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P R O C E E D I N G S  

(8:27 a.m.)  

DR. BERGFELD:  Well, good morning, 

everyone and welcome to the 125th CIR meeting.  As 

all of you know, we had a team meeting yesterday 

and at that time some lengthy discussion and 

presentations involved around infant skin and the 

hair dye self-patch testing that Alan's going to 

further enlarge, but specifically we had 13 

ingredients to review.  And I want to take this 

time to thank a few people and that's certainly 

the support team at CIR for the documents, which 

continue to be wonderful, and also the CIR Science 

and Support Committee that's part of the Council 

for being more involved with us and being more 

critical of the documents. 

The changes in the documents are 

proceeding and one thing that was noted this time 

was that they are shorter and there are increased 

numbers of descriptive tables.  Also in many of 

them, they had ingredient chemical profiles that 

led before the document itself, giving us an idea 

when so many ingredients are in a document, where 

the information was.  That's exceedingly helpful.  



And we discussed also yesterday the read-across 

support of various ingredients in a document and 

will plan to continue to have the read-across 

description explanations in the discussion of how 

we weighed our information. 

So that's in a nutshell what we did 

yesterday.  It was a very interesting day.  So 

we'll move on to the minutes of September, and I'd 

like to have a motion to approve or a discussion 

to edit. 

DR. BELSITO:  So moved. 

DR. BERGFELD:  Is there a second? 

DR. KLAASSEN:  Second. 

DR. BERGFELD:  Any further discussion?  

Seeing none I'll call for a vote.  All those in 

favor, please indicate by raising your hand.  

Thank you.  Now Alan's going to give us the 

Director's Report. 

DR. ANDERSEN:  Consistent with my raspy 

voice, I will try to be brief this morning.  The 

accomplishments for 2012 that the CIR Expert 

Panel was able to accomplish have been simply 

stellar.  At the end of this meeting, we will have 

issued safety assessments that will have 



addressed 471 ingredients.  Nicely done, folks.  

Thank you. 

DR. BERGFELD:  How does that compare to 

other years? 

DR. ANDERSEN:  Last year we did around 

500, but if you go back to five years ago, the 

number was 100 or less.  We have really with the 

additional staff, with the improvements in our 

internal efficiency, and the hard work of the 

Panel, taken this up a significant notch.  So 

thank you, and let's keep up the good work.. 

Where it at least for me -- you can each 

make your own judgments -- has the most 

significant impact is that of the estimated 6,500 

ingredients that are actually in use -- and the 

dictionary has a lot more, but the ingredients 

that are actually used -- we are now over 3,000 

in what we've reviewed.  And it wasn't that many 

years ago when rather than 50 percent of what's 

out there, we were at 25 percent of what's out 

there.  So it feels like a much better position.  

It will feel even better when we're at 75 percent.  

So don't slack off. 

DR. BERGFELD:  Doomsday. 



DR. ANDERSEN:  But you can trust that 

the entrepreneurship of suppliers will continue 

and more ingredients will be developed and become 

used so that if you think your task is to get to 

6,500, forget about it.  It's a moving target and 

it's not a job that's going to be finished anytime 

soon. 

The other thing I want to report on is 

that work is ongoing on improving the 

functionality of the Website.  It's clearly 

something that needs done.  The good news is we've 

completed an audit of the structure and the parts 

of the Website that are currently up and 

functional, and we've gotten very good marks on 

that part of it.  So the approach, the inherent 

structure, all of that is in great shape, but we 

do need to add to it primarily so that ingredient 

searching is dramatically improved.  So that's 

the next step, and I think that's within reach.  

It's required -- Lillian and I -- to begin to 

understand a lot more about database functioning 

than maybe we had planned on doing in our careers, 

but it's an investment worth making and some days 

it's actually fun.  Other days it isn't. 



So I think that's all I need to report 

on, and I'll talk about baby skin when we get to 

it later in the agenda unless you want me to wrap 

it up now and check that off. 

DR. BERGFELD:  Why not? 

DR. ANDERSEN:  Well, let's do that.  

Yesterday Dr.  Ivan Boyer reviewed the 

information that he's pulled together on infant 

skin from the standpoint of both penetration and 

metabolic differences that may or may not exist 

as a function of zero to six months, six months 

to 12 months, et cetera.  That information is 

going to be supplemented by input from any 

interested party, and I primarily expect the 

interested party in this case to be the Personal 

Care Products Council and its Science and Support 

Committee, and that input would be great to have 

and we'll expect that. 

The other change that we're going to 

make is to add the information that Dr. Slaga 

suggested on carcinogenicity and that will 

further expand it and then bring it back to the 

Panel for you to take another look at.  What we 

see this as is another resource document to which 



you can make reference anytime that there's a need 

to do it.  So as with your safety assessments of 

hair dyes where you don't want to have to repeat 

the epidemiology review each time, the 

epidemiology review is a resource that you can 

cite and not have to repeat.  This would be the 

same kind of resource; ditto with the inhalation 

toxicity questions.  It's been great to have a 

resource document to which reference can be made 

and you just don't have to repeat yourselves in 

each publication.  That also makes it easier on 

us when The Journal editor yells at us for 

repeating stuff article after article after 

article.  And Dr. Bergfeld and I were talking 

earlier.  We don't yet have a name for what this 

kind of document is, so if anybody has a 

suggestion -- we've rejected "white paper" -- but 

for whatever reason it would be useful to have a 

generic title for these.  I don't think it's a 

contest, but if you come up with something good, 

we'd certainly appreciate it. 

DR. BERGFELD:  I'd like to make a 

comment regarding these resource documents.  I 

think that we should have some type of rotation 



to revisit them and update them and that be 

calendarized when we get them established as 

you've described. 

DR. ANDERSEN:  Okay.  I'm thinking that 

the hair dye epidemiology may be a special case 

dependent on what new studies have been published.  

So I would think of that as on an as-needed basis, 

but at least we should ask the question 

annually -- have any new studies been 

published? -- and make a decision on that basis.  

What's the other one? 

DR. MARKS:  Inhalation. 

DR. BERGFELD:  Inhalation. 

DR. ANDERSEN:  Oh, inhalation and 

toxicity.  That's even tougher because there's 

not a lot of information that comes out on a 

regular basis about particle size and whether 

it's respirable.  So it's -- Dan? 

DR. LIEBLER:  I actually like what Wilma 

just said.  I think the term "resource document" 

is perfectly appropriate.  These documents are 

all a little bit different.  If we make the term 

too specific, then it's not going to fit something.  

So "resource document" gets my vote. 



DR. ANDERSEN:  I think there's no reason 

we can't make the commitment to at least ask the 

question annually.  Is it time to update these 

resource documents? 

DR. BERGFELD:  Good. 

DR. ANDERSEN:  And if the answer is no, 

so be it, but at least we'll have the opportunity. 

DR. BERGFELD:  I think it looks good to 

us to do that because it keeps us abreast of 

changes that we might not be looking at unless 

they were right in our face. 

So I think at this time we'll go on to 

the final reports and hear the remarks of the team 

leaders.  And the first one is tin with Dr. Marks. 

DR. MARKS:  I move that we issue a final 

report on tin (IV) oxide with a conclusion that 

it's safe in the present practice of use and 

concentration described in this safety report. 

DR. BELSITO:  Second. 

DR. BERGFELD:  So seconded.  Any 

discussion regarding this document?  Don? 

DR. BELSITO:  In the abstract we have 

to get rid of chlorphenesin and put in tin oxide. 

DR. BERGFELD:  Good catch.  I'll call 



for the vote then.  All those in favor, please 

indicate by raising your hand.  Unanimous.  Thank 

you. 

Going on to the second, this is a final 

report on PEGylated oils.  Dr. Belsito? 

DR. BELSITO:  Yes, so we previously 

issued a safe as used conclusion on the whole list 

of PEGylated oil ingredients in their present 

practice of use and concentration in cosmetics 

when formulated to be nonirritating.  That was 

superseding an earlier conclusion of 1997, and I 

would go forward with that. 

DR. MARKS:  Second. 

DR. BERGFELD:  Second.  Any further 

discussion?  And the minor edits will be taken up 

by the staff.  Seeing none called to question, all 

those in favor of this document?  Thank you.  

Unanimous. 

Then moving on to reports advancing to 

the next level, the first one in that group is 

nylon by Dr. Marks. 

DR. MARKS:  At the June meeting this 

year, the Panel issued an insufficient data 

announcement.  Those data needs our team feel have 



been met and, therefore, we would move that a 

tentative report on nylon be issued with a safe 

as used conclusion. 

DR. BERGFELD:  And that's a motion. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any further discussion? 

