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P R O C E E D I N G S  

(8:42 a.m.) 

DR. BELSITO:  We were going to do 

the review, which is in the Buff Book, but 

just this morning we got handed a three-page 

commentary from the Science Steering 

Committee, and I still haven't had a chance to 

digest it.  Bart or Alan -- can you highlight 

what they're asking?  I see one point that, 

for instance, acacia catechu gum we found 

insufficient, and insufficient should not be 

brought up unless there's new data.  So I 

guess the issue I would have with that is if 

we're grouping it, there may be read-across 

data that might be useful as opposed to when 

we look at things just individually. 

DR. HELDRETH:  Yeah, I agree with 

that.  This is also the first time that CIR 

staff has seen these documents as well, but we 

agree the grouping is likely to be useful for 

potential read across. 

DR. BELSITO:  I mean, is that a rule 

and regulation that if it's insufficient and 

no one brings new data, we can't put it into a 



group? 

DR. ANDERSEN:  No, it's not.  I 

think you have the discretion, which I would 

hope you would exercise at the next step.  So 

this step that we're going to prepare for 

scientific literature review that looks at 

everything, packages a large group, and then 

you see that and you say well, wait a minute.  

The acacia component isn't really adding 

anything to this, and you want to delete it 

from the report, that's just fine.  But we 

can't at a later date easily add it.  So I 

would rather err on the side of adding things 

for framing the initial scope of a report, and 

it we have to, we can delete it later. 

DR. BELSITO:  Yeah, because I was 

going to say, that is happening at this 

meeting.  There's an ingredient in one of the 

groups we previously found insufficient, which 

is now going to go sufficient based upon the 

data of the entire group. 

DR. ANDERSEN:  Yep, so at least the 

practice has been to allow as much of that 

read- across benefit as possible, but if it 



just isn't going to work and the ingredient is 

going to be insufficient, I'm not sure we have 

a real problem with pulling it from the 

report. 

DR. BELSITO:  Okay.  Then I guess 

there's another comment that there's no 

consistency in how previously reviewed 

ingredients may or may not be included in the 

report.  I have always been in favor of it 

even if they were reviewed last year, if they 

belong to the family they should be brought 

in. 

DR. ANSELL:  I think the comment had 

more to do with the template of the structure 

as to some reports identify previously -- how 

some reports identify previously reviewed 

ingredients and where reports do not. 

DR. BELSITO:  So not that they were 

brought in, but the way they were identified?  

But I think that Monice did a wonderful job in 

documenting what was previously reported, and 

I think that in my opinion should be the 

framework for how we move forward when we're 

doing these large groups that with many of 



them that have previously been found safe. 

DR. ANDERSEN:  Monice pointed out to 

me that on the microbial polysaccharide gums 

that there is a trimonium derivative in that 

list.  And Lord knows, Lil worked enough on 

trimoniums, we ought to reference that those 

data were available and we just did notes and 

didn't.  So, yeah, that should have been 

mentioned as part of that safety assessment.  

I think we're doing pretty good on catching 

that, but clearly we did miss that one. 

DR. BELSITO:  Okay.  Then there's a 

comment about how the plant polysaccharide 

gums, something about "There are 

considerations beyond just chemical structure 

that need to be considered when grouping 

ingredients.  The report is too far reaching, 

superficial, doesn't address some potential 

issues concerning some ingredients and/or 

species, contaminants, that may be important.  

Contamination of starch ingredients with 

proteins for which allogencity must be 

addressed, contamination of carrageenan with 

degraded carrageenan, which is carcinogenic 



and a potential contamination of gum with 

tannins.  Any comments on that comment? 

DR. HELDRETH:  Sure.  I mean our 

intention is to put the group together based 

on what limited information we have at this 

point.  And then as the writer does the 

research and finds these kinds of details, 

certainly include them in the report.  And 

then the Panel has carte blanche to delete 

those groups if there's a protein 

contamination that makes them quite different 

or if it turns out that the name in the INKI 

Dictionary is somewhat deceptive and it's not 

a true polysaccharide, then the Panel will 

also have the opportunity to say this doesn't 

belong here.  But at this early stage, we try 

to be as inclusive as possible to give you 

every opportunity to include an ingredient or 

cut it if you feel it's inappropriate. 

