSITO:  -- when all the 

extraneous stuff has been removed and we know what 

we're looking at. 

DR. BRESLAWEC:  Okay. 

DR. ANDERSEN:  My inclination at this 

point -- until we better understand the proposal 

on the flipside here of keeping palmitoyl 

oligopeptide and adding a whole bunch of things 

that weren't previously in the report, it's hard 

to assess that without doing some homework.  I 

could see just backing the report off to the 

oligopeptide with its two incarnations. 

DR. EISENMANN:  See, but those two 

incarnations have other names.  That's the 

thing.  The peptide part of it is tripeptide-1 or 



hexapeptide-12. 

DR. ANDERSEN:  Okay. 

DR. EISENMANN:  So that's why I 

suggested some of these other components. 

DR. LIEBLER:  Yes, I think having, you 

know, palmitoyl oligopeptide as sort of the 

blanket name and then there are other ingredients 

that are chemically defined, with different 

names, doesn't really pose a big problem for us 

for reviewing those. 

There could be a problem more on the end 

of the definitions in the dictionary and how 

council deals with it.  That's another issue 

really. 

But I think particularly for this 

prototype, if we end up dealing with two or three 

chemically well defined substances, then I think 

we're back in business. 

DR. ANDERSEN:  Okay.  So let me feed it 

back to you, Carol, and see if I understand the 

rationale. 

Palmitoyl oligopeptide is an old INCI 

name that is, in truth, two more specific INCY 

names -- palmitoyl tripeptide-1 and palmitoyl 



hexapeptide-12. 

DR. EISENMANN:  Correct. 

DR. ANDERSEN:  Okay.  So you would add 

those two.  And then taking off on that, any 

safety assessment of palmitoyl tripeptide-1 

would legitimately address tripeptide-1 by 

itself.  Any review of palmitoyl hexapeptide-12 

would naturally address hexapeptide-12.  And as 

long as you're going to focus on tripeptide-1, why 

not look at manganese tripeptide-1? 

DR. EISENMANN:  Right, and I don't know 

where I cut it, or we cut it -- you know, these 

other -- I didn't think these other ones in the 

bottom group were necessarily appropriate to look 

at, but I just wanted to be inclusive and include 

every tripeptide-1 that was in the dictionary at 

this point. 

DR. ANDERSEN:  I understand, but in a 

limited fashion -- 

DR. EISENMANN:  Correct. 

DR. ANDERSEN:  -- the logic is 

oligopeptide is actually, again, an old 

definition that includes two specific newly 

identified names. 



So, in a formulation, a company could 

use either palmitoyl tripeptide-1 or palmitoyl 

oligopeptide and be kosher as it now stands? 

DR. EISENMANN:  Probably both.  If one 

company has the name palmitoyl oligopeptide and 

if you probably bought the ingredient from them, 

you would use -- so if you bought it from another 

company, you would probably use palmitoyl 

tripeptide-1. 

DR. ANDERSEN:  But for purposes of 

constructing a family, I think get the logic 

represented in this first grouping. 

DR. LIEBLER:  So, Alan, are you 

suggesting that this construction include the 

palmitoyl versions of these peptides as well as 

the non-palmitoyl versions of these peptides? 

DR. BELSITO:  That would be more 

reasonable, yes. 

DR. ANDERSEN:  I think so because I 

can't picture that the palmitoyl moiety is going 

to be the issue. 

DR. LIEBLER:  Well, it's going to 

change the properties of these a lot. 

DR. EISENMANN:  Frequently, the 



peptides -- as I understand it, the peptides 

themselves aren't necessarily used.  They've all 

been added to the dictionary as part of the naming 

process.  So, if somebody just comes in and wants 

the palmitoyl peptide, they will also name the 

peptide itself now, so whether or not the peptide 

itself is used. 

DR. ANDERSEN:  It's a building block. 

DR. LIEBLER:  So that's my concern.  

If the -- because I think the palmitoyl versions 

of these short peptides are going to have very 

different properties than the nonmodified 

versions and these short peptides are going to 

really fall into our short peptide analysis 

family.  I'm wondering if they could be included 

in the other reports we're doing on short peptides 

or hydrolyzed proteins. 

DR. BELSITO:  Well, why don't we see 

what's there? 

DR. LIEBLER:  Yes. 

DR. BELSITO:  We don't even know what's 

in the dictionary.  It may turn out that there's 

only palmitoyl for these, I mean. 

DR. EISENMANN:  No, they're listed -- 



DR. LIEBLER:  They're listed at the 

bottom. 

DR. BELSITO:  So, I mean, let's look at 

them.  We can always delete the ingredients, but 

I'm certainly more comfortable using the 

framework of the amino acid sequence and then look 

at what's added to it rather than palmitoyl with 

any old amino acid sequence. 

DR. LIEBLER:  Okay.  I mean, we're 

going to go through another kind of -- 

DR. BELSITO:  We're going to table it 

again anyway. 

DR. LIEBLER:  Yes, we're going to go 

through another round of thinking about this and 

another round of discussion, and we may end up 

backtracking a little bit on some things that we 

come up with today.  That's fine. 

DR. BELSITO:  Okay.  Anything else? 

MR. JOHNSON:  Dr. Belsito, I have one 

question. 

DR. BELSITO:  Yes. 

MR. JOHNSON:  Carol mentioned two 

palmitoyl oligopeptides.  I know on Panel Book 

page 14 under Composition and Impurities there 



are two different CAS numbers listed for 

palmitoyl oligopeptide.  And I was wondering, 

are those indicative of the two different names 

that you were referring to earlier? 

Those two, okay. 

DR. BELSITO:  We will also see 

structures next time and have very specific 

molecules to work with. 

DR. EISENMANN:  They provided 

sequences. 

DR. BELSITO:  Yes. 

DR. EISENMANN:  All right. 

DR. BELSITO:  Okay, Christina, you're 

up -- 6- hydroxyindole. 

So, in the December meeting, we issued 

a tentative safety assessment, safe to use in 

oxidative hair dye formulations.  And really the 

question is, is the discussion okay? 

I didn't think that there was a problem, 

but I had a question in the discussion, whether 

the last sentence in that statement was too 

strong.  It says:  Therefore, safety 

assessments of oxidative hair dyes are driven by 

toxicological evaluation of the ingredients, 



precursors and coupling reagents, more than by 

reaction products formed during the use and not 

at all by reaction intermediates. 

The issue I had is my understanding of 

paraphenylenediamine sensation is that it's 

caused by a reactive intermediate that's referred 

to as Bandovsky's Base.  So I don't think that's 

true, at least of some of these. 

So I got rid of that -- and not all by 

reaction intermediates -- because I don't think 

that's necessarily a true statement. 

And then in the conclusion -- that it 

is safe in the present practices of use and 

concentration in oxidative hair dyes -- it just 

says now it is safe for use. 

DR. LIEBLER:  So, Don, could we just 

take that last sentence and just leave off the 

last clause? 

DR. BELSITO:  Yes, that's what I did. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  I deleted:  And not all 

by reaction intermediates. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  I just ended it by:  More 



than by the reaction products formed during use, 

period. 

DR. LIEBLER:  Yes.  Okay. 

DR. SNYDER:  I had also edited that 

sentence and also the paragraph that begins:  The 

panel recognizes 6- hydroxyindole -- 

DR. BELSITO:  Where are you? 

DR. SNYDER:  Under the discussion. 

DR. BELSITO:  Okay. 

DR. SNYDER:  The paragraph that 

begins:  The panel recognizes 6-hydroxyindole 

functions. 

If you go to the sentence in that 

paragraph that begins:  The panel expects that 

following this procedure will prospectively 

identify individuals with irritations or 

reactions and allow them to avoid significant 

exposures.  The panel was concerned that such 

self-testing might induce sensitization but 

concluded that this alone was not a sufficient 

basis for changing the current statement in 

patch-test instructions to consumers. 

So I changed that around quite a bit to 

make it a little more clearer. 



Then the next paragraph:  In 

considering epidemiology data, the panel 

concluded the available epidemiologic studies 

are insufficient to scientifically support the 

causal relationship. 

That sentence had two concludes in it.  

And I had rewritten the last sentence, but if you 

are going to eliminate it -- I had to shorten it 

down to say:  Toxicology is driven by the 

ingredients, the precursors and coupling 

reagents rather than the reaction ingredients. 

So I agree with that. 

DR. BELSITO:  Anything else? 

DR. LIEBLER:  I thought it looked good.  

I had a few little typos. 

DR. BELSITO:  Christina, any comments 

you need?  No? 

Okay.  Great.  So, nylon.  That's 

under -- hey, it's very easily recognized.  It's 

nylon.  So we issued a tentative safety 

assessment:  Safe in the present practice of use 

and concentrations in cosmetics. 

There have been some additional human 

sensitization studies, not on 12, at 19.5 



percent, and there were no reactions. 

Are there any issues?  I actually had 

no comments at all on this.  So I was fine. 

DR. LIEBLER:  I thought it looked good.  

No changes except for the labeling under the 

structures.  You've got these funky floating 

font lines, like on page 16, under adipic acid. 

It's like the -- 

MS. BURNETT:  I'm sorry.  Under? 