DR. BELSITO:  Just that in the 

discussion we would point out that if there were 

any unreactive monomer, we would have expected to 

see some things in the HRIPT at 35 percent and 

there was nothing, and then the usual inhalation 

boilerplate. 

DR. BERGFELD:  Any other comments?  

Seeing none called to question, all those in favor 

raise your hand.  Unanimous.  Thank you. 

Moving on to a green document, the 

source amino acids.  Dr. Belsito? 

DR. BELSITO:  Yes, this is a new 

document for us.  We thought that we could bring 

in a lot of the dermal sensitization and 

irritation from the alpha amino acid document 

because there really wasn't much there.  We had 

some minor editing that Paul did, nothing 

substantive really, and we would go ahead with a 



conclusion of safe as used, using pretty much the 

boilerplate that we had for the alpha amino acids, 

particularly in regards to the issues of PKU and 

glutamate sensitive populations. 

DR. BERGFELD:  Motion? 

DR. MARKS:  We have a little different 

take on it.  We agree that the source proteins are 

safe, however, we -- or amino acids.  We also 

thought the source proteins were safe, too, the 

hydrolyzed source proteins, but we would combine 

the two reports actually as our team's suggestion.  

And we also thought in the title "source amino 

acids or hydrolyzed source proteins" that somehow 

"source" didn't ring well with us.  So we would 

prefer to perhaps use "plant- and animal-derived 

amino acids and hydrolyzed proteins" since we 

thought "source" was rather ambiguous even though 

it's obvious within the report what we're talking 

about. 

DR. BERGFELD:  So you've made two 

suggestions, one the title of the document and two, 

combining -- 

DR. MARKS:  Combine the two and both 

would -- the combined document would also be safe. 



DR. BERGFELD:  Don? 

DR. BELSITO:  Well, I don't have a 

problem with the name change in the document.  Our 

team was a little bit concerned about the 

hydrolyzed source proteins, not understanding 

the various endopeptides and knowing that 

endopeptides can have biologic activity.  In the 

report there was mention of hydrolyzed soy 

protein having some effect on ACE inhibition.  Dan 

actually looked at that report and thought it was 

rather flimsy.  But I think the fact remains that, 

at least for me and I'll let the rest of my team 

comment, I don't know what we're reviewing.  When 

we're reviewing a hydrolyzed source protein, I 

don't know what kinds of endopeptides exist to the 

way they're cleaved.  And we had actually come to 

the conclusion that as a start we would like to 

break out wheat and get a good sense of what 

they're talking about with hydrolyzed wheat 

protein, how long are the oligopeptides, et 

cetera.  So at least from where our team was 

yesterday, I think we would all disagree with 

combining the reports, but I'll let them comment.  

Come on, guys! 



DR. BERGFELD:  You are speaking about 

two different ingredient packages here.  You're 

talking about the source amino acids and the 

source proteins. 

DR. BELSITO:  Right, but their comment 

was to combine them, and I'm saying where we were 

yesterday, we couldn't do that unless we were to 

go insufficient for both, and we're not prepared 

to go insufficient for the hydrolyzed or the 

source amino acids.  It's simply the hydrolyzed 

proteins. 

DR. MARKS:  Our team thought it would 

be much more exciting to set a precedent and 

combine two ingredient reports at this meeting, 

but I'll also let our team members address your 

concerns, Don, in a minute.  We'll hear from your 

team. 

DR. LIEBLER:  So I actually have no 

problem with combining the reports nor do I have 

a problem with the name change.  I also actually 

think with this hydrolyzed source proteins, we're 

going to come out safe as used.  But I think that 

the characterization that we have in the draft 

report at this point is inadequate.  There is the 



issue of potential bio activity with some of the 

peptides.  I personally think that's going to be 

unlikely to be significant because I think even 

if there are peptides of a particular sequence 

that might correspond to bio active peptides, 

there's a big absorption issue that's going to 

limit their effectiveness. 

So I guess I have no objection to 

combining the reports.  I still would like to 

flesh out the data along the lines that Don 

suggested for the hydrolyzed source proteins, if 

for no other reason than appropriate due 

diligence by this Panel. 

DR. BERGFELD:  Ron? 

DR. SHANK:  We felt that the peptides 

would not likely be absorbed at an appreciable 

extent across skin.  So there may be biologically 

active peptides in the hydrolysates, but they 

would not pass the stratum corneum. 

DR. BERGFELD:  Ron Hill? 

DR. HILL:  I think in that regard the 

only unresolved issue is if they were used in an 

inhalation-type delivery vehicle, then that 

might be.  The rationale on combining 



additionally was that we didn't have firm 

information in the source amino acids document 

that there weren't small peptides.  In other words, 

I don't think there was anything in there 

indicating with great assurance that it was 

always hydrolyzed down to strictly amino acids 

with no small peptides there as impurities.  I 

guess if we had that information and essentially 

there were no small peptides, then I guess I could 

see a rationale for separating them.  But we're 

talking about amino acid mixtures coming from 

these sources and that was part of the discussion 

we had yesterday. 

DR. BERGFELD:  Paul? 

DR. SNYDER:  I guess the issue that 

we're -- we were not concerned about any specific 

toxicities.  We were just not quite clear on what 

we were evaluating with the source proteins 

because they come from yeast, from honey, from 

animals, from fish, plants, and the methodologies 

and what was actually within those.  But there was 

a bar graph that stated the size of the peptides, 

but as Dan indicated, some of the differences of 

the bars were only nine amino acids.  And so we 



just kind of wanted to step back a little bit, not 

speaking specifically to the source proteins, to 

get a better and clearer indication of exactly 

what we were evaluating and what methodologies 

were used and what were the potential for 

contaminants and impurities.  Because they do 

cover the whole spectrum of different sources as 

opposed to amino acids, which was a pretty clear 

and clean, straightforward, evaluation. 

DR. BERGFELD:  Any other -- Halyna? 

DR. BRESLAWEC:  Dr. Bergfeld, it seems 

to me the kinds of questions that you're asking 

about the safety of these two groups are little 

different.  In that sense separating out their 

safety assessment may be prudent. 

DR. BERGFELD:  Curt, can you comment on 

that? 

DR. KLAASSEN:  Well, I think we have 

more assurance of the source amino acids, that 

they're definitely much smaller than the others.  

If it's all down to one amino acid or not, I don't 

think we know.  I guess overall having a little 

bit more information on what these products 

really are in the various sizes of the amino acid 



complex.  Are there di- and tripeptides in the 

so-called amino acid mix, and then in the peptide 

mix, that should be relatively easy information 

to obtain.  At least it'd be nice to have that and 

know how similar or how different these compounds 

are.  Further chemical analysis would increase 

the quality of the documents. 

DR. BERGFELD:  Any other comments?  Tom, 

Ron, Ron? 

DR. HILL:  I'd be okay with keeping them 

separate. 

DR. BERGFELD:  So we have a motion, but 

not a second.  And we have a couple of things on 

the table and that is the change of name, which 

I think is agreeable by all, but whether to 

combine or to leave these separate documents and 

whether there'd be lack of important information 

relative to characterization of these proteins.  

Dan? 

DR. LIEBLER:  So I think I understand 

Halyna's point, but I think that the other way to 

look at this is these are basically ingredients 

that are generated by a common process and the 

only difference is the degree to which the 



hydrolysis reaction is taken.  But all of the 

other issues are pretty much the same, and I 

actually think the issue of a composition of the 

hydrolyzed source proteins is not going to end up 

being a real problem for us in part 

because -- mainly because of lack of absorption.  

But I do think it's important for us to have better 

characterization of these in the report. 

So I'm fine with combining these.  I 

think that makes perfect sense.  Most of the 

issues are going to be the same.  So that's where 

I just want to be clear on that.  I would be happy 

with combining these, but I still think we need 

to get the extra data. 

DR. BERGFELD:  Don, do you want to make 

another motion? 

DR. BELSITO:  No. 

DR. BERGFELD:  No. 

DR. MARKS:  Do you want to withdraw your 

motion? 

DR. BELSITO:  I mean I think we can vote 

on my motion, and my motion was to keep them 

separate and to go with safe as used on the 

plant- and animal-derived amino acids.  And if 



that gets voted down, then you can vote on your 

motion. 

DR. BERGFELD:  There's no motion other 

than that one on the table. 

DR. BELSITO:  Right, but if it gets 

voted down, then someone else can make another 

motion, correct? 

DR. BERGFELD:  Okay. 

DR. HILL:  There's no second.. 

DR. BERGFELD:  There's no second on your 

motion so we aren't moving forward. 

DR. SNYDER:  Second. 