DR. BELSITO:  So this comment deals 

specifically with maltodextrin that's up on 

the priority list?  Is that it?  I mean -- 

DR. ANSELL:  I think the concern was 

that maltodextrin is the primary driver, but 



it's also a GRAS ingredient.  So to -- it's 

makes the group rather awkward for proceeding 

as to whether this is one we want to take on 

at all.  I mean, we don't do GRAS ingredients.  

If it's driven by a GRAS ingredient, then why 

are we -- 

DR. HELDRETH:  If that's true, then 

why did we just do amino acids? 

DR. ANDERSEN:  I don't think it's 

true that we don't do GRAS ingredients.  We do 

cosmetic ingredients.  If they happen to be 

genuinely recognized as safe, that's a piece 

of information that is useful in making an 

evaluation, using how-bad-can-it-be logic.  

But our effort is to look at the use in 

cosmetics, not in foods, and that's a 

different question.  And until that is 

reviewed by the Panel, the assessment -- the 

safety of the use of that ingredient in 

cosmetics has not been evaluated.  And we've 

got very high -- I mean we've got use 

frequencies that support having it on the 

priority list.  So it's not clear to me that 

just because it's GRAS, we shouldn't be 



looking at it. 

DR. BELSITO:  We clearly looked at a 

number of GRAS ingredients and have basically 

said okay, they're GRAS so we're not concerned 

about absorption and systemic toxicity, but 

what we're interested in is effects on the 

skin and then concentrated on that. 

DR. ANSELL:  I guess our concern 

other than the procedure -- which, by the way, 

specifically states you don't look at GRAS 

ingredients -- is that it's been driven by 

GRAS ingredients to drive a very large group 

of little interest.  And so is this really a 

true priority? 

DR. BELSITO:  I mean, I thought -- I 

mean the question then boils down to where are 

we in terms of priority?  I mean, I thought we 

already decided that, okay, all of the 

structural alert compounds that we had to deal 

with have largely been dealt with.  We'll keep 

our ears to the ground if there's noise about 

other chemicals like there was about 

chlorphenesin.  But now we're operating 

strictly on numbers and 439 is not trivial. 



DR. ANDERSEN:  Agreed, agreed. 

DR. BELSITO:  And if you add in all 

of the other gums that could be added in, 

knowing that we might throw them out for 

reasons that aren't even apparent now, I'm 

sure those numbers will rise considerably.  

Comments? 

DR. SNYDER:  I feel the same way.  I 

think that the one issue for me in reading 

this was that it almost makes adding the extra 

step of kind of a pre-evaluation before we do 

an evaluation because I have no data other 

than just a use number and ingredient.  I 

didn't see any data about contaminants or says 

anything about anything.  And so unless we're 

going to receive those data, I don't have any 

basis to agree or disagree with what PCPC is 

proposing.  And so unless we're going to add 

another step where we get some of that kind of 

data, but I don't think our procedures are 

failing us.  I think it's okay to go ahead and 

assemble the group and then we just keep 

proceeding the way we have before as Don 

stated.  We either decide on keeping them 



inclusive or we exclude certain things based 

upon good reasoning.  And so I'm just a little 

uneasy because I can't agree or disagree with 

what they're proposing because I haven't seen 

the data. 

DR. BELSITO:  Right. 

DR. SNYDER:  So I don't know what's 

in all the rest of the ingredients that might 

be included in that group.  So unless we're 

going to add another step to our procedures 

where we see some of that data, I feel kind of 

a little inadequate at agreeing or 

disagreeing. 

DR. ANDERSEN:  Setting priorities 

should not be the process of review.  It's 

just setting priorities -- what comes before 

what else.  And if there are questions as the 

Council has raised about contaminants, 

whatever, those get discussed in the process 

of doing the safety assessment.  I'm just -- 

I'm not sure that that's a basis for not doing 

a safety assessment.  I just don't see that.. 