DR. LIEBLER:  On page 16.  PDF page 16, 

under Figure 3.  I noticed this on a couple of 

reports. 

DR. BELSITO:  Oh, I thought that was 

kind of cool -- Cap-low-I-cam. 

DR. LIEBLER:  See that right there. 

MS. BURNETT:  Where? 

DR. LIEBLER:  See adipic acid.  It's 

like when you're buying tickets online, type 

this.  Type what's in the box here to show that 

you're not a computer. 

MS. BURNETT:  I'm thinking because 

it's a picture file it's been transplanted.  

There must be something wrong. 

DR. LIEBLER:  Yes, anyway. 



MS. BURNETT:  I'll check.  Bart has 

those files, so I'll fix that. 

DR. BELSITO:  The same thing happened 

on another one of the reports. 

MS. BURNETT:  Okay. 

DR. BELSITO:  Anything else? 

DR. LIEBLER:  Looks good. 

DR. BELSITO:  Okay.  Oh, boy, 

Christina, animal and plant-derived amino acids. 

MS. BURNETT:  I already got apologies 

from the other group. 

DR. BELSITO:  Apologies for wanting 

you to combine them or apologies for -- 

MS. BURNETT:  Yes. 

DR. BELSITO:  Okay.  So where do we 

find these? 

MS. BURNETT:  It's under -- it's the 

one that looks weird --AAHPRN. 

DR. BELSITO:  AAHPRN, yes.  Alcohol, 

PRN, please. 

MS. BURNETT:  Amino acid. 

DR. ANDERSEN:  You guys combined them.  

You deserve what you get. 

DR. BELSITO:  Okay.  Well, hey, we 



didn't.  We did not.  Okay? 

DR. LIEBLER:  Assess the apology? 

DR. BELSITO:  So the Japanese web site 

for you who didn't check actually is available in 

English now, and it goes through step by step 

there issues with hydrolyzed wheat protein. 

There are lots of issues with this, but 

I think there were a couple of things in the report 

that caught my eye.  And one was that if you 

derivatize these both with enzyme and acid 

hydrolysis you will very likely get very 

short-chain amino acids that were likely to be 

less than 30 and lack much in the way of 

sensitization or activity. 

Or, we could simply limit it to less 

than 30 amino acids if you believe that single 

report. 

Or, there are a lot of data that need 

to be done.  So, you know, I guess the biggest 

issue is I don't think they've 

resolved -- although we got a handout here.  My 

take is the Japanese -- it's an ongoing 

investigation as to what's causing the issue in 

this hydrolyzed wheat protein because when they 



test them for typical wheat grass, they're 

negative; when they test them for gliadin, 

they're negative; when they test for gluten, 

they're negative. 

So it seems to be some weird combination 

that the body doesn't normally digest when you eat 

wheat, right, because these people also don't 

have a problem eating wheat, if I remember 

correctly. 

Those were my points. 

DR. BRESLAWEC:  This issue just 

continues to be very, very hot in Japan.    

DR. BELSITO:  They've called another 

sort of mini congress of the participants.  I 

mean, essentially, they're still trying to sort 

out why it happened, but it was primarily with one 

manufacturer of a soap product. 

DR. BRESLAWEC:  One manufacturer's 

soap product used in the shower, possible 

aerosolization. 

DR. BELSITO:  Aerosolization. 

DR. EISENMANN:  It was a face soap too, 

I think.  The eye area, I think, was a problematic 

area too. 



And in those abstracts, I think there 

are three studies that have been published out of 

the research that's ongoing there.  I thought it 

might be helpful if you were aware of those 

studies too, and I will update you. 

I think the last one might be helpful, 

where they looked at different times of 

hydrolysis to see if it had any effect on the 

ability of the protein to cause a reaction. 

DR. BELSITO:  So here they say in that 

final one, even with prolonged hydrolization they 

can still activate IgE-mediated mechanisms. 

DR. LIEBLER:  Where are you, Don? 

DR. BELSITO:  These are abstracts that 

were sent -- the final one, Nakamura. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Evaluation of 

Allergenicity of Acid- Hydrolyzed Wheat Protein. 

DR. LIEBLER:  Okay. 

DR. BELSITO:  Okay, and then we have in 

the report itself -- in this, they don't -- in 

this, we're not told what the molecular weights 

were and how many amino acids they got it down to, 

at least not in the abstract, because we have that 



statement in the text on page 39, again that I've 

alluded to before, that when you get these protein 

allergens down to 30 amino acid residues, a 

molecular weight of 3,000 daltons, it greatly 

reduces Type 1 reactions.  But then it says, this 

hypothesis needs further testing, and that's 

Reference 49. 

And then there was the extraction 

methods.  Although this was prolonged 

hydrolization, that still didn't help. 

DR. LIEBLER:  So something's fishy 

there. 

DR. BELSITO:  Well, you can have some 

derive from fish. 

(Laughter)  

DR. BRESLAWEC:  Is fish an animal? 

DR. LIEBLER:  Saying prolonged 

hydrolysis and moderate hydrolysis and so 

forth -- that's all kind of -- it's all too 

imprecise for the information that we need. 

It's possible that their hydrolysis 

conditions weren't achieving the desired result, 

but the only way to really demonstrate how a 

complete hydrolysis is, is to analyze the samples 



by mass spectrometry.  That's the state of the 

art for analyzing peptides and proteins today. 

DR. ANDERSEN:  Show the distribution. 

DR. LIEBLER:  And you show the 

molecular weight distributions. 

And this might be a situation where 

there might need to be some type of standard and 

a limit, but I don't know that based on what we're 

seeing if we have well enough characterized 

mixtures or ingredients that were studied in 

these tests that really tell us what's the 

relationship between lengths and biological 

adverse effects. 

So, you're right, Don.  Enzymatic 

hydrolysis tends to give you longer pieces, and 

depending on the structure of the protein and the 

enzyme used, there could be very long peptides 

generated just because of the amino (inaudible), 

the protease use and the cleavage sites that 

nature puts into the proteins. 

So proteins that are peptides, 

polypeptides that are longer, particularly over 

several thousand molecular weights, strike me as 

more likely to be able to produce epitopes that 



would produce interesting or adverse biological 

effects. 

You have a greater chance of that 

happening with enzymatically hydrolyzed proteins 

than with acid hydrolysis because if you do acid 

hydrolysis right you're going to get these things 

down to, you know, small peptides under a dozen 

amino acids in length. 

DR. BELSITO:  But they say here even 

with acid hydrolysis they have issues. 

DR. LIEBLER:  So that either be two 

things going on in my opinion. 

One is that their acid hydrolysis 

conditions weren't sufficient to actually 

hydrolyze the protein sufficiently, and if they 

didn't verify it by some kind of analytical 

method, like mass spectrometry, they wouldn't 

know. 

The other possibility is that there's 

something else in their sample other than protein 

that is resistant to the acid that's producing the 

effect.  Just because they say wheat protein 

doesn't mean the only molecules in that sample are 

wheat polypeptides. 



So it could be some glycan -- 

DR. BRESLAWEC:  It could be something 

other than the wheat? 

DR. LIEBLER:  Exactly.  It could 

be -- these are likely lots of glycoproteins, and 

it might be that the antigen involved is a glycan 

and that the glycan may be stable, or at least 

somewhat stable, to the hydrolysis conditions 

they used. 

DR. BELSITO:  Halyna? 

DR. BRESLAWEC:  I would like to 

reiterate our proposal that this group be limited 

to the parent protein for the review. 

So look at all the wheat peptides and 

hydrolyzed proteins.  Look at those separately.  

Consider what the issues are.  See if there are 

other things from the wheat that may be causing 

some of these problems.  And then move on to the 

soy group and the silk group. 

DR. BELSITO:  Well, I assume we don't 

have a problem with that because considering that 

wheat was the highest used followed by soy I 

thought we had very limited data on them. 

DR. BRESLAWEC:  I think there are 



issues that are arising that need attention. 

DR. EISENMANN:  And you know the 

proteins themselves are actually in the 

dictionary too, unfortunately. 

DR. BELSITO:  Mm-hmm. 

DR. EISENMANN:  But then maybe if you 

had information about the starting protein, that 

might help.  Starting proteins in the mixtures -- 

DR. BELSITO:  Yes. 

DR. EISENMANN:  -- that might help.  I 

don't know. 

DR. LIEBLER:  Are there uses for 

unhydrolyzed wheat protein? 

DR. EISENMANN:  I think there are few 

but not -- I mean, I haven't surveyed for it yet.  

I think there are a few in the VCRP but not a lot. 

DR. BRESLAWEC:  I think there 

was -- did you figure out -- 32 wheat ingredients. 

DR. EISENMANN:  See, then there's -- 

DR. BRESLAWEC:  There's 25 silk and 27 

soy.  But we can also expand-- 

DR. EISENMANN:  There's also this, you 

know, hydroxypropyltrimonium hydrolyzed wheat 

protein or the Tamata hydrolyzed wheat protein 



would go better in a wheat protein report than a 

protein. 

DR. LIEBLER:  Right.  I agree. 

DR. EISENMANN:  So you could do it that 

way instead of all different sources. 