DR. BERGFELD:  You're seconding it, all 

right.  Any other discussion or comment?  I will 

call for the vote.  All those -- the motion, you 

want to restate it? 

DR. BELSITO:  The motion is to go safe 

as used with the source amino acids, using the 

same type of language we used for the alpha amino 

acids. 

DR. BERGFELD:  All right.  All those in 

favor?  Three.  Opposed?  It's opposed.  I'd like 

to have another motion. 

DR. MARKS:  I move that we combine the 



two reports on plant- and animal-derived amino 

acids and hydrolyzed source proteins and 

ultimately we expect will be a safe conclusion, 

but we want better characterization of the 

ingredients, particularly the hydrolyzed 

proteins. 

DR. BERGFELD:  Would you add the wheat 

request that was made by the Belsito Team? 

DR. MARKS:  Well, that could come under 

the -- oh, that was to delete it or not.  That can 

be dealt with.  We felt it could be dealt with in 

the discussion.  We were not going to delete that 

ingredient, but that's okay. 

DR. BERGFELD:  That wasn't a deletion. 

DR. LIEBLER:  It wasn't about deleting 

an ingredient. 

DR. BELSITO:  No, it was separating it 

out and looking at specifically wheat first, but 

that's okay. 

DR. LIEBLER:  It's the biggest use one.  

It is a case in point rather than doing a complete 

drill-down on all the composition of all of them.  

It would probably serve the purpose that Don 

originally articulated, and that's why I didn't 



think that's a good idea.. 

DR. BERGFELD:  So a motion's been made.  

Is there a second? 

DR. SHANK:  Second. 

DR. BERGFELD:  Second.  Any comments? 

DR. BELSITO:  So I'm not sure what the 

motion is. 

DR. BERGFELD:  Will you restate the 

motion? 

DR. BELSITO:  Are you saying that -- 

DR. MARKS:  It's combining these two. 

DR. BERGFELD:  Combining. 

DR. BELSITO:  Combining safe as used or 

combining insufficient for composition of 

specifically wheat? 

DR. SHANK:  The latter. 

DR. MARKS:  The latter. 

DR. BERGFELD:  Ron Hill, are you making 

a comment?  If you'll speak into the mic. 

DR. HILL:  I'm sorry.  No, I'm thinking 

out loud.  I apologize. 

DR. BERGFELD:  You're mumbling, okay.  

So we have a motion to combine and to characterize 

and go insufficient.  Is that correct?  All right.  



I call for the vote.  All those in favor, please 

indicate by raising your hand.  Unanimous.  So we 

have combined these two documents, and we will 

move ahead to Dr. Belsito's presentation on 

6-hydroxyindole. 

DR. BELSITO:  Yes, again the first time 

we're looking at this report.  Things seem to be 

in order, and our team felt we could go ahead with 

a safe as used conclusion. 

DR. MARKS:  Second for this tentative 

report. 

DR. BERGFELD:  Any comments? 

DR. BELSITO:  Yes, I think the 

discussion has to strongly point out that we're 

a little bit concerned about photosensitization 

that was absorbed at 5 percent, but at 2 percent 

it wasn't.  And so it's not an issue at the 

concentration of use. 

The only other thing that our team 

discussed was that we seem to take the risk 

assessment intact from the SCC report, and we 

discussed whether the NOEL was 60 milligrams or 

50 milligrams because of a report of an effect of 

50 milligrams.  Paul thought it was just some 



effect on osseous development, right Paul?  And 

that most developmental toxicologists do not 

really feel that's much of an adverse event.  Am 

I quoting you correctly? 

DR. SNYDER:  Basically that's correct.  

So we couldn't figure out why they used the 60 

milligrams instead of 50 milligrams in 

calculation for the margin of safety.  And so I 

just indicated that many individuals don't 

consider the decreased ossification centers to be 

an adverse finding.  And so that may be why they 

didn't choose to use that NOEL in line with the 

60 milligram NOEL in the other study, but we could 

get the documentation to support what they did and 

why they decided on that particular thing.  But 

irrespective, it's going to remain essentially 

the same. 

DR. BELSITO:  Right. 

DR. BERGFELD:  Any other comments?  So 

the motion's been made and seconded to go safe 

with these various changes.  I'll call for the 

vote.  All those in favor?  Unanimous. 

Moving ahead to Dr. Marks' presentation 

on hypericum perforatum. 



DR. MARKS:  In June of this year the 

Panel decided to reopen the safety assessment of 

hypericum perforatum or St.  John's wort.  There 

were a number of insufficient data needs that were 

outlined in 2001's report.  Our team felt that 

these were met and that we could move forward with 

a tentative amended report with a conclusion of 

safe.  There were add-ons that were suggested to 

the original ingredient, and we felt that all the 

add-ons, other than the callus culture extract, 

could be included in this reopened document.  So 

I move that we issue a tentative amended report 

with a safe conclusion and with the added 

ingredients except for callus culture extract. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Any other comments?  Don? 

DR. BELSITO:  Again in the discussion, 

I think we need to point out that some of these 

extracts contain hypericin, which is a 

photosensitizer, but it would be low and below the 

level of photosensitization.  And quercetin, 

which we've noted can be a hepatotoxic, but, again, 

would be quite low, below the threshold of 

toxicological concern in a finished cosmetic 



product. 

DR. MARKS:  We concur. 

DR. BERGFELD:  Thank you.  Any other 

comments?  I'll call for the vote then.  All those 

in favor?  Thank you.  Unanimous.  Moving on to 

the next botanical, Dr. Belsito. 

DR. BELSITO:  This is achillea 

millefolium-derived ingredients.  This was 

another one that we looked at back in 2001 with 

this insufficient data and a number of data needs.  

Industry has come back with some of that 

information; however, we noted that it is used up 

to 0.04 percent, and the highest level of 

sensitization data that we have is 0.002 percent.  

So we are going insufficient for sensitization 

concentration of use. 

DR. MARKS:  We felt -- so that's a 

motion? 

DR. BERGFELD:  A motion.  That's a 

motion. 

DR. MARKS:  Discussion now? 

DR. BERGFELD:  Yes. 

DR. MARKS:  We felt that we could 

actually move on to a safe conclusion.  I'm not 



sure if I heard you correctly; that would be 

2,000th difference -- a difference between.002 

and.004 percent? 

DR. BELSITO:  .04. 

DR. MARKS:  .04, okay. 

DR. BELSITO:  It is not a small 

difference. 

DR. MARKS:  No. 

DR. BELSITO:  So we could table it.  I 

guess we talked about this.  We really can't go 

insufficient because we were asked to reopen it.  

So we can either table it and ask for the data from 

industry, or I'm comfortable going ahead and 

saying safe up to.002 percent.  And if industry 

wants to respond, that's fine, but I don't have 

the data to justify going that high with a 

plant-derived material. 

DR. MARKS:  So I guess, Don, my response 

was it was not an irritant in humans, and then the 

local lymph node assayed at 100 percent did not 

show it was a sensitizer. 

DR. BELSITO:  Yeah. 

DR. MARKS:  In the clinical 

experience -- we don't have case reports in here, 



so for me that difference in the RIPT, even though 

it wasn't up to use concentration, I thought the 

other supporting data was enough to overcome 

that. 

DR. BERGFELD:  Don? 

DR. BELSITO:  I'm in the process of 

reviewing botanicals to give a talk at the academy.  

And we don't have case reports because we don't 

have the material to test for it, and we really 

don't understand what we're testing for in these 

mixtures.  It's a real issue for all of them 

because they can differ depending upon how 

they're extracted and what's in them.  So number 

1, number 2, maybe we should have Anne-Marie or 

David Basketter come back and talk to us about the 

local lymph node assay, but it is very unreliable 

for mixtures.  There are a number of different 

types of products where it doesn't necessarily 

predict the sensitization and that's been looked 

at in the fragrance industry because, of course, 

they have a lot of essential oils.  And they've 

taken the individual components of essential oils, 

done those LLNAs, and then compared them to the 

response of an LLB-essential oil, and it doesn't 



necessarily tally together.  So the LLNA for a 

mixture like this, an extract, doesn't give me any 

confidence.  I would like to see data in animals 

or an HRIPT in humans. 

DR. BERGFELD:  So there is a motion, but 

it has not been seconded.  Will you repeat your 

motion? 

DR. BELSITO:  Well, I guess my 

motion -- because we can't go insufficient -- is 

to say safe as used up to.002 percent, or table 

it to give industry a chance to respond to.04 

percent. 

DR. BERGFELD:  Is that two motions or 

one motion?  Which would you prefer? 

DR. BELSITO:  Let's table it and give 

industry a chance to respond and see.  I mean it 

may be that no one's using it at.04 percent and 

it's moot.  I don't know. 