DR. HELDRETH:  And without a doubt 

all of these comments and concerns will be 



entered into the pre-production package.  The 

writer will start off the report with knowing 

that there are some concerns. 

DR. BELSITO:  And then paragraph 2 

about limiting reports to ingredients with 

similar structures and similar contaminant 

issues.  I think we'll rely on Dan to tell us 

whether the chemical structuring is 

appropriate.  I think to say contaminant -- I 

mean is contaminant a bad word -- you can be 

contaminated with something that's innocuous.  

So again, it's hard to know until we see what 

we're looking at.  And I would agree, if you 

have one of these gums that is 75 percent 

quercetin, we might rub it out.  But until we 

see that, I think it's hard to know. 

Then monosaccharides and 

disaccharides.  "Calcium gluconate belongs to 

this report.  It's not clear why gluconic acid 

and other gluconate salts such as sodium and 

potassium are not in the report."  I don't 

even know what that's in reference to. 

DR. HELDRETH:  They're just other 

forms of the gluconate.  We'd be happy to add 



those. 

DR. BELSITO:  Okay. 

DR. SNYDER:  Do you think that would 

come out as we go through the process? 

DR. BELSITO:  Yeah.  The citrus 

group, I think, is going to be more reasonable 

because lime, in particular lime peel, 

contains a large amount of furocoumarins and 

can cause significant phytotoxicity, a sort of 

phytotoxicity.  So when I was looking at that 

group, I'm not sure we can put all citrus 

fruits in the same group.  Again, we can start 

looking at them all and then make a decision 

to kick some out.  I don't have a problem, but 

I think lime in particular may be one that we 

want to look at individually.  Comments on 

citrus groups? 

DR. ANSELL:  We just would like due 

consideration to be given to the leaf as 

opposed to the extracts -- oils and waters. 

DR. BELSITO:  Okay.  So we'll put 

"citrus fruit peel-derived ingredients that 

include extracts, essential oils, and waters."  

In fact, maybe they need to be done.  I mean, 



what I think we need to do is start off 

looking at what Dr. Dukes tells us is in each 

part of the citrus.  But I mean, I think 

again, in the case of lime that would be very 

true because it's the peel that contains most 

of the furocoumarins and that's where the 

issue will be.  We're creating this list, so 

do we want to look at -- do we want to break 

it down to peel, fruit and peel versus 

extracts and essential oils?  Or do we want to 

first take a look at the whole thing? 

DR. SNYDER:  I vote the whole thing. 

DR. LIEBLER:  Yeah. 

DR. SNYDER:  Why wouldn't you, I 

mean -- 

DR. BELSITO:  I guess what I would 

like, particularly in this group and probably 

the gum group, is rather than writing a full 

report and going full steam ahead with them is 

to first provide us with constituents of what 

we're looking at and decide can we group them.  

I don't know.  Does that make sense, Alan? 

DR. ANDERSEN:  I think we need to do 

a full literature review as a first step, 



which will include the constituent 

information.  But the -- once you have a 

report for review for the first time, there is 

a long history of saying well, wait a minute, 

there's actually two or three groupings here.  

Let's make it part 1, 2, and 3, or let's make 

three reports.  Once you see that full picture 

of data, you have no constraints on how you 

then proceed.  You've deleted things from 

initial drafts that you've looked at because 

you didn't think it fit, because you didn't 

think that the entire group needed to be 

brought down by the absence of data for one 

ingredient.  So you're empowered at that point 

to make decisions about the next step in the 

direction.  And we haven't had any problem, 

aside from swallowing hard and just dealing 

with it, when the Panel has said okay, shift 

the focus.  This isn't one report, it's three 

reports and proceed from there.  But it's hard 

to think about how you would do that without 

the maximum information on the table.  I would 

agree with what I think I heard earlier as 

part of the Council comments that the chemical 



structure isn't everything.  Well, it indeed 

isn't.  It's certainly an important piece, and 

it's driving things right now.  But if there's 

something else, a particular starch derivative 

that is known to have high levels of plant 

protein, the Panel's been dealing with plant 

protein as a part of plant starch extracts 

since we did wheat.  It's nothing new.  But if 

it makes the Panel uncomfortable that there's 

one that is really problematic, you then have 

the ability to finesse it at that point.  But 

at least you'll have the data in front of you. 