DR. LIEBLER:  So you're envisioning a 

report that would be wheat proteins and their 

hydrolysis products and derivatives? 

DR. EISENMANN:  Yes. 

DR. BELSITO:  Mm-hmm. 

DR. BRESLAWEC:  And, again, the top 

three there are wheat, soy and silk.  And after 

that the incidence rate, or the use, of those 

ingredients just drops really dramatically. 

DR. LIEBLER:  Mm-hmm.  Well, that 

would be a little easier for us to deal with. 

DR. BELSITO:  Yes, I mean, I think it 

makes sense because the potential allergens in 

each of these are going to be very different and 

what's left after the hydrolysis or enzymatic 

degradation is going to be different. 

Yes, I mean, it certainly would help me 

wrap my arms around it just like the palmitoyl 

group, looking at specifically defined amino acid 



sequences.  Otherwise, I just didn't know how to 

deal with this. 

DR. BRESLAWEC:  And that way we don't 

have to request the removal of hydrolyzed hemp 

seed protein for this one. 

DR. BELSITO:  I don't know.  The 

people in Oregon may want to see that. 

DR. SNYDER:  So we are not going to use 

the molecular weight? 

DR. BELSITO:  We're going to actually, 

I guess, table this and split it up into multiple 

documents, probably only three of which will ever 

come to fruition -- wheat, silk and soy -- at least 

in our lifetime. 

DR. ANDERSEN:  Well, the fourth piece 

is the source amino acids. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  Which was at jeopardy 

under the combined package. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  It can be simplified 

back to where it was. 

DR. BELSITO:  Right. 

DR. LIEBLER:  That's good. 



DR. BELSITO:  So we are resplitting 

them, and with the hydrolyzed we're looking at 

wheat as the first.  Is that correct? 

DR. LIEBLER:  Sounds good to me. 

DR. ANDERSEN:  That's what you're 

going to propose, Dr. Weber. 

DR. BELSITO:  Paul, are you proposing 

this? 

DR. SNYDER:  Sure. 

DR. BELSITO:  Are you writing 

everything down? 

DR. SNYDER:  If I need to.  But again 

we had no molecular weight data on wheat.  We had 

it for lots of other things. 

DR. EISENMANN:  There is some in there. 

DR. SNYDER:  Well, the table 2 doesn't 

have anything, and so I guess that's why I was 

raising the issue -- because of these. 

We do have these references that state 

that the protein allergenicity is in a molecular 

weight range between three and five kD, and so I 

just wanted to make sure that we -- if we're going 

to go there, we need to make sure we get adequate 

data to address that issue because we need to 



specify. 

DR. EISENMANN:  But I've got that 

summarized within several suppliers, and then 

there's some data in Wave 2. 

DR. BRESLAWEC:  I was going to say 

there are data in Wave 2. 

DR. SNYDER:  In Wave 2, okay. 

DR. LIEBLER:  So I think for the intact 

proteins that are like extracts from wheat or silk 

or soy we're not going to be expecting the degree 

of chemical characterization as we are of the 

derivatives, either the hydrolysis products or 

the modified hydrolysis products.  But for 

those, I think probably mass spectrometry and a 

description of the molecular weight range will be 

very important -- those intermediate ones that 

are going to be kind of tricky. 

DR. SNYDER:  And then this issue of the 

glycan contaminants we raised -- 

DR. LIEBLER:  Mm-hmm. 

DR. SNYDER:  So we need better 

impurities data or -- 

DR. LIEBLER:  Well, analytically, it's 

going to be very hard because there are many 



different -- I would say probably at least a third 

to a half of the proteins are glycosylated.  And 

for the N-linked glycosylations, there is a huge 

diversity of structures, and the analytical 

methods to assess those definitively are still 

not very well developed and not straightforward 

that they could get a contract lab to do it. 

I mean, it's still really a research 

problem in glycan characterization, particularly 

glycoprotein characterization.  That's an area 

that's in relative infancy. 

So, if you had a peptide fraction that 

produced some kind of a response and you 

hypothesized that glycosylation was responsible, 

you could fractionate the mixture and do some 

biochemical manipulations to try and test that 

hypothesis, but it would probably be beyond the 

scope of what we'd be asking industry to do. 

DR. BELSITO:  Okay.  Anything else?  

Okay.  So, hypericum perforatum-derived 

ingredients.  So we issued a tentative safety 

assessment -- safe in the present practice as 

used -- for public comment.  Submission from 

industry I think that Tom Ray gave at the panel 



last year I think was captured very nicely. 

Then I guess the question is, do we go 

with safe in the present practice of use and 

concentration? 

And as Alan pointed out, I was asked at 

the American Academy of Dermatology this year to 

give a talk on botanicals because I've been sort 

of advocating for them among the North American 

Group.  I think I sent you all a copy of the slides 

which probably made no sense without actually 

hearing the talk. 

But I think the bottom line that got me 

concerned is -- and I've been patch testing for 

them -- is that you read some of these 

ingredients, and it's just botanical after 

botanical after botanical after botanical, and 

then when you go into Dr. Duke's phytochemical 

ethnobiology base you start seeing the same 

things popping up in these different botanicals. 

So you're getting, you know, the 

sesquiterpene lactone is loaded one on top of 

another. 

So, if you look at a product that 

contains just, you know, botanical X it may look 



very nice with botanical X at 0.4 percent.  But 

when you look at a product that has botanical A 

through Z and they all have a little bit of terpene 

or carbonol or eugenol or some other ingredient, 

then they can start becoming an issue. 

And you know, with pure defined 

chemicals it's always been easy for us to say, you 

know, it's a penetration enhancer, not with 

things that are concerned with penetration.  

It's not to be nitrosated, et cetera. 

How do we put our handle around largely 

sensitization issues, I mean? 

But then there are times when we say, 

okay, you know, this ingredient is safe as long 

as thujone is below the toxicologic threshold. 

Or, for this one, hypericin -- you know 

it's a photosensitizer, but at less than 2 percent 

it's not in the way this is used and what's present 

in it.  You know. 

But then what other botanicals have 

hypericin?  I don't know.  You know, and teasing 

that out.  So it just left me as I was putting this 

talk together and as I've been dealing with, 

increasingly, patients presenting with what I 



believe to be plant allergies in clinic and trying 

to work them out. 

I'm just throwing out my concerns that 

how do we address the fact that when you're mixing 

botanicals, I mean, you've got to know what's in 

the botanical. 

And there are probably some safety 

limits that we don't have because we haven't 

asked, okay, we know photosensitization for 

hypericin, once safe, where it goes, but do we 

know what is the concentration limit for 

sensitization to beta-pinene or alpha-pinene or 

citronella? 

I mean, a lot of those we don't have.  

We can get some of them from the fragrance 

industry, but I don't know the fragrance industry 

has set standards for all of them. 

And is it just the essential oils that 

are concerned?  From my standpoint, probably.  I 

mean, that's what the lactones and the oils -- on 

the lactones, I think we have some idea of where 

to go. 

So do we set limits?  You know.  Do we 

go safe when combined with other botanicals not 



to cause an end-point toxicity, like say, for 

formulated to be nonsensitizing? 

How do we wrap our hands around this 

issue of products containing 20 different plants? 

DR. LIEBLER:  So I think in the near 

term that's probably our best alternative -- is 

to say safe when formulated to be 

nonirritating/nonsensitizing because we don't 

have enough information about the concentrations 

of the different specific compounds in those 

different botanicals. 

And in many cases we might not even have 

enough information about the relative amounts of 

each botanical product, I guess, or each 

botanical ingredient. 

I guess we might have that, but then 

batch to batch it could be an order of magnitude 

or more variation for thujone or pinene or 

something. 

Unless we get into the business of 

saying -- putting percent limits or ppm limits on 

individual ingredients and saying safe when 

pinene concentration not to exceed 500 ppm or 

something, I think our only fallback option is to 



say when formulated to be nonirritating or 

nonsensitizing. 

DR. BELSITO:  You know, I guess I'm 

okay with that.  In a way, it's a little bit of 

a copout, but we ended up having to do that for 

cocamidopropyl betaine because of the same issue. 

DR. LIEBLER:  Well, we just can't get 

it right.  We don't have enough information to do 

it right. 

I hear what you're saying.  You know, 

we would like to be able to be more specific.  The 

problem is we lack the information about the 

concentration of all the ingredients and all the 

botanicals. 

DR. BRESLAWEC:  But you have a 

concentration on, or a limit on, a certain 

ingredient, considering (inaudible).  Just bear 

in mind, of course, a lot of these botanical 

extracts are used at very, very low 

concentrations. 

DR. BELSITO:  No, I understand that, 

and that's been our argument not to be concerned 

about safety.  But, you know, I mean if you look 

at a couple of the formulation sizes sent 



around -- boom!  I mean, just the list is endless.  

It's plant after plant after plant after plant 

after plant.  And you start adding 0.04s 

together, and they start to be 1 and 2 and 3 

percent. 

Then when you start -- I mean, I hate 

people who come in with plant-derived products, 

and I suspect it's a cause of their allergic 

reactions because, I mean, it takes me hours.  