DR. BERGFELD:  It's a motion to table.  

Is there a second?  There's no discussion.  Are 

you motioning to second? 

DR. MARKS:  Yes, second to table. 

DR. BERGFELD:  All those in favor, 

please indicate by raising your hand.  This 



ingredient has been tabled. 

DR. HILL:  We had talked about removing 

the oil from this category. 

DR. MARKS:  Yes. 

DR. HILL:  What did we decide? 

DR. MARKS:  This would be a follow-up 

discussion, Ron.  Thanks for bringing it up.  I 

was going to mention that.  We felt that we would 

delete the oil from the amended report because it 

was different the way it would be derived and the 

safety data's basically on the extracts, not the 

oil.  So that's just -- it's been tabled, but 

consider that and capture that in the minutes, and 

we'll see how this plays out.  But just so the 

Belsito Team's aware that our team felt the oil 

probably should be deleted. 

DR. BERGFELD:  Any other comments while 

this is under consideration, this particular 

ingredient?  Don? 

DR. BELSITO:  Maybe we should just 

discuss that so that -- 

DR. BERGFELD:  Okay. 

DR. BELSITO:  I mean if we're going to 

delete the oil, let's do it. 



DR. BERGFELD:  Please go forward then. 

DR. BELSITO:  The issue was is the oil 

used in cosmetics?  It has four reported uses in 

leave-ons.  And your concern was because the 

manufacturing was different? 

DR. BERGFELD:  Ron Hill, you want to 

respond? 

DR. HILL:  We just thought that the 

nature of that compared to the other extracts is 

expected to be quite different, meaning if it's 

an oil then it's an oil.  And second of all there 

is no safety data whatsoever on that oil, so 

read-across for me was impossible. 

DR. BERGFELD:  Comment from the Belsito 

Team?  Dan or Paul? 

DR. SNYDER:  So in the frequency of use 

table, we just have the -- oh, I see it.  We have 

it.  I'm sorry.  Never mind. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  I don't object to deleting 

the oil. 

DR. BERGFELD:  Okay.  Any other 

discussion?  Halyna? 

DR. BRESLAWEC:  I note that the only 



function listed for the oil and for the flower 

water is as fragrance ingredients. 

DR. BERGFELD:  Don, do you want to 

comment on that? 

DR. BELSITO:  If it's a fragrance 

ingredient, it's not under our purview.  It's 

under RIFMs and IFRAs, so can't object to removing 

it.  And if the water -- you said the flower water 

extract also? 

DR. BRESLAWEC:  Correct.  We would not 

object to removing both of them.. 

DR. BELSITO:  So both of them should be 

removed. 

DR. BERGFELD:  So it will be removed.  

So the discussion will reflect this discussion in 

the minutes, correct?  And then when we come back, 

this will be included in the packets for the Panel 

members.  All right.  Thank you very much. 

Moving on to the next green item, Dr. 

Marks and polymers. 

DR. MARKS:  This was the first time the 

Panel has seen this draft report for modified 

terephthalate polymers as used in cosmetics, 

a.k.a., glitter.  And our team felt that we could 



issue a draft tentative report with the 

conclusion as safe, and I'll make a motion to that 

effect.  We do, though, have some discussant 

points.  And the safe would include ingredients 

other than the sulfoisophthalate.  We would 

delete that because it was chemically different, 

and we didn't feel comfortable including that in 

a safe conclusion in this group of chemicals. 

DR. BERGFELD:  Is there a second? 

DR. BELSITO:  I'm not sure -- so you're 

deleting the polyethylene iso-terephthalate? 

DR. MARKS:  It's the ethylene sodium 

sulfoisophthalate terephthalate copolymer.  On 

Panel Book page 18 it's the second ingredient 

down. 

DR. BELSITO:  Um, yeah. 

DR. BERGFELD:  Ron or Dan, do you want 

to comment on that? 

DR. HILL:  I was the one behind the idea 

of deleting it.  My concern was we didn't have any 

direct data on it.  And in the relatively unlikely, 

but certainly possible, event that there was 

monomer content, those kinds of sulfonates 

sometimes do trigger sensitivities, and we didn't 



have any sensitivity or sensitization data.  And 

given that and the chemical dissimilarity of that 

particular one from the others, to me it made 

sense to get rid of it. 

DR. BERGFELD:  Thank you.  Dan, a 

comment? 

DR. LIEBLER:  Yeah, I do agree that 

there's some chemical dissimilarity there.  It's 

not glaring given the overall nature of these 

molecules.  I'm just looking to see on use on this 

one.  I don't see it.  I don't see it in the 

frequency of use table.  In any case I don't object 

to deleting it. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  Let me interject a point 

of clarification.  This is not glitter.  It may 

be a form of glitter.  Glitter is an effect.  It 

is made using several different manufacturing 

processes, some including the terephthalate, 

some not including the terephthalate.  So please 

don't characterize this as glitter in the broad 

sense because it really does make a -- 

DR. HILL:  I wasn't -- I said that 

wasn't -- 



DR. BRESLAWEC:  No, no.  I -- 

DR. MARKS:  No, that's what I said, 

aka -- I'll withdraw that or say it's a subset of 

glitter perhaps as -- 

DR. BRESLAWEC:  Thank you. 

DR. LIEBLER:  Also sulfoisophthalate is 

listed as a bulking agent. 

DR. ANDERSEN:  A glittering bulking 

agent. 

DR. BERGFELD:  So, Jim, would you repeat 

your motion? 

DR. MARKS:  I move that we issue a draft 

tentative report for the modified terephthalate 

polymers with a safe as used conclusion and with 

the ingredients that were proposed that we would 

delete the one we just discussed, the ethylene 

sodium sulfoisophthalate -- 

DR. BERGFELD:  Is there a -- 

DR. MARKS:  -- or terephthalate 

copolymer.  So it would be one, two, three, four, 

five, six -- six ingredients. 

DR. BERGFELD:  Okay.  Is there a second? 

DR. LIEBLER:  Second. 

DR. BERGFELD:  Second.  Any other 



comments?  Yes, go ahead. 

DR. MARKS:  Well, on comments -- so what 

we felt certainly in the discussion, it should be 

stated that the cosmetic grade of these 

ingredients are chemically equivalent to the 

medical grade because lots of the safety data that 

we have and the lack of toxicity is relevant to 

the medical grade.  I think that was our main 

discussant point as I recall. 

DR. BERGFELD:  Don's team, any other 

discussant points? 

DR. BELSITO:  I mean, Dan, you're 

comfortable about the data in the report don't 

justify the safety of the ingredient that we're 

deleting? 

DR. LIEBLER:  I think it's, as Ron 

pointed out, a lack of safety data on that 

particular ingredient.  I think this particular 

ingredient, even though it does have that 

sulfonate on it, it's probably pretty chemically 

similar to most of them for the most part, but 

there is that one difference.  Given that there's 

no safety data for that one, I have no problem 

deleting it. 



DR. HILL:  I guess my only real concern 

would be if we had information about any potential 

monomer content and release, then I would think 

including it other than the difference in -- there 

would surely be a difference in surface 

properties, but I mean the high molecular weight 

should be pretty much inert.  So my only concern 

was with regard to monomers.  So I mean if we left 

it in, I would be looking for that data.  But other 

than that -- so deleting it seemed -- because of 

chemical dissimilarity and because of that lack 

of information, it didn't seem to be unreasonable 

to me.  But I could go either way. 

DR. BERGFELD:  Alan? 

DR. ANDERSEN:  I think if the Panel 

issues a tentative safety assessment as Jim made 

the motion minus this ingredient, any interested 

party understands what the issue is with respect 

to the one ingredient.  And were data provided in 

comments to the tentative report, you could 

revisit it.  So I don't think it's fully off the 

table were data to be provided. 

DR. LIEBLER:  When you get right down 

to it, the issue is it's going to have somewhat 



different surface properties.  That's why they 

made it that way.  And that's where any biological 

effects that these compounds would produce would 

probably be related to their surface properties 

or surface chemistries.  So I think there's a 

reasonable basis for deleting it.  If there's 

supporting data, then that's a different kettle 

of fish. 

DR. BELSITO:  But then if we delete it 

and go ahead with a safe as used, I mean the other 

option would be if, Ron, your only concern is what 

is the monomer content in this product, we could 

go with all of them safe as used and insufficient 

for this particular one.  And the data needs would 

be manufacturing and impurities.  We've done that 

before.  That then gives industry a chance if 

anyone wants to support it to come back and 

provide that data, and it doesn't change our 

report one way or the other. 

DR. BERGFELD:  Halyna? 