DR. ANSELL:  I think we broadly 

agree doing what Alan is saying.  It's perhaps 

a nuance.  We would like to see more than the 

chemical structure rolled into the proposal 

earlier because it places a burden on the 

infrastructure to have very, very large lists 

which we start with only to discover that at 

the second stage new materials are added in 

that weren't included in the original survey 

of use or materials which there's no 

expectation that they will continue through.  

So I think it's a matter of where in the 



spectrum we are.  We'd like to see a little 

more of the tox, a little more of Dr. Dukes 

stuff rolled in before the original proposal 

and not end up with very, very large lists 

with low expectation that it will survive as 

originally outlined. 

DR. ANDERSEN:  Well, it's 

interesting.  The same issues that Don raised 

about the citric derivatives was the message 

that I sent as we were developing this, that 

the focus, the narrow focus of safety concern 

here is going to be phototoxicity and it's not 

going to be generic.  It's going to be just a 

couple of things that are going to be issues, 

but let's start out big and go small if we 

have to.  And I just -- I'm desperately 

concerned that the alternative approach, which 

is to go small and then expand, is totally 

unworkable.  I'd rather start with a larger 

scope and acquiesce to having to constrain it.  

It just seems like a better approach to me to 

get what I currently understand is our 

mission, which is to get more done.  There's a 

lot of ingredients that are in use that have 



not been reviewed.  And as long as we're at a 

point where we can say there are 6,500 

ingredients in current use and we've reviewed 

2,500 and if I'm a consumer activist, I'm just 

going to say well, told you so.  They haven't 

done enough to assure safety.  Our marching 

orders have been to increase those numbers to 

the point where most of what's out there have 

been reviewed.  And toward that end, we're 

going to keep pushing to do as large a chunk 

of ingredients as possible and, again, swallow 

hard if we have to constrain those groups.  

But at least let's start out maximal; that's 

where we've been coming from for quite some 

time now. 

DR. ANSELL:  Putting aside the 

philosophical discussion about CIR's role in 

risk management at the international level, we 

don't disagree.  We would just trust the staff 

and encourage the staff to be a little more 

thoughtful in the organization of the groups 

because having very large groups that don't 

make any sense up front does not promote the 

integrity of the process. 



DR. HELDRETH:  To that end our track 

record has actually been pretty good.  I mean, 

it's not like we came out with a 300-member 

group and it got reduced to 15 ingredients.  

That hasn't happened.  So the constraints when 

we get to the end of the road have not been 

significant changes, and, therefore, I think 

saying that expectations are low that will 

complete a large group like that is unfounded. 

DR. ANDERSEN:  I think the quid pro 

quo here is Ivan's time as our chief 

toxicologist on staff to become more of a 

player in the process of establishing initial 

priorities.  Why the heck not?  So I think 

message received on that score, and we can do 

that as we go forward.  Getting him involved 

has improved a lot of things, so why not this? 

DR. BELSITO:  Okay, then the last 

was the inclusion or exclusion of barium, 

zinc, and silver from the max sulfate report 

and that has to do with the fact that their 

functions are different. 

DR. ANSELL:  We think tying in every 

metal, which has a sulfate tagged onto it, is 



perhaps overreaching. 

DR. LIEBLER:  I think inorganic 

groupings is a much more difficult thing to do 

than organic grouping, and we need to just 

have this with tin and tin oxide.  So the 

inorganics aren't going to group very well and 

there were different metals that aren't going 

to group very well, but that's -- I think 

that's pretty obvious anyway. 

DR. BELSITO:  We -- if Dan could 

look at this list and say, you know, right -- 

I would agree.  I think that toxicities of 

these are going to depend upon the metal and 

not the sulfate groups.  Correct? 