Thank God that I have access to that, or maybe it's 

a curse because I know it's there and then I have 

to do it. 

But Dr. Duke's database -- I mean, you 

have to look at, okay, here's what all is adding 

up and do I have that individual plant ingredient 

or not; how am I going to get around this? 

DR. SNYDER:  So couldn't we just 

address that in our conclusion, to say that the 

conclusion is based upon this as a sole source? 

DR. BELSITO:  Yes, but in fact -- 

DR. SNYDER:  If there are multiple 

botanicals, then the safety is not determined or 

it's insufficient, I mean.  Right? 

DR. BELSITO:  Yes, but the truth of the 



matter is start reading labels; there are very few 

cosmetic products that contain only one plant. 

DR. BRESLAWEC:  But what you're 

suggesting is if you look at the finished product 

and you test the finished product and make sure 

that it's not sensitizing or irritating.  It's 

formulated not to be. 

DR. BELSITO:  Right. 

DR. BRESLAWEC:  And that would take 

into account the total amount, correct? 

DR. BELSITO:  Right.  I mean, again, I 

think it's probably the only avenue we have -- is 

to say that to maybe work on a boilerplate in the 

discussion, saying that it is not unusual for one 

botanical product to be used with additional 

botanicals in a given cosmetic ingredient.  This 

may increase the total exposure to a sensitizer, 

an irritant or whatever.  The formulator should 

be -- however we said it for cocamidopropyl 

betaine -- cognizant when doing this and ensure 

that their product is formulated not to cause 

sensitization or irritation. 

The alternative is we're never going to 

go safe on any of these because we're going to have 



to look at all their individual potential 

sensitizers.  We're going to need to know:  

Okay, where is, as we've saying, the fragrance 

ingredients lexicon?  Where's the nestle -- the 

level at which you don't expect to see 

sensitization for all of them?  And then say, 

okay, this is safe when put into a cosmetic 

ingredient as long as the level of alpha-pinene 

does not exceed this, the level of this does not 

exceed that -- boom, boom, boom! 

I mean, it's going to be endless. 

DR. SNYDER:  Well, it becomes a 

slippery slope because even here in the third 

paragraph of the discussion of impurities we're 

saying impurities in this botanical were 

concluded that the amount of exposure is below the 

threshold of toxicologic concern.  But if you 

combine it with seven other botanicals which have 

similar profiles of impurities, all of a sudden 

you may start to approximate levels of 

toxicologic concerns. 

DR. BELSITO:  Well, I mean, that's why 

I think we need to develop a boilerplate that 

addresses not only the issues of sensitization 



but the issues of heavy metal, or pesticide, of 

all of the impurities -- of things that, for 

instance, when we talk about hypericin here, you 

know there are other botanicals that also contain 

hypericin.  We need to be concerned about 

combining those because of photosensitization. 

I mean, I think we need to deal with all 

of those because -- I mean, it's just -- I read 

labels all the time, and I can't tell you the last 

time I saw a product that contained a botanical 

that only had one.  Most of the time, the minute 

they contain one, they have at least four or five 

others. 

DR. LIEBLER:  So the Dr. Duke's -- I've 

never looked at it, but the Dr. Duke's is just a 

listing of the components, or does it have some 

concentration -- 

DR. BELSITO:  You can use it in many 

different ways.  You can put in the plant you're 

interested in, and it lists the components. 

DR. LIEBLER:  But if it had, for 

example, thujone, would it indicate how much -- 

DR. BELSITO:  You could do thujone. 

DR. LIEBLER:  Would it indicate how 



much thujone is in a particular botanical, or the 

range? 

DR. BELSITO:  It would give you a list 

of plants that contain thujone.  And then you 

could click on that plant, and it could give you 

a range for the plant. 

DR. LIEBLER:  So if you then -- I don't 

know if this is incorporated then.  If you were 

able to click on and safe this botanical to the 

clipboard and do that with the ingredients in your 

product, it would come up with a list of ranges 

of chemical substances of interest? 

DR. BELSITO:  Right. 

DR. LIEBLER:  Essentially, that would 

do the mental calculation you go through when 

you're dealing with a patient and a product and 

you're looking at the list of ingredients and 

you're going through Dr. Duke's and then mentally 

trying to add it up? 

DR. BELSITO:  Mm-hmm. 

DR. BRESLAWEC:  Without knowing 

exactly what the concentration is in the product. 

DR. BELSITO:  Right, but just getting 

a sense of what are the sensitizers in my opinion 



that are getting added one on top of the other by 

combining lavender with arnica, with calendula, 

with whatever. 

It won't go on the screen? 

MS. BURNETT:  It's on my computer. 

DR. LIEBLER:  Okay, I see. 

MS. BURNETT:  So that was for the 

hypericum perforatum. 

So I just put in the plant name and asked 

for it, and it spits out whatever. 

DR. LIEBLER:  Right, a bunch of 

biological activities. 

MS. BURNETT:  For each component. 

DR. LIEBLER:  Right.  Okay.  Got it.  

Cool.  Thank you.  Subscription service? 

MS. BURNETT:  No. 

DR. BELSITO:  No, it's free. 

DR. LIEBLER:  Okay. 

MS. BURNETT:  It's a government web 

site. 

DR. SNYDER:  Regarding impurities, if 

we -- on that last sentence of that third 

paragraph there, because the maximum 

concentration in cosmetics containing these 



extracts is reported to be 0.07 percent, the panel 

concluded that the amount of exposure to these 

constituents would be below the level of 

toxicologic concern.  However, when combined 

with other source ingredients that contain these 

impurities, the potential toxicity may occur. 

Would that then be the type of language 

you're talking about as a kind of boilerplate to 

capture? 

DR. BELSITO:  Yes, but then you don't 

want to say that the toxicity may occur in a 

cosmetic product.  You want to say something to 

the effect that the manufacturer should be aware 

of this and prevent that from happening. 

DR. LIEBLER:  Okay.  So this is like 

what Paul said -- 

DR. SNYDER:  This is in the discussion.  

This is in the discussion. 

DR. BELSITO:  No, I understand.  I 

understand, but I think it's very critical that 

we sort of get this right. 

DR. LIEBLER:  So instead of saying the 

additive concentrations where a toxicity may 

occur, you would say the addition of other 



botanical ingredients would increase the 

concentrations of some specific compounds that 

could produce irritation or sensitization.  

Manufacturers should formulate these products to 

be nonsensitizing and nonirritating -- should be 

aware of this issue and formulate products to be 

nonsensitizing and nonirritating. 

DR. BELSITO:  Right.  I mean, that 

should be a boilerplate for all of the 

plant-derived products. 

DR. LIEBLER:  Right. 

DR. SNYDER:  And that's why I changed 

it.  Instead of combined, I said, however, when 

formulated with other source ingredients that 

contain these impurities, the potential for 

toxicity may occur. 

DR. BELSITO:  Right.  And then for 

this particular one, we go on and talk about the 

hypericin and quercetin.  It says:  Because the 

maximum concentration used in cosmetics that 

contain these H. perforatum extracts is reported 

to be 0.07 percent, the panel concluded the amount 

of exposure to these constituents will be below 

the level of toxicologic concern.  However, 



manufacturers using other botanicals that may 

contain hypericin or quercetin should be aware of 

the possible -- I don't know how to phrase 

it -- additive effects, or should take care to 

assure that the finished product -- or, the level 

of these ingredients in the finished product 

remains below the level of toxicologic concern, 

or something to that effect. 

DR. SNYDER:  I mean, that's easy to do 

for the impurities.  I think it's a little bit 

harder to do -- 

DR. BELSITO:  And then we have the 

heavy metals and pesticides, which will need to 

be a boiler -- so, I mean, I think the 

sensitization and irritation and the heavy metal 

and pesticide needs to be a boilerplate on all of 

these botanicals. 

DR. BRESLAWEC:  I think there's a 

boilerplate on impurities and heavy metals in 

botanicals, and maybe what CIR needs to do is -- 

MS. BURNETT:  Aflatoxins. 

DR. BRESLAWEC:  Aflatoxins -- need to 

look at the overall -- 

DR. BELSITO:  Right. 



DR. BRESLAWEC:  -- boilerplate and 

make sure that these unintended constituents are 

considered as well. 

DR. BELSITO:  Okay.  But this was 

supposed to go final, and we're asking for a lot 

of stuff in the discussion.  Do we get a chance 

to look at it before it's submitted to the 

journal? 

MS. BURNETT:  Formally or informally?  

We can email it to you after the edits have been 

made. 

DR. BELSITO:  Yes.  I mean, I would 

like -- I mean, I don't -- you know, we can vote 

on it because I think we're going to keep our 

conclusion, but I think the crafting of the 

discussion is critical.  And 

certainly -- particularly now that my name 

appears on the report, oftentimes immediately 

after the author -- I would like to know exactly 

what I said in the discussion. 

So, yes, I think informally as an email. 

DR. LIEBLER:  Don, I tried to capture 

what you said to put at the end of the third 

paragraph, and so what I wrote is:  However, 



manufacturers using other botanicals should be 

aware that these additional botanical 

ingredients could elevate levels of some specific 

compounds above the level of toxicologic concern. 