DR. BRESLAWEC:  If the Panel wants to 

exclude this particular ingredient because it 

doesn't fit the group because it's chemically 

dissimilar, that's perfectly fine if you want to 



just take it out because you don't have enough 

information on it.  This particular ingredient 

has no uses, and we're not likely to provide 

support for it. 

DR. LIEBLER:  I wasn't concerned about 

the monomers.  It's the surface chemistry of the 

particles that are made from this material, 

that's the issue for me. 

DR. BERGFELD:  So the motion has been 

made and seconded that -- do you want to repeat 

your motion to remind everyone? 

DR. MARKS:  That this draft tentative 

report would find these polymers safe and that 

within the report that the ethylene sodium 

sulfoisophthalate that we've been discussing be 

deleted. 

DR. BERGFELD:  And that's been seconded.  

Is there any other discussion?  I'll call for the 

vote.  All those in favor, raise your hands?  

Unanimous.  All right.  Thank you very much. 

Moving on to the next report, a pink 

report, Dr.  Belsito and the alkyl esters. 

DR. BELSITO:  This is a report that we 

had tabled at the September meeting because the 



alkyl esters were originally combined with the 

alkyl ethylhexanoates.  And we felt that there 

were particular issues with 2-ethylhexanoic acid, 

and we would want to split out the report.  Monice 

has done a fantastic job in doing that and has 

written a fantastic discussion.  We felt we could 

go ahead with a safe as used when formulated not 

to be irritating. 

DR. MARKS:  Second. 

DR. BERGFELD:  Any other discussion?  

Significant edits?  Seeing then -- you have any, 

Tom? 

DR. SLAGA:  No. 

DR. BERGFELD:  Okay.  Call to question.  

All those in favor as safe?  Thank you.  Unanimous. 

Going on to the next ingredient, Dr. 

Marks, the alkyl ethylhexanoates. 

DR. MARKS:  So we opened the re-review 

of these alkyl ethylhexanoates and now we're at 

the stage of issuing an amended tentative safety 

assessment of these ingredients.  We felt we could 

proceed with a safe conclusion; however, we felt 

that we should delete the ethylhexanoate because 

of concerns with that add-on.  And I don't 



know -- Ron, do you want to comment on that? 

DR. BERGFELD:  Either Ron Hill or Ron 

Shank. 

DR. MARKS:  Or was it -- 

DR. SHANK:  We have -- 

DR. BELSITO:  They're all 

ethylhexanoates. 

DR. MARKS:  But that one specific one, 

the low molecular weight. 

DR. SHANK:  The ethylhexanoate.  We have 

no information on the compound.  It's the smallest 

in the group.  This is an add-on, so I don't think 

it's a no-brainer. 

DR. BELSITO:  So it's ethylhexanoate 

that you're talking about. 

DR. MARKS:  Yeah, it's on page 33 of the 

Panel Book.  It's the first compound from the 

smallest to the largest.  So it's compound number 

one, ethylhexanoate. 

DR. BELSITO:  And your concern is -- 

DR. SHANK:  Well, first there's no 

information on it.  And the ethylhexyl could be 

metabolized to the acid, and the acid does have 

significant toxicity.  So we would need some 



information on the ethylhexanoate and that means 

it's no longer -- it's not a no-brainer for an 

add-on. 

DR. BELSITO:  What is your concern of 

the metabolism? 

DR. SHANK:  The ingredient itself could 

be metabolized -- 

DR. BELSITO:  Your concern is -- 

DR. SHANK:  -- to at least the 

ethylhexyl alcohol and that would be metabolized 

to the acid, which has significant reproductive 

toxicity. 

DR. BELSITO:  Ethylhexanoic acid. 

DR. SHANK:  Yes. 

DR. BELSITO:  Well, we have that data 

on ethylhexanoic acid.  We've addressed it, and 

it'll be below levels of concern. 

DR. SHANK:  I don't think -- 

DR. BELSITO:  That was the whole reason 

why we split out this report, to deal with 

2-ethylhexanoic acid as a reproductive toxicant. 

DR. SHANK:  Where is that information? 

DR. BELSITO:  Well, that was part of our 

team's discussion that -- it was summarized in the 



draft discussion, but was not brought into the 

report properly and referenced.  So if you look 

on the discussion, paragraph 2, reference -- 

DR. MARKS:  What page are you on? 

DR. BELSITO:  Panel Book 31, page 4 of 

the report.  "It is known that 2-ethylhexanoic 

acid is a liver and developmental toxicant in 

animal studies at high-dose levels and has been 

postulated that the maternal liver toxicity could 

begin a cascade of effects that include 

metallothionein induction, zinc accumulation in 

the liver due to empty binding, and the resulting 

zinc deficiency in the developing embryo."  We've 

dealt with this in other reports, and again it was 

the reason why this entire group was split out.  

The data simply was not put into the report and 

needs to be put into the report and referenced. 

DR. SNYDER:  We wanted to additionally 

bring in, expand, the animal toxicology section 

rather than a table to talk a little bit more about 

the toxicology, the bindings, and the proposed 

mechanism behind those findings that would then 

support the discussion comment.  We thought that 

would be enough to alleviate our concern. 



DR. HILL:  I think what our thinking was 

that in this particular case, uniquely with this 

one because of its relatively low molecular 

weight and the fact that we didn't have 

penetration data and that it might be, in fact, 

incredibly penetrable, that we could uniquely 

with this one develop concentrations that would 

cause repro-tox concerns if the application area 

on a human body was large enough.  So that was the 

concern with this particular one that didn't 

exist with the rest of them in this category. 

DR. BERGFELD:  Paul, Dan? 

DR. SNYDER:  Even so I think our 

discussion, if we go back and read what we had 

originally drafted in the cetyl report, which was 

expanded to include these, I think that that's not 

operable in humans.  That was a rodent-specific 

metallothionein, zinc-deficiency, mechanism.  

And so I think if we go back and review that, I 

think we'll be okay. 

DR. BELSITO:  We've done that before.  

I can't remember what report we did it for, but 

there was a huge, huge discussion on the zinc 

deficiency and how it was not relevant to humans. 



MS. FIUME:  It actually from what I 

found was in the original re-reviewed document of 

cetearyl ethylhexanoate where it was decided not 

to reopen and the ethylhexanoic acid was brought 

up.  And then that's where that portion of the 

current discussion came from and was decided not 

to reopen it because of that.  There's a summary 

of the data, and I will bring more specific 

references back into the text.  But on report page 

8, Panel Book 35, in that table it does give a 

summary of what was in the original re-review on 

cetearyl ethylhexanoate, talking about the 

2-ethylhexanoic acid. 

DR. MARKS:  So I could ask Ron and Ron.  

This is a tentative safety assessment based on 

what the Belsito Team has discussed.  Should we 

just move forward as a tentative safety 

assessment with all the ingredients?  And once we 

have that in the discussion more clarified, if 

we're still uncomfortable, delete the 

ethylhexanoate at that time?  How would you like 

to proceed? 

DR. BERGFELD:  Tom? 

DR. SLAGA:  I agree.  We could proceed 



that way and if we don't like it later, we can -- 

DR. MARKS:  Yeah, it's still a tentative 

report.  Does that sound okay? 

DR. SHANK:  Okay. 

DR. BERGFELD:  Okay.  Ron Hill, okay? 

DR. MARKS:  Okay, so I'll withdraw my 

motion and restate it.  I move that we proceed 

forward with an amended tentative safety 

assessment of the alkyl ethylhexanoates with a 

conclusion of safe. 

DR. BERGFELD:  Is there a second?  Alan, 

do you -- 

DR. ANDERSEN:  Isn't there also one 

formulated to be a nonirritating caveat? 

DR. BELSITO:  Yes. 

DR. SLAGA:  That's part of it.. 

DR. MARKS:  Thank you. 

DR. BERGFELD:  So that was added to the 

motion?  Thank you.  Don, is your team seconding? 

DR. BELSITO:  Oh, second, sure.. 

DR. BERGFELD:  Thank you.  Any other 

comments?  Seeing none, all those in favor 

indicate by raising your hand.  Unanimous. 

Then moving on to a green document, Dr. 



Belsito on talc. 

DR. BELSITO:  Yes, this is the first 

time we're seeing this document.  There was a 

considerable amount of information.  There are 

some data that we've been told can be further 

incorporated into the document, and there are 

some minor editorial changes.  But overall we felt 

we could go safe as used with some very important 

discussion points. 

DR. MARKS:  Second. 

DR. BERGFELD:  All right.  Can we have 

the discussion points, please? 