Okay, so that was the comments from 

the PCPC.  And so I guess now we need our own 

comments. 

DR. SNYDER:  The one request at the 

end, the metal on the hair dye. 

DR. BELSITO:  The hair dye? 

DR. SNYDER:  Yeah. 

DR. BELSITO:  Yeah, I mean, I'm 

assuming that's a decision that has already 

been made.  Julie, do you want to comment?  



There's 75 uses.  Is that important or is 

there some toxicologic concern that 75 uses 

makes us want to do it? 

MS. SKARE:  What we've done with the 

hair dyes is to, again, rank them on frequency 

of use and then pick the highest one with the 

highest frequency of use for which we know we 

have data and a favorable opinion from the 

SCCS.  So these reviews should be really easy 

for the Committee.  So for this year -- yeah, 

with the dye that met those criteria. 

DR. BELSITO:  I guess that's nice, 

but I would think that we'd want to look at 

dyes that are in use that have unfavorable 

opinions or questionable opinions. 

MS. SKARE:  Well, actually, I think 

if you -- the ones that don't have favorable 

opinions would not be in use, at least 

certainly not in use in the EU.  Now we can go 

look at that, but I think we would come up 

with the same answer. 

DR. BELSITO:  I mean, not in use in 

the EU doesn't mean not in use -- 

methyldibromo glutarnitrile is not in use in 



the EU, but it's still in use in some USA 

products, not that I have a problem with 

methyldibromo glutarnitrile personally.  I 

think the European Union overreacted, my own 

personal opinion, but just because it's not in 

the EU doesn't mean it's not here. 

MS. SKARE:  We can go back and look 

at that, at what dye has the highest frequency 

of use in the U.S., which has not been 

reviewed by CIR.  You may come up with the 

same answer, but if it's a different answer, 

we'll get back to you. 

DR. BELSITO:  Okay.  Other comments?  

Okay, so we looked at PCPC's response.  Are we 

comfortable with I guess the first thing, 

proceeding with a priority list that's on 

Panel Book 21, page 2?  And do we want to 

start out looking at the huge groups and break 

them down and/or, Dan, do you want to -- at 

least it sounds like we're all in agreement 

that the sulfate groups shouldn't be all 

linked.  Do you want to tell us which ones 

you'd knock out of that? 

DR. LIEBLER:  What are you referring 



to, Don? 

DR. BELSITO:  Well, we have the CIR 

2013 priority list, so we have the camellia 

sinensis leaf extract. 

DR. LIEBLER:  Yeah, but what about 

the sulfates, didn't you ask me? 

DR. BELSITO:  Well, the sulfates at 

the end of the book -- the thing goes on to 

the data because it was cut off -- is a list 

of the sulfates.  It's on page 39 of the Panel 

Book.  So there's aluminum, ammonium, there's 

a whole list.  And then it goes into the data 

tab to complete the list. 

DR. ANDERSEN:  It may actually have 

been fixed in the electronic version that Dan 

has. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  I think you could 

start out by grouping them together, but I 

think we might end up pulling a couple out.  I 

mean you could say that, for example, ferrous 

sulfate, ferrous ammonium sulfate and silver 

sulfate, zinc sulfate, may present issues that 

are different from those that will be 



presented by like the sodium potassium group 

metals or the ammonium.  So those I don't 

think are going to be that much different, but 

the other inorganic metal like barium ferric, 

ferrous, et cetera, some of those may fall 

out, and I'd have to see more than just the 

names to make a recommendation.  So this is 

apropos our conversation a few minutes ago, 

having structures or identities is sometimes 

not enough. 

DR. BELSITO:  So you want to keep 

that group as it is and take a look -- 

DR. LIEBLER:  I think you could, but 

I mean I think it would be not surprising if a 

couple of those pop out because they really 

don't belong. 

DR. KLAASSEN:  I think in regard -- 

if we really want a group of inorganic 

sulfates, it would be kind of the innocuous 

ones like sodium sulfate, potassium sulfate, 

ammonium sulfate. 