Now you want to add to that? 

DR. BELSITO:  And assure that this does 

not happen, or something to that effect. 

DR. BRESLAWEC:  And what is the level 

of toxicologic concern? 

COURT REPORTER:  Speak up, please. 

DR. SNYDER:  That's where it becomes 

difficult.  That's why I think just simple 

wording.  Say:  However, when formulated with 

other source ingredients that contain these 

constituents and impurities, the potential 

toxicity may occur. 

We don't -- 

DR. BRESLAWEC:  Well, what happens -- 

DR. SNYDER:  Because we can't define 

it. 

DR. BRESLAWEC:  Yes. 

DR. SNYDER:  If we could define it, 

then we could deal with it. 

DR. LIEBLER:  I like your language 



better than mine, actually.  So we go with that, 

but I think you could simply add one more short 

sentence that says:  Therefore, these -- or, in 

view of this, something like that. 

In view of this information, these 

products should be formulated to be 

nonsensitizing and nonirritating. 

DR. BELSITO:  Well, the level of 

toxicologic concern has typically been defined in 

the report because there's been -- you don't think 

so? 

I mean, there's been a report that 

hypericin at 5 percent caused 

photosensitization; at 2 percent, it didn't.  

There was a report suggesting that quercetin can 

be carcinogenic, and there was a level given at 

which that was observed. 

And so, that seems to be the level of 

toxicologic concern, and we're using it.  That 

was 10 percent, and we're using 0.004 percent. 

DR. BRESLAWEC:  But you're using that 

for two ingredients, specifically, and the 

conclusion applies across the board. 

DR. BELSITO:  Mm-hmm. 



DR. BRESLAWEC:  And I think that's 

what -- I don't like the language that suggests 

the potential for toxicologic concern because I 

really do think these ingredients are used at such 

low levels that that's not an issue.  So it would 

be nice to develop some kind of -- 

DR. BELSITO:  That's what you usually 

use the words, below the level of the threshold 

of toxicologic concern, for -- that the 

ingredient itself is used at such a low 

concentration.  And then the constituent of 

concern -- thujone, quercetin or whatever it 

is -- is a small percentage of that ingredient. 

DR. BRESLAWEC:  If you limit it to the 

ingredient -- constituent of concern -- then 

that's one thing.  But I think we were applying 

the language a little more broadly. 

DR. BELSITO:  No, I mean in the case of 

this the two ingredients of concern were 

hypericin and quercetin. 

DR. BRESLAWEC:  Could I suggest that on 

this particular report I think you know exactly 

where you are, what you're concerned about and 

what levels you'd be concerned about? 



If you wanted to act on this report, 

kind of using the existing paradigm, I think you 

could do so and then suggest that the panel work 

on revising the existing boilerplates for all the 

unintended constituents. 

DR. SNYDER:  It could be that we could 

go into a thing like we have for inhalation for 

the hair dye epidemiology where we actually have 

a site and we talk about the botanicals and the 

evaluation of safety in these assessments is 

focused as this is a sole source. 

However, then with other source 

ingredients that may contain contaminants 

identified in safety assessments, we could have 

some language that could kind of deal with that 

maybe? 

MS. BURNETT:  We actually discuss that 

in-house last week. 

DR. SNYDER:  I think that might be a way 

to -- 

DR. KATZ:  I'm going to make a 

suggestion.  It doesn't sound like this report is 

ready to go final.  There are a number of issues 

that need to be readdressed or at least talked 



about and reconsidered, and I think doing it 

informally will not get it done that way.  

Especially if you're considering adopting a 

boilerplate language to go for other things, I 

think there probably needs to be more discussion. 

DR. BELSITO:  Yes, I was actually just 

thinking about maybe just tabling it and hearing 

the discussion from the other group tomorrow and 

thrashing out some boilerplates that can be used 

for the botanicals and then seeing it back and 

having time to think about it. 

DR. BRESLAWEC:  Yes.  I mean, as an 

industry, we spent a lot of time developing a 

botanical boilerplate and a path forward for 

being able to evaluate botanicals.  I think it's 

a good idea to take the time we need to work that 

through. 

DR. BELSITO:  Yes, that really is 

critical. 

DR. LIEBLER:  While we are on comments, 

I do have one comment on page 18 of the PDF, which 

is report page 4, under pharmacokinetic effects.  

The first paragraph describes essentially 

something that's sort of pharmacodynamics. 



I mean, it's the effect of hypericin on 

release of mediators of response to (inaudible) 

esters and so on.  It's definitely not 

pharmacokinetics. 

The start of the second paragraph 

begins with pharmacokinetics. 

So this stuff isn't pharmacokinetics.  

I'm not sure it's really relevant to the report. 

MS. BURNETT:  Do you want to delete it? 

DR. LIEBLER:  I would suggest 

deleting.  If the panel felt like we needed to 

keep it, then it should have another heading, 

perhaps Other Pharmacological Effects or 

Anti-Inflammatory Effects.  But I'm not sure 

that the effects studied in these cell models are 

really relevant to effects that would be produced 

by use of the product. 

DR. SNYDER:  This is where Curt 

mentioned that he wanted that changed to drug 

effects. 

DR. LIEBLER:  Yes.  So, if you keep it, 

it needs another heading, either Drug Effects or 

Anti-Inflammatory Effects, but I would say that 

you don't really need to keep these. 



Or, Drug Interactions.  I'm sorry.  

Drug Interactions. 

Did you feel like they should be in 

there, Don? 

DR. BELSITO:  I agree with what you're 

saying. 

DR. LIEBLER:  Okay.  Paul, do you 

think they could be dropped? 

DR. SNYDER:  I agree.   

DR. LIEBLER:  So I guess the three of 

us here would say delete that paragraph. 

MS. BURNETT:  Okay. 

DR. LIEBLER:  And that takes care of 

it. 

MS. BURNETT:  That whole, essentially, 

section of pharmacokinetic effects? 

DR. LIEBLER:  Yes. 

MS. BURNETT:  Okay. 

DR. LIEBLER:  Right. 

MS. BURNETT:  Okay. 

DR. LIEBLER:  From here to here. 

MS. BURNETT:  Oh, just that paragraph? 

DR. LIEBLER:  Just that.  This is 

okay.  This is pharmacokinetics. 



MS. BURNETT:  Okay. 

DR. LIEBLER:  But this is what you 

delete, right here. 

DR. EISENMANN:  But it's really not 

pharmacokinetics of the ingredients.  It's a 

drug interaction.  So drug interaction would be 

a better -- 

DR. SNYDER:  Yes, that's why Curt was 

suggesting Drug Interactions. 

DR. LIEBLER:  I agree. 

DR. BELSITO:  So just move it? 

DR. LIEBLER:  You're still deleting 

this part.  Kevin is making some -- 

DR. BELSITO:  Deleting -- 

DR. LIEBLER:  I'll do it on my copy. 

DR. SNYDER:  Yes, I have it on my too. 

MR. FRIES:  I'm just pointing. 

MS. BURNETT:  Okay. 

DR. LIEBLER:  Yes, okay. 

MS. BURNETT:  I was just going to tell 

Lill to delete that paragraph.  And then re-title 

that section? 

DR. LIEBLER:  Mm-hmm. 

MS. BURNETT:  Okay. 



DR. BELSITO:  All right.  Anything 

else?  Okay.  So, modified terephthalate 

polymers.  In December we looked at this.  We 

thought they were safe in the present practice of 

use and concentration after our initial concerns 

about possible eye injury due to the flakes.  The 

terephthalate polymers are approved for use in 

sutures, esophageal dilators and surgical 

meshes. 

And there have been some comments from 

the council that have been incorporated. 

And the question is, are we happy with 

the discussion, and do you want to change our 

conclusion? 

DR. SNYDER:  We have two 

data -- increased use from 396 to 634, mostly 

lipsticks, some eye shadows, and then two new use 

tests, each at 15 percent. 

DR. BELSITO:  Well, I think had safety 

to support all of that. 

DR. LIEBLER:  We also had the 

additional studies on eye irritation from applied 

products in the Wave 2 submission. 

DR. BELSITO:  Mm-hmm.  There's 



nothing new in Wave that we hadn't seen already.  

At least, I didn't make a big note of that. 

DR. LIEBLER:  It's just more data in 

support of safe as used. 

DR. BELSITO:  Right. 

DR. BRESLAWEC:  We have some real 

concerns about this report.  First of all, it 

mischaracterizes the statement from the American 

Academy of Ophthalmology.  It rewords in a way 

that inaccurately represents what the American 

Academy of Ophthalmology said. 

DR. BELSITO:  What page are you on? 

DR. BRESLAWEC:  Section 9 to 10 of the 

report. 

DR. LIEBLER:  So this would be PDF 12, 

top of the page. 

DR. BRESLAWEC:  You've got the exact 

language. 

DR. EISENMANN:  The American Academy 

of Ophthalmology said articles, and the wording 

has been changed to glitter. 

So it's any type of particle that gets 

between the contact and the eye can scratch it.  

It's not just glitter.  It's particles. 



DR. BELSITO:  Mm-hmm. 