DR. BELSITO:  Impurities; that they not 

contain at best foreign materials; that we felt 

that the mechanism for any link to ovarian cancer 

is totally unclear, but certainly doesn't seem to 

be a vaginal absorption into the ovaries from 

perineal application.  The co-carcinogenicity 

data we felt should be presented, but felt that 

it was ineffective agglomerating the carcinogen 

and wasn't a real co-carcinogenic effect of the 

talc.  Respiratory effects would be dealt with in 

the usual manner, and we did feel that either in 

the conclusion or in the discussion that it 



strongly be implied that it should not be applied 

to skin that has epidermal damage because of 

evidence of granuloma formation when the 

epidermis was removed and it was applied to dermal 

tissue. 

DR. BERGFELD:  Comments?  All that to 

be included in the discussion.  It was my 

understanding yesterday that perhaps epidermal 

damage was not the term that was preferred.  Was 

there another term? 

DR. BELSITO:  No, I think we tossed it 

around and said this is something that doesn't go 

the consumers, it goes to the manufacturers and 

they would understand what we meant by lack of 

epidermis.  So that's what we went with.  We're 

also told that we could get data from various 

companies, indicating how they analyzed talc and 

what they found.  Is that correct?  Am I quoting 

that -- 

DR. BRESLAWEC:  Yes. 

DR. BELSITO:  That we would get some 

additional data on that point that would be 

incorporated into the draft? 

DR. BRESLAWEC:  We will provide more 



current analytical testing data from industry. 

DR. BELSITO:  Right. 

DR. BERGFELD:  Anything else?  All right, 

I'll call the question then.  All those in favor, 

please indicate by raising your hands.  Thank you.  

Unanimous. 

Moving onto a buff document -- 

MS. FIUME:  Dr. Bergfeld? 

DR. BERGFELD:  Yes, I'm sorry. 

MS. FIUME:  I'm sorry.  Can I ask for 

clarification? 

DR. BERGFELD:  Sure, go ahead. 

MS. FIUME:  Would the safe as used, the 

terminology about the epidermal barrier not being 

damaged or being intact, is that in the conclusion 

or just the discussion? 

DR. BELSITO:  We had it in the 

discussion. 

MS. FIUME:  Thank you. 

DR. BERGFELD:  All right.  Moving onto 

the buff document, Dr. Marks and 

2-amino-6-chloro-4-nitrophenol re- review. 

DR. MARKS:  In 1997 the Panel issued a 

conclusion that 2-amino-6-chloro-4-nitrophenol 



and its hydrochloride salt are safe for use in 

hair dye formulations at concentrations up to 2 

percent.  We saw nothing that would suggest we 

need to reopen this, so we move not to reopen this 

safety assessment. 

DR. BERGFELD:  So that's a motion.  Is 

there a second? 

DR. SHANK:  Second. 

DR. BELSITO:  Second. 

DR. BERGFELD:  Second.  Does Belsito 

Team wish to respond in any way? 

DR. BELSITO:  Nope. 

DR. BERGFELD:  Nope.  Any other comments?  

Seeing none, call the question.  All those in 

favor of not reopening?  Unanimous.  Thank you. 

Moving on to Dr. Belsito's report on 

m- phenylenediamine. 

DR. BELSITO:  This is another one of the 

15-year reviews that was done at a time when we 

didn't have concentrations of use and so we were 

setting concentrations, in this case a 

concentration that is higher than what is 

currently used and there was no new data to 

suggest otherwise.  So we felt it did not need to 



be reopened.  We did, however, have an issue with 

the way the EU stance on this material was stated 

in the document in the sense that it was banned, 

which implied to us that there was some data out 

there suggesting that this was bad in some way.  

In fact, it simply was not supported for use by 

manufacturers in EU and, therefore, cannot be 

used.  And so we thought in the report the word 

"banned" is probably too strong.  It is not 

available for use in the EU because it was not 

supported for use by the manufacturers; it's not 

that it was actually -- so it is banned, but not 

banned for any specific reason. 

DR. MARKS:  Second. 

DR. BERGFELD:  Any further discussion 

about not reopening?  Seeing none, I'll call the 

question.  All those in favor?  Unanimous. 

Moving on to the last report or 

advancing is the methyl glucose polyethers and 

esters.  Dr. Marks? 

DR. MARKS:  We have a draft tentative 

report on methyl glucose polyethers and 

polyesters.  An insufficient data announcement 

was issued in the September meeting of this year.  



We felt that of the four insufficient data needs 

that were announced, three out of the four were 

met but we still feel we need the skin penetration 

data, and we were particularly interested in 

MG-10, MG-20, and PEG-20-MG- sesquistearate.  So 

we would proceed with issuing -- the move is that 

we issue a tentative report on these ingredients 

with an insufficient conclusion and skin 

penetration data is the need. 

DR. BERGFELD:  Is there a discussion or 

a second? 

DR. BELSITO:  No, no second. 

DR. BERGFELD:  No second? 

DR. BELSITO:  Not from our team. 

DR. BERGFELD:  A second from the Marks' 

Team perhaps to go insufficient? 

DR. SHANK:  I second. 

DR. BERGFELD:  All right.  Any further 

discussion? 

DR. BELSITO:  We thought safe as used.  

And so I guess what specific concern do you have 

if it gets through skin, which we felt it was not 

likely to?  Is it -- 

DR. MARKS:  Well, let's go back to would 



it go through the skin even though the molecular 

weight was in the 700s.  There was still concern 

about skin penetration -- 

DR. BELSITO:  Look at the KOW of these. 

DR. HILL:  Molecular weight 700 and KOW 

of 8 would be perfectly penetrable. 

DR. BERGFELD:  Dan, Paul? 

DR. LIEBLER:  I think there would be 

very little penetration of these.  I mean these 

are big grease balls.  The structures that we see 

on the page imply that they're more a hydrophilic 

than they are because all the grease is called R.  

But I mean the smallest one would be the caprylic 

acid, subcitrate-1. 

DR. HILL:  The molecular weight's more 

like 4, so my concern was not with the PPG or the 

PEG ones, but those simple esters that I wish we 

hadn't lumped together with the PEGylated and 

PPG-derivatized ones.  I think I was sleeping at 

the switch the day that we allowed those to be in 

the same report.  You look at methyl glucose 

caprylate/caprate.  Those are relatively small 

molecular weight, not that greasy, probably 

penetrable.  Do I have any particular toxicology 



concerns related to that?  Not really. 

DR. LIEBLER:  I mean even if there's 

some absorption of these, even if they could be 

a substrate for an esterase -- 

DR. HILL:  It's probably no problem, 

right? 

DR. LIEBLER:  They're going to release 

a little bit of these fatty acids in the methyl 

glucose, the remainder derivative, which I have 

just no concern over. 

DR. HILL:  I didn't really either.  I 

feel like -- there's no data at all on the 

toxicology of these and that's what bothered 

me -- no repeated dose toxicity, no sensitization, 

no nothing.  So that was what concerned me is that 

we had zero data in terms of biochemistry for 

these.  That's what bugged me. 

DR. BERGFELD:  Ron Shank? 

DR. SHANK:  There was one question over 

the possibility of methyl glucose inhibiting or 

altering glucose metabolism, and we don't seem to 

have any data on that.  So if the smallest ones 

penetrate the skin, could methyl glucose be 

released? 



DR. LIEBLER:  You know, to get to methyl 

glucose, you'd have to do one, two, three, four 

de-esterifications in pretty good yield.  That 

just seems like an extremely unlikely event.  If 

methyl glucose itself was on here as an ingredient, 

then that'd be another question we could ask, but 

I just don't think you're going to be able to 

generate -- between the absorption issue and 

between the probability of doing that multiple 

de-esterification to any appreciable yield, I 

just don't see an issue there. 

DR. SHANK:  Then I would like what 

you've just said put into the discussion. 

DR. BELSITO:  In these the highest 

concentration of use?  Well, there's one at 10 

percent.  An incidental spray powder is 6 percent 

in the eye area.  I mean even if you absorbed 100 

percent of 6 percent of a material applied to the 

eye area, I would think that one regular Coke 

would screw up your glucose metabolism more. 

DR. BERGFELD:  Are you going to amend 

your motion or change it? 

DR. MARKS:  Yes. 

DR. BERGFELD:  Okay. 



DR. SHANK:  We have use concentrations 

of 15 percent, the methyl gluceth-10, a leave-on 

at 15 percent, and that is not indicated to be in 

the eye area. 

DR. BELSITO:  I missed it.  Where are 

you seeing that? 

DR. SHANK:  Panel Book page 37, report 

page 23, methyl gluceth-10 and methyl gluceth-20.  

The -10 has a use concentration max of 15 percent 

in leave-on. 

DR. BELSITO:  Incidental inhalation 

powder. 

DR. SHANK:  Well, dermal contact. 

DR. BELSITO:  Okay. 

DR. SHANK:  I don't know what kind of 

dermal contact, but Dr. Liebler's remarks remove 

my concerns. 

DR. MARKS:  Okay.  I'll withdraw my 

motion. 

DR. BERGFELD:  And the second is also 

withdrawn?  Ron seconded it. 

DR. SHANK:  I withdraw. 

DR. MARKS:  Yes, and, therefore, I will 

move that we issue a tentative report on these 



ingredients with a safe conclusion. 

DR. BERGFELD:  Is there a Belsito Team 

second? 

DR. BELSITO:  Second. 

DR. BERGFELD:  Second.  And the 

discussion will include the discussion that was 

just had? 

DR. BELSITO:  Uh-huh. 

DR. BERGFELD:  Any further comments or 

discussion?  Ron Hill? 

DR. HILL:  I have a question maybe 

Wilbur could answer.  With the MG-sesquistearate 

we've got the leave-on concentration up to 4 

percent reported.  That doesn't indicate -- is 

that strictly eye area because I don't -- it says 

dermal contact. 

DR. LIEBLER:  The eye area's listed 

separately I think, the first entry -- 

DR. HILL:  Yeah, it is, and that's not 

where that one falls.  So that's -- 

MR. JOHNSON:  What particular 

concentration are you referring to? 

DR. HILL:  4 percent. 

MR. JOHNSON:  4 percent.  Well, it's 



used in face and neck creams, lotions, and powders 

up to 4 percent; in also body and hand cream 

lotions and powders up to 4 percent; and 

moisturizing creams, lotions, and powders up to 

4 percent. 

DR. HILL:  Right, and we don't have an 

octanol water partition coefficient listed for 

this guy anywhere, do we?  So the sesquistearate 

could be a monostearate in one case, right?  It's 

unspecified, but I just -- again, I think the lack 

of necessarily being able to dream up a 

toxicological endpoint doesn't necessarily 

convince me that it's safe because we have 

something that could easily be cell penetrable.  

So the fact that we have no biochemistry on any 

of these compounds one way or another is just to 

me bothersome.  So I'll just -- that bugs me.  We 

don't know, and the lack of information is not the 

same as okay fine it's safe for me.. 

DR. BERGFELD:  Is there anything that 

could be handled in the discussion that would 

cover this concern? 

DR. HILL:  I can't say yes with great 

confidence because, again, I just -- there is no 



biochemistry at all. 

DR. BERGFELD:  Dan, do you want to 

respond? 

DR. LIEBLER:  I'm not sure that I see 

anything anywhere in here that suggests that some 

of these might be, for example, monoesterified.  

I think they would not fit the product use profile 

if they had that chemistry.  It appears to me, my 

read of these from the methods of manufacturing 

and chemistry, is that these are completely 

derivatized.  There aren't any free hydroxyl 

groups left on these compounds.  If that's 

incorrect, we should know that, but that's the 

very strong impression I got from reading this 

document. 

So that takes us back to the argument 

that we just had about multiple esterified fatty 

acid derivatized glucose methyl ethers. 

DR. HILL:  Now if you look at least in 

Table 2, it says "methyl glucose 

sesquicaprylate/sesquicaprate, for example, 

where in two or three R groups are hydrogen and 

the other R groups are fatty acyl moieties."  That 

suggests that there's a possibility that no more 



than two and possibly only one given the way that 

these are generated.  So I disagree with that.  If 

I knew that there were four, all the hydroxyl 

groups were esterified, that probably would 

change my opinion.  But we don't have that 

information.  It seems like to me, knowing that 

information is well within the abilities of 

current analytical chemistry methodology.  So 

from where I sit, then why don't we have that 

information from somebody?  That's the other 

thing here.  That kind of analytical chemistry 

information should be extremely easy to get now.  

That's well within our technology to get, and we 

don't have it captured.  So why don't we? 

DR. LIEBLER:  I think we certainly can 

have that clarified in the chemistry and methods 

of manufacture section.  I'm not sure that that 

changes my overall opinion of these in terms of 

their safety or the need for penetration or 

additional toxicology, but I think we should 

capture that. 

DR. BERGFELD:  And so you see no reason 

to do anything in the discussion, rather in the 

methods of manufacture? 



DR. LIEBLER:  Nothing -- well the 

discussion points are the ones that we talked 

about earlier with Ron Shank that I think Wilbur 

has got.  I think in the methods of manufacture 

we can just clarify the extent of modification of 

these because Ron's correct that this table makes 

a different point than I think the methods of 

manufacture section implies. 

DR. BERGFELD:  Thank you.  Any other 

comments?  I'll call the question since there's 

been a motion and it's been seconded and 

discussion.  All those in favor, please indicate 

by raising your hand.  Opposed?  So one opposing, 

the rest in favor.  Thank you. 

Moving on to new data reports under the 

buff books, the phthalates, Dr. Belsito. 

DR. BELSITO:  This is part of our 

ongoing surveillance of chemicals that have 

caught the public's attention in various ways.  

And this was triggered by two reports, one 

suggesting a linkage between urinary phthalate 

monofunctional metabolites and airway 

inflammation as measured by nitric oxide in 

children from the South Bronx.  It was a rather 



interesting paper with statistical correlation, 

but when you looked at the individual points, they 

were really all over the board.  And some of the 

higher phthalate levels were phthalates that are 

not used in cosmetics, suggesting that exposures 

were from sources other than cosmetic exposures.  

And the mechanism of action was speculated, and 

the authors actually went through great pains to 

point out the various limitations to their study 

and what would need to be done. 

Then there were two studies on 

diabetics, one from Sweden and one part that was 

taken from the U.S. in the Haney study.  And again 

they linked phthalate levels to diabetes, and 

they specifically subclassified the types of 

diabetes depending upon phthalate exposure, 

hypothesizing in effect on nuclear peroxisome 

proliferating activity receptors because 

apparently there are diabetic drugs that act via 

that mechanism.  But again -- 

DR. SLAGA:  Antidiabetic. 

DR. BELSITO:  Antidiabetic, yes, thank 

you for the correction.  But again, despite the 

statistical linkages, again many of the 



phthalates were those that aren't used in 

cosmetic products.  And while we took these under 

advice for lack of a better word, we didn't really 

feel a need to reopen the phthalate document 

because of them. 

DR. MARKS:  Second. 

DR. BERGFELD:  So a motion has been made 

and seconded not to reopen.  Any other discussion? 

DR. MARKS:  Our team wanted to know how 

we would capture this discussion since phthalates 

are a hot topic and we felt that the minutes would 

be adequate. 

DR. BERGFELD:  Alan, can you respond to 

that?  How this will be recorded?  It seems to me 

we have a mechanism in the annual report that 

appears in The Journal. 

DR. ANDERSEN:  I think we have 

traditionally summarized all decisions to not 

reopen safety assessments and while we haven't 

published one recently, they are prepared for 

inclusion in The Journal.  I don't know what our 

track record is at this point in terms of 

self-initiated re-reviews.  That's what I went 

through was certainly true for the -- as Dr. 



Belsito referred to a minute ago -- the 15-year 

mandated re-reviews.  Those for sure are done.  

It's really the Panel's call as to whether this 

decision is just captured in the meeting minutes 

or whether a full re-review summary is prepared 

for publication.  In the most recent example, when 

the Panel reviewed parabens earlier this year, 

you did not ask for a re-review summary.  You just 

determined to not reopen it based on the handful 

of new studies that were available. 

Procedurally my concern is a new CIR 

re-review publication every time a paper comes 

out; that's procedurally a question.  But if 

that's the Panel's desire, we can go in that 

direction. 

DR. BERGFELD:  Jim? 

DR. MARKS:  As I said, our team felt it 

could be captured in the minutes.  Just precisely 

for what you said, Alan, is that every time a new 

study came out if we did a re- review summary, it 

would just become quite burdensome and probably 

not add much to the safety of these ingredients. 

DR. BERGFELD:  I'd like to ask a 

question.  Are the minutes available to the public 



because this, as Don mentioned, is a hot item now 

and our response would be important? 

DR. ANDERSEN:  The answer is yes, they 

are.  The post-meeting announcement that will 

include all of the details of this discussion will 

be -- if we follow our current practices and 

procedures -- be online and available by this 

Friday.  So everybody will have -- any interested 

party will have ample opportunity to see what we 

did. 

DR. BERGFELD:  Don? 