DR. EISENMANN:  It should not be 

specific to glitter. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  So that's an 

edit -- particles that can get between the contact 

lens and the corneal surface? 

DR. BRESLAWEC:  Well, there's a large 

disconnect in the report, where the report is 

suggesting that it's the glitters that are 

causing the problems when in fact it's a particle. 

And there's a whole section that's 

entitled Polyethylene Terephthalate as Glitter, 

which again glitter is, in effect, not 

necessarily a big product itself although there 

are clearly materials that have glitter effects.  

Any particle, whether it's a particle that has 

glitter effects or not, can produce irritation. 

And that's what the studies have 

addressed.  They haven't addressed the specific 

likelihood of polyethylene terephthalate to 

produce irritation. 

DR. EISENMANN:  In the introduction, 

there is still this citation to David Steinberg 



that says that the glitter is creating by chopping 

that leaves jagging that will adhere to the skin 

and hair.  We really don't have any other 

evidence.  This really does not agree with what 

your conclusion is. 

Your conclusion is that safe in this 

statement, and we don't have any data. 

DR. BRESLAWEC:  And it's an anecdotal 

statement. 

DR. SNYDER:  Yes, but I mean I think 

that the discussion -- I mean, we talked 

specifically about it.  We have one paragraph or 

three sentences. 

You know, they reworded a little bit, 

but it says:  The panel addressed the potential 

concerning ocular injury by some glitter products 

composed of these ingredients.  Usage of the eye 

products failed to demonstrate that glitter 

products entered the eye under normal conditions.  

These data, combined with lack of case reports and 

non-regulatory actions, suggest to the panel that 

ocular injury is unlikely. 

So I think it pretty much puts it to 

rest. 



DR. BRESLAWEC:  We don't have a problem 

with that paragraph at all in the discussion.  

The issue is that the rest of the report doesn't 

reflect that sentence.  The rest of the report 

keeps talking about terephthalates as what causes 

the irritation as opposed to particles.. 

And the second issue there is that there 

is some suggestion that potential estrogenic 

activities of impurities are not significant a 

concern. 

If you look at page -- it's the 

impurities section.  The last paragraph talks 

about estrogenic activities demonstrating 

substances stored in these containers.  And 

we're talking about PET containers.  However, 

it's important to note that modified 

terephthalate copolymers do not contain 

phthalates nor leach them with use. 

And what we'd like the panel to address 

is, is this relevant to this report? 

DR. SNYDER:  Again, I think what we do 

is we cast a broad net.  We capture lots of 

information, but the real interpretation of that 

information comes in our summary discussion. 



Again, in the summary, I edited a 

sentence at the end of that second paragraph, 

where the CIR considers that modified 

terephthalate polymers used for cosmetics 

analogous to the polymers in surgical sutures and 

other commercial medical devices made of 

terephthalate polymers. 

Two more sentences, and then I added a 

sentence at the end:  Therefore, it is important 

that the PET-related ingredients in this safety 

assessment are considered by the panel to be 

analogous to those used in medical devices, and 

there are no concerns about impurities or 

estrogenic activity. 

So, again, you put it to rest. 

DR. BELSITO:  But, you know, I think if 

in fact they don't release terephthalates in 

particular, to raise that hot button issue in this 

report, if it's totally irrelevant -- 

DR. BRESLAWEC:  And, again, please, if 

you think it's relevant and you want to address 

it that way, that's fine, but I'm just not sure 

how relevant this one is. 

DR. BELSITO:  Yes, I would agree with 



Halyna.  I would strike it. 

DR. LIEBLER:  Strike the last 

paragraph of impurities? 

DR. EISENMANN:  There are tables of 

information on impurities from beverage bottles. 

MS. BECKER:  The point is do you want 

to not address it all or say you looked at it and 

say there's no problem? 

DR. SNYDER:  Yes.  I think it's -- I 

think that (inaudible), but I think from a 

consumer standpoint it gives you a little -- I 

mean, we don't want to appear that we weren't 

aware of these reports and we weren't aware of 

these reported issues. 

So we did look at them.  We referenced 

them.  But then again, in our summary, we 

concluded that we're not concerned because the 

statement as I read it. 

I mean, I think that's a better approach 

than to just strike things and not deal with it 

because -- 

DR. BRESLAWEC:  Again, I just want to 

bring that up for the panel's consideration.  If 

you believe that that piece of data is relevant, 



then addressing it the way you suggested seems 

reasonable.  If you don't, then it's not worth 

including. 

DR. BELSITO:  Yes.  I mean, I would get 

rid of table 3 and table 4. 

I would say that something to the effect 

that -- all right, then you could even keep table 

4 to show that it's not an issue. 

But, you know, just say that it's 

important to note that modified terephthalate 

copolymers do not contain phthalates nor leach 

with them use.  PET is considered an 

orthophthalate nor does PET require the use of 

phthalates or other softening additives, and just 

reference it, period, amen. 

So, you said, okay, the moniker is 

terephthalates, and you might concerned if they 

contain phthalates, but, P.S., they don't and so 

forget about all those issues. 

MS. BECKER:  Okie-doke. 

DR. LIEBLER:  So your only change then 

under impurities is to delete in paragraph 4 the 

short sentence that says a representative sample 

is provided in table 3? 



DR. BELSITO:  No, I would get rid of the 

paragraph above it, the available data on 

impurities (inaudible) from studies using 

bottles and food containers made of PET and PET 

copolymers. 

DR. LIEBLER:  So you'd take that whole 

paragraph out?  The fourth paragraph under 

impurities? 

DR. BELSITO:  Yes, and then I would get 

rid of estrogenic activity in table 4 and just say 

it's important to note that modified 

terephthalate copolymers do not contain 

phthalates nor do they leach them with use. 

DR. LIEBLER:  So you would take out 

tables 3 and 4? 

DR. BELSITO:  Yes.  Okay.  Anything 

else? 

DR. LIEBLER:  Okay. 

DR. SNYDER:  So that then has to be 

followed with a deletion in the discussion and the 

summary, or representative sections. 

DR. BELSITO:  Mm-hmm. 

DR. SNYDER:  Which means that -- 

DR. BELSITO:  Well, the summary is 



easy.  Get rid of those. 

In the discussion, how much -- we say:  

Panel concluded, data gaps, incidental 

inhalation exposure, ocular injury -- we just 

discussed. 

You just get rid of the last paragraph:  

The available data also demonstrated the 

potential estrogenic activities of impurities 

are not a problem. 

DR. SNYDER:  And we have all that 

bottle stuff on that paragraph -- the available 

data on impurities with PET from the study. 

DR. BELSITO:  You're in the summary. 

DR. SNYDER:  Yes. 

DR. BELSITO:  Well, the summary is easy 

to deal with.  You get rid from the summary what 

we've deleted from the body of the paper. 

DR. SNYDER:  Okay. 

DR. BELSITO:  And then in the 

discussion, I think you just get rid of the 

available data also demonstrated the absence of 

phthalates and obviated any concern regarding 

estrogenic activities, period and amen, if you 

even want to put it in there. 



Probably, again, you'd want to hammer 

it back again -- the fact that these are not 

phthalates -- as people read through them.  So I 

don't have a problem with saying that. 

So, instead of saying the available 

data also demonstrated that potential estrogenic 

activity -- it goes on too long. 

I mean, terephthalates do not contain 

phthalates, and any concerns about estrogenic 

activity are misplaced, or this obviates any 

concern about estrogenic activity or whatever. 

Okay, so we'll just modify that and safe 

as used conclusion. 

Do you have how we decided to modify it, 

or do you want me to type something up here? 

MS. BECKER:  I would prefer you type 

some of it, yes. 

DR. LIEBLER:  Well, what about the 

concerns from council about the characterization 

of polyethylene terephthalate as glitter?  There 

is still content in the report that we talked 

about, but we didn't decide on any edits. 

DR. BRESLAWEC:  There are some very 

specific suggestions from council in one of our 



notes -- memos. 

DR. SNYDER:  Well, I think -- I mean at 

least within the body of the report, it 

substantiates our summary and discussion 

statements concluding there's no issue with that 

regard. 

So I don't know that we -- again, if we 

delete it out of the body, then it comes out of 

the summary and the discussion, and somehow we 

kind of erase the issue that we know maybe of 

concern to consumers. 

And so, I think it's better to talk 

about the potential concerns and then come to some 

conclusion, whether we think it's a safety issue 

or not. 

DR. EISENMANN:  To me, it should be 

addressed that it's not specific to glitter or 

these terephthalates.  It's a particle issue.  

And I'm not sure that comes across anywhere until 

the discussion. 

In the introduction, you know, it talks 

about the concern, and it says relevant data 

reviewed by the panel, but all the relevant data 

were negative.  There aren't any data that show 



eye irritation from products that contain these 

ingredients. 

DR. LIEBLER:  So we're really talking 

about the last paragraph of the introduction. 

DR. EISENMANN:  Correct. 

DR. LIEBLER:  Which is the one issue 

has been raised, which is essentially a personal 

communication -- 

DR. EISENMANN:  Correct. 

DR. LIEBLER:  -- from an individual 

that asserts that there's a potentially serious 

issue. 

DR. EISENMANN:  There's a specific. 