DR. BELSITO:  I guess the only other 

comment I would make, and you can take it or leave 

it, would be that, for instance, if you go in to 

check CIR status and you were to type phthalate, 

it would come up with our original report and our 

re-review.  It may also be nice when we've taken 

a special look, even though we've determined not 

to reopen, not to issue a report, if you typed in 

phthalates, when it came up it said "discussed at 

Panel meeting" -- or something to that 

effect -- "see minutes."  And you can hit on it 

and it links to the minutes.  So someone could look 

and see not only did we re- review phthalates in 



whatever year, but in December of 2012 we took a 

look at these three specific papers and decided 

that for the reasons reflected in the minutes not 

to go back and reopen the report. 

DR. MARKS:  That was a question I was 

going to ask Kevin.  Is this searchable?  Will it 

appear? 

DR. ANDERSEN:  Speaking on Kevin's 

behalf, I think the answer is it's searchable if 

we make the extra effort to make it searchable and 

if there's nothing automatic about it.  But I 

think given Don's comments, message received. 

DR. BERGFELD:  I'd like to make a 

comment.  Why is it that we cannot do a document, 

but just not present it for publication but to 

present it to the linkage in addition to the 

minutes?  I mean it's not -- it's a one-pager 

usually that updates with the appropriate 

references, and you can prepare it for the Website, 

but not particularly for publication.. 

DR. MARKS:  I guess the minutes really 

capture it the way Don reviewed it, and if we have 

three more studies that appear in the next six 

months and we review those studies again, do we 



do another page document?  Pretty soon it'll 

become a boilerplate as to these three new studies, 

these two new studies, these five new studies 

didn't cause us to reopen.  So I think it's 

captured in the minutes as long as the minutes are 

searchable as Don suggested.  I think that's 

really important so it'll direct you to the 

meetings of this discussion right today. 

DR. HILL:  As long as we know that that 

key word would result in hitting the post-meeting 

summary.  I mean Kevin will know what's needed 

there to make that happen.  To me that would be 

sufficient except under a circumstance where we 

really had the need to put together some sort of 

a paper.  There might be conditions, and I'm not 

sure this would be one of them, but that's just 

my opinion. 

DR. SNYDER:  I have a more general 

comment.  I'm less concerned about what we do with 

the data, just that we're aware of the data.  So 

I'm curious as to what triggered us to be aware 

of those three publications.  And so do we have 

or is it so to speak on the radar of a particular 

writer, parabens, the phthalates, the hot button 



topics, because I think we need to be kept abreast 

of the current publications.  Now whether they 

rise to the level that we want to consider a 

reopening or not, I think we should be not waiting 

15 years before we ever look at phthalates or 

parabens again with it being such a public 

awareness of those ingredients.  And I think we 

need to -- so I'm more concerned about what are 

we doing to trigger looking for new data on those 

ingredients. 

DR. BERGFELD:  Alan? 

DR. ANDERSEN:  I wish I could give you 

a presentation of what triggers that happening.  

It's in the eye of the beholder with respect to 

the paraben studies that we looked at earlier this 

year.  It just seemed very obvious that we needed 

to look at that.  So it's really between me and 

the rest of CIR staff flagging that something is 

important to bring forward.  I don't have anything 

more than we know it when we see it. 

DR. BELSITO:  And I think that we need 

to be vigilant in our own various worlds.  I mean 

I get -- a lot of the phthalate issues get directed 

to Dan and me because we now sit on the RIFM Panel 



and phthalates are obviously very important to 

the fragrance industry.  And I think -- and then 

as a dermatologist I have various links that come 

up to issues related to concerns of chemicals that 

are in derm products, and paraben is the largest 

or is the most frequently used preservative in 

cosmetics.  So I think we all need to take our own 

level of expertise.  I'm sure we're all on various 

Web links that send us information important to 

what we do.  And when we see something coming 

across about a cosmetic ingredient, we head it 

back to Alan. 

DR. BERGFELD:  Halyna, can you respond 

to how the Council might identify these 

particular hot button items? 

DR. BRESLAWEC:  Well, as you can all 

imagine, we monitor the safety information and 

concerns about all cosmetic ingredients pretty 

vigorously.  A lot of times it's something we pick 

up in the press and we decide needs to come to CIR.  

We've asked CIR for review and opinion.  A lot of 

times our CIR Science and Support Committee will 

bring something to the table and also the SRTC, 

the top toxicologists from all the companies who 



meet on a regular basis, will bring something up.  

So we've made a practice of bringing articles and 

issues that raise concerns about ingredients that 

CIR has reviewed.  We make a practice of bringing 

that to CIR for their review and assessment. 

DR. BERGFELD:  So basically you're the 

alert person for us officially? 

DR. BRESLAWEC:  From our perspective, 

absolutely, but I just historically know that 

FDA's done this and that individual members of the 

Panel have also raised concerns. 

DR. BERGFELD:  Don? 

DR. BELSITO:  And the other Website that 

I follow to find out the latest breaking news, 

whether it be Internet roar or a scientific 

publication, is the Environmental Working Group 

because you can ensure that it pops up very 

quickly on their site if there are any concerns 

about cosmetic products.. 

DR. BERGFELD:  Dan? 

DR. LIEBLER:  One practical point about 

having, for example, phthalates, this instance of 

our discussion of phthalates to show up on the 

Website.  But I don't think we necessarily need 



is for every time phthalates gets mentioned in a 

transcript incidentally, for example, to pop up 

in a search.  But more along the lines of perhaps 

the threshold would be if it's on the agenda, 

there should be an entry and that will probably 

cover all of these instances then. 

DR. ANDERSEN:  Well I'm glad you said 

that because that increases the likelihood that 

Kevin won't shoot me. 

DR. LIEBLER:  Especially because I'm 

right between you and Kevin. 

DR. ANDERSEN:  But I should -- we've had 

a lot of discussion about who is watching what's 

going on in the scientific literature, and I think 

any interested party should feel empowered to let 

CIR know if something has appeared that deserves 

CIR's attention.  There's just no reason for there 

to be any barrier to that happening.  So yes, we're 

vigilant, and we have people who have a 

self-interest in being vigilant.  We have the 

scientific expertise on the Panel that picks 

stuff up.  All that's great, but anybody ought to 

be able to raise a red flag and have us pay 

attention to it. 



DR. BERGFELD:  We think that we need to 

vote on this.  I'm just surveying if we voted.  The 

conversation went on so long here.  But I call for 

the motion.  The motion I believe is not to reopen 

and to add -- and the discussion led to how we were 

going to record and link why we did not reopen for 

the public and our own interest.  So if there's 

no more discussion, let me call for the vote not 

to reopen.  Unanimous.  Thank you. 

Moving on to the last ingredient and 

that's the PEGs cocamine.  Dr. Marks? 

DR. MARKS:  I move we reopen.  The 

history is in '99 the Expert Panel concluded there 

was insufficient data on these PEGs cocamine.  

Last year we determined not to reopen and then 

re-review.  Since last year the CIR Science and 

Support Committee has submitted further data and 

analyses, and we felt that the further data and 

analyses warranted reopening this safety 

assessment, hence that motion. 

DR. BERGFELD:  Is there a second? 

DR. BELSITO:  Second. 

DR. BERGFELD:  Second from the Belsito 

Team.  Any further discussion? 



DR. MARKS:  Because PEG-2 really is not 

a PEG, our team felt that we should exclude PEG-2 

and of the additional ingredients, anything that 

was PEG-2 should be deleted.  So it's actually 

reopening with the addition of a number of 

ingredients.  I figured that would engender some 

discussion whether to include PEG-2 or not. 

DR. BELSITO:  Why not include it?  We 

can throw it out later.  I mean we're reopening 

it.  We haven't seen all the data.  It seems silly 

to start throwing out ingredients before we've 

seen what they have. 

DR. LIEBLER:  Yeah, I mean I see where 

you're going with PEG-2.  I get the point about 

this being dissimilar from the others and also the 

lack of apparent data at this point, but I think 

we can always throw it out later if there are not 

sufficient data. 

DR. MARKS:  Yeah, our purpose was really 

to soften up the Belsito Team so that when we make 

the effort, you guys would know where we're coming 

from. 

DR. BELSITO:  We're like the stratum 

corneum. 



DR. BERGFELD:  Any other discussion 

about reopening this?  It's been moved and 

seconded.  I'll call for the vote.  All those in 

favor of reopening this ingredient?  Thank you. 

Well, we've come to the end of our 

agenda.  Alan, do you have any additional words 

of wisdom here? 

DR. ANDERSEN:  Well, I think for those 

that got a copy of the agenda that said the next 

meeting is December 10 and 11, 2012, let me assure 

you that it is not our intent to reprise this 

meeting.  It is March 18 and 19 of 2013, folks. 

DR. BERGFELD:  Well, happy holidays to 

everyone and safe travels.  We're adjourned. 

(Whereupon, at 9:58 a.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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