DR. LIEBLER:  Yes. 

DR. EISENMANN:  And I think that's the 

whole -- that it's not a specific.  It's a 

particle issue. 

If you've got other particles in your 

eye, you have a problem too. 

DR. LIEBLER:  Right.  Okay.  So, if we 

were to delete that paragraph -- I don't know if 

that was what was suggested.  I don't have the 

council recommendation in front of me. 

But if we were to delete that paragraph, 



then we come to the section on Panel Book 9, which 

is PDF page 11, which is the 

polyethylene-terephthalate-as-glitter section, 

and you lead with that same assertion. 

DR. EISENMANN:  Right. 

DR. SNYDER:  So, if we go back to the 

beginning of this report and define what we're 

reviewing, what we're considering as what's used 

in cosmetics and limit it to ingredients that are 

used in medical devices and whatever that other 

term was -- I lost my train of thought here -- and 

say that's the ingredient that we're looking at, 

then some of that goes away because we're not 

looking at the ingredient as a glitter or as a -- 

DR. BRESLAWEC:  It could be the 

ingredient could have glitter effects.  There 

are different kinds of glitter made from -- there 

are different kinds of materials that have 

glitter effects.  This is one of them.  But they 

all have different characteristics based on the 

materials they have been made of. 

The glitter is a visual effect.  They 

all have other characteristics.  So we don't want 

to tie down glitter per se. 



The other concern on the 

glitter-as-an-eye-problem issue that's been 

raised is that all of the concerns that are cited 

in the report -- there are a number of anecdotal 

comments that are treated as data on which the -- 

DR. LIEBLER:  Right, that's the issue. 

DR. BRESLAWEC:  That's the issue. 

DR. LIEBLER:  No, I get that.  I'm just 

trying to figure out how to dissect that out and 

leave any other relevant comment about glitter in 

there. 

DR. BRESLAWEC:  The panel examined the 

potential of PET to cause eye irritation. 

DR. LIEBLER:  So let me ask about this 

1985 -- 

DR. BRESLAWEC:  -- apart from -- you 

know. 

DR. SNYDER:  Well, I mean, we did.  

There are no reports of adverse reaction -- blah, 

blah, blah. 

I mean, that's data that we -- 

DR. BRESLAWEC:  That's right. 

DR. SNYDER:  That's real data that we 

did consider. 



DR. BRESLAWEC:  But what the report has 

is it's citing an ophthalmologist's opinion based 

on personal communication, an individual's 

letter.  You know, no matter how qualified these 

individuals are, this is like, at best, this 

report is not really data.  That's our concern 

here. 

DR. LIEBLER:  No, I agree.  It comes 

off as speculation. 

DR. BRESLAWEC:  Yes. 

DR. LIEBLER:  I do have a specific 

question about the 1985 FDA Class II recall of a 

glitter makeup product.  Did this contain 

terephthalates. 

MS. BECKER:  We did not know it 

was -- oh, go ahead. 

DR. KATZ:  What year? 

DR. LIEBLER:  Nineteen eighty-five. 

DR. KATZ:  I don't know.  I'd have to 

go back to check. 

DR. LIEBLER:  Back when you were in 

junior high.  But, anyway. 

DR. KATZ:  It was really before my time 

at the FDA.  So I really don't know. 



DR. LIEBLER:  Okay.  Because I'm 

wondering how much of that section on PDF 11, the 

polyethylene- terephthalate-as-glitter 

section -- how much of that to slice out. 

DR. BRESLAWEC:  Our suggestion is all 

of it. 

MS. BECKER:  Just to inform you, from 

reading it, it was not made clear whether that was 

cosmetic-grade glitter or craft glitter. 

DR. LIEBLER:  I see. 

MS. BECKER:  It was just glitter that 

came with a costume with no instructions on where 

it was to be applied, and they had problems with 

it. 

DR. LIEBLER:  Oh, okay.  I see. 

MS. BECKER:  The point is that is the 

only problem FDA has ever documented. 

DR. LIEBLER:  So, if you sliced out 

that, if we sliced out that whole section, we're 

still left with that last piece on the top of PDF 

page 12, which is the American Academy of 

Ophthalmology states that glitter eye makeup is 

a common cause of corneal irritation.  Is that 

true?  Is there a statement? 



DR. EISENMANN:  The statement reads 

that glitter eye makeup is a common cause of 

corneal irritation and can cause -- no, I'm 

reading the wrong one.  I'm reading what's in it. 

Glittery makeup -- be careful of 

glittery eye makeup getting into the eye as this 

is a common cause of corneal irritation and can 

cause redness of the eye.  If particles get 

between the contact lens and corneal surface, 

they can cornea and may lead to infection. 

DR. BRESLAWEC:  So all we're asking is 

to properly cite the American Academy of 

Ophthalmology.  It's in one of our comments. 

DR. LIEBLER:  So, if we use -- 

DR. SNYDER:  But where are you asking 

that to go?  Where do you want that inserted? 

DR. BRESLAWEC:  Instead of where it 

says the American Academy of Ophthalmology states 

that glitter eye makeup is a common cause of 

corneal irritation. 

DR. EISENMANN:  Or, you could even use 

this in the introduction, that the issue is 

particles, that you recognize that there's an 

issue with particles in the eye and quote them 



instead.  You know, that you've looked at data 

that address this issue. 

DR. BRESLAWEC:  Again, we have no 

problem with accurately quoting the American 

Academy of Ophthalmology. 

DR. LIEBLER:  So I'm just trying to 

figure out how to do this in terms of our edits. 

Why don't we take that correctly quoted 

American Academy of Ophthalmology couple of 

sentences and put that at the end of the 

introduction in place of the anecdotal report 

that begins with one issue has been raised, which 

would be on PDF page 8? 

So, at the end of the introduction, the 

last paragraph:  One issue has been 

raised -- just replace that with the American 

Academy of Ophthalmology -- blah, blah, blah. 

And then back on Panel Book -- or, on 

PDF pages 11 and 12, we cut out that whole section 

on polyethylene terephthalate as glitter, and 

then we're covered. 

DR. BRESLAWEC:  In the summary, you'd 

take out that last paragraph as well? 

DR. LIEBLER:  Yes, the one has been 



raised because all the data we have are negative 

for that.  We had those studies in Wave 2 which 

really, as far as I was concerned, nailed it. 

DR. BELSITO:  Anything else?  Okay.  

Do we have time for tromethamine? 

DR. LIEBLER:  We always have time for 

TRIS. 

DR. BELSITO:  Okay.  So I guess -- 

DR. SNYDER:  Excuse me.  This is a 

tentative -- where are we at on this one?  Draft? 

DR. BRESLAWEC:  This is first review, 

I think. 

MS. BECKER:  Tromethamine. 

DR. BELSITO:  Tromethamine.  Paul was 

asking about terephthalates for the final. 

MS. BECKER:  This is final. 

DR. SNYDER:  So these are 

nonsubstantive changes, correct? 

DR. BELSITO:  They're pretty -- I mean, 

they're editorial. 

DR. LIEBLER:  Yes. 

DR. BELSITO:  They don't change our 

conclusion.  Do you want to see it again? 

DR. SNYDER:  No, I'm just asking. 



DR. BELSITO:  Okay.  So, 

tromethamine. 

DR. LIEBLER:  Hang on just a second.  

For the terephthalates, did you get the changes 

we just talked about? 

DR. BELSITO:  They should. 

MS. BECKER:  Yes, I've got -- 

DR. LIEBLER:  Do I need to mark them on 

my copy? 

MS. BECKER:  Mark at least where they 

should go, please, yes. 

DR. LIEBLER:  All right, I'm doing that 

right now.  So give me a moment before we get to 

tromethamine. 

DR. BELSITO:  I am going to have to 

email you my changes because I already gave -- 

MS. BECKER:  Kevin your -- 

DR. BELSITO:  Yes, my -- 

MS. BECKER:  That's fine.  We can do 

that.  I've got Kevin's email. 

(Pause)  

DR. LIEBLER:  Okay, got it. 

MS. BECKER:  Thank you. 

DR. LIEBLER:  Now go into 



tromethamine. 

DR. BELSITO:  I have to send Kevin my 

changes.   

MS. BECKER:  Yes. 

DR. BELSITO:  Okay.  So, 

tromethamine.  This is another first for us, and 

the first thing we're being asked is whether it 

was appropriate to look at data on amino 

ethylpropanediol and amino methylpropanediol to 

support safety. 

So I guess I would ask Dan and Paul their 

comments on this. 

DR. LIEBLER:  Yes.  So, in short, yes, 

I agree with the substitution of these two for the 

other one. 

And particularly, the other one was 

particularly bad because there was not an alkyl 

group at the carbon that has the amine, and so the 

amine can undergo chemistry that gives rise to a 

whole bunch of other products that wouldn't 

happen with tromethamine. 

So I think the other compound -- I don't 

remember the name of it, but the structure -- the 

carbon that had the amine just had a hydrogen on 



it.  So that was a problem for me in terms of a 

valid analog. 

So AMPD and AEPD strike me as very 

reasonable.  And this is the report that had the 

funky floating labeling. 

MS. BURNETT:  Font. 

DR. LIEBLER:  Well, funky font.  I 

think George Clinton cut that in 1975 -- funky 

font. 

(Laughter)  

DR. BELSITO:  So just looking at this 

report and even allowing for the use of data on 

other chemicals to support safety, I was a little 

concerned about the lack of sensitization data 

that we have for use of this up to 4 percent. 

And I know that amino ethylpropanediol 

was negative at 10 percent, but tromethamine has 

two hydroxyl groups on it.  So I think it's 

potentially more reactive, and I'm not sure that 

you can predict -- Dan, correct me if I'm 

wrong -- predict the sensitization based upon the 

others where you have only one hydroxyl and then 

you have methyl groups that could be interfering 

with the stochiometric cooking-up of this 



molecule with a protein carrier. 

So I just thought it's the first time 

we're looking at it.  You know, can't we get some 

data at 4 percent? 

That was my only comment.  Dan, what do 

you think of that?  Total dumbness? 

DR. LIEBLER:  No, not total dumbness, 

but I don't -- I mean, I think that if you're 

concerned -- I don't think there's a chemical 

reason to be concerned, really.  But if we've got 

nothing on tromethamine, it would be great to have 

something on it. 

I mean, having the data on these other 

two compounds is great in a supporting role, but 

if you had some sense -- you're looking for 

sensitization or irritation at that highest 

concentration of use. 

DR. BELSITO:  Sensitization, yes. 

DR. SNYDER:  So we have up to 4 percent 

on tromethane, but we have no data on 

tromethamine. 

DR. BELSITO:  Right. 

DR. SNYDER:  Okay. 

DR. LIEBLER:  Right.  Yes.  Okay, and 



that's not a valid substitute. 

DR. BELSITO:  And all we have is really 

irritation data.  We have no sensitization data. 

DR. BRESLAWEC:  Irritation data. 

DR. BELSITO:  What? 

DR. BRESLAWEC:  Never mind. 

DR. BELSITO:  And, again, it's the 

first time we're looking at it.  I think it would 

be nice. 

My other comments really were since I 

won't be here tomorrow, if you guys do decide to 

go safe as used, we need the same type of language 

that they have on page 10 of the report about the 

regulation under Europe Annex 3 with nitrosamine 

content. 

And then everything else was just -- it 

looks like really just things like, do you mean 

cellulites or cellulitis?  Acidemia, not 

academia? 

(Laughter)  

DR. LIEBLER:  I thought that was an 

impurity.  It gave me a good laugh. 

I do have a more serious point about 

this that I think throughout the report is 



important.  Under impurities, you indicate that 

when tromethamine is heated at decomposition it 

emits toxic fumes.  Totally irrelevant, I mean.  

So I don't think that needs to be there. 

But there must be specifications for 

the material that's used to correct acidosis when 

administered to people. 

And then there's, of course, enormous 

use of this material as a buffer in biochemistry 

and chemistry as TRIS. 

So the question I would have is, what 

are the differences between the specs for the 

cosmetic ingredient and reagent grade TRIS, for 

example, that you'd buy from like Sigma or the 

material that's infused to correct acidosis? 

So that information must be available 

from industry. 

And then, when you describe the 

studies, particularly the in vitro studies but 

even some of the in vivo studies, where 

tromethamine is present in the cells, for 

example, the effects could be quite different 

depending on whether the free base is used or 

whether a salt was used, like a hydrochloride or 



so forth.  It isn't clear from the descriptions 

that you paraphrase from the cited work whether 

or not that's even known or whether it was 

described in the paper. 

If you add the free base, you're going 

to, you know, make the -- unless the system that 

was studied is well buffered, you're going to 

raise the pH and the effects could be just due to 

pH changes.  And if you add the salt, it's less 

likely that that's going to happen. 

And then the in vivo study mostly 

referred to controlling the pH of the blood when 

the material was added. 

It's very important that all of the 

citations are as specific as possible about the 

chemical form of tromethamine that was used. 

DR. BELSITO:  Okay.  Have you made 

notes about these? 

DR. LIEBLER:  Yes, I flagged them all.  

I flagged them several places. 

DR. BELSITO:  Okay.  Any other 

comments? 

DR. SNYDER:  So we're going to go 

insufficient for sensitization data. 



DR. BELSITO:  At concentration of use.  

See what they say -- the other team. 

DR. SNYDER:  What specific ingredient? 

DR. BELSITO:  It's only one 

ingredient -- tromethamine. 

DR. SNYDER:  Tromethamine, okay. 

DR. EISENMANN:  Concentration -- 

DR. BRESLAWEC:  Concentration of use.  

I think you mean impurity data. 

DR. BELSITO:  No, sensitization at 4 

percent. 

DR. BRESLAWEC:  Oh, at concentration 

of use. 

DR. BELSITO:  At concentration of use, 

yes. 

DR. EISENMANN:  Well, you know, you've 

already reviewed AMPD. 

DR. BELSITO:  Yes, I know. 

DR. EISENMANN:  AEPD is in the 

dictionary.  I mean, I don't have -- it doesn't 

have any uses as far as I'm aware, but it is in 

the dictionary. 

DR. SNYDER:  Okay. 

DR. EISENMANN:  What I'm saying is -- 



DR. LIEBLER:  So an analog is in the 

dictionary. 

DR. EISENMANN:  Yes.  If you're 

putting the data in this report, if you want to 

put the ingredient in the report, that's the 

question. 

DR. BELSITO:  Sure. 

DR. LIEBLER:  Oh, I see. 

DR. BELSITO:  If the ingredient is in 

the dictionary, even if it has no uses, if we have 

data on it, put it in the report. 

DR. EISENMANN:  Right, and if you're 

reviewing it in this group. 

DR. BELSITO:  Yes.  Fine. 

DR. LIEBLER:  So we're adding? 

DR. SNYDER:  We agreed.  We already 

agreed to add those two -- AMPD and AEPD. 

DR. BELSITO:  No, we agreed to use the 

data -- 

DR. SNYDER:  Data. 

DR. BELSITO:  -- to say safe. 

DR. LIEBLER:  So now we're adding 

which? 

MS. BECKER:  AMPD has been reviewed.  



So are you're talking about AEPD too? 

DR. EISENMANN:  It's in the 

dictionary. 

DR. BELSITO:  If it's in dictionary, 

add it. 

MS. BECKER:  You want to add it here, 

or should we add it with AMPD, or do you want all 

three together? 

DR. EISENMANN:  Well, if you're 

reviewing the data on all three, probably all 

three should be in there. 

DR. BELSITO:  Yes.  Fine.  You're 

looking -- what is it called, Halyna? 

MS. BECKER:  No. 

DR. BELSITO:  Okay. 

MS. BECKER:  It's processing. 

DR. BELSITO:  Okay.  Any other 

comments?  Carol? 

DR. LIEBLER:  And insufficient for 

impurities right now, or get the impurities? 

DR. BELSITO:  Insufficient for 

impurities and sensitization in concentration of 

use. 

Okay.  I know it's a few minutes after 



our scheduled lunchtime, but we have only two more 

ingredients that I feel we don't need to reopen 

and would be quick discussions, and then everyone 

can go about their day.  So, why don't we proceed? 

HC Orange No. 1 is a re-review.  We 

looked at it in 1998 -- safe as used up to 3 

percent.  The uses have decreased.  The 

concentration is from 0.15 to 0.55, so well below 

the 3 percent that we determined was safe.  And 

there was no real new safety issues raised by it.  

So I didn't think we really needed to reopen it. 

DR. LIEBLER:  I agree. 

DR. BELSITO:  Paul? 

DR. SNYDER:  I agree. 

DR. BELSITO:  Fine.  Any other 

comments?  And then the last is HC Yellow No. 4, 

which we also did in 1998 -- safe as used.  Most 

of the new available data really continue to show 

safety with a maximum concentration of 1.5 

percent, but it does have sensitizing potential, 

but we deal with that in terms of our caveat. 

And then the only issue that Alan 

brought to my attention is the secondary amine and 

possibly nitrosated and should be combined with 



nitrosating substances. 

Now we did not address that issue in the 

original safety report.  But do we need to reopen 

because that's always been a discussion point? 

You know, we could actually put that 

into -- I mean, we always do make a little report 

that we've decided to reopen.  We can always put 

that little caveat into discussion of the 

do-not-reopen. 

DR. LIEBLER:  Sure, I agree. 

DR. BELSITO:  Any other comments?  

Okay. 

DR. LIEBLER:  I mean, mechanistically, 

this doesn't fit the mechanism of decomposition 

of an in-nitrosis secondary amine very well 

because it's an arylalkylamine amine. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  I'm not saying that it 

couldn't do something, but it doesn't fit the 

structure that decomposes in the way like 

dimethylnitrosamine would, for example -- DM 

nitrose. 

Okay. 

DR. BELSITO:  We're done. 



MS. BECKER:  Whatever that you want me 

to put in the discussion, write it down, please. 

DR. LIEBLER:  You can leave it as it is. 

MS. BECKER:  Well, I've got to write 

the little paragraph of the study to publish. 

DR. BELSITO:  Enjoy your afternoon. 

(Whereupon, at 12:08 p.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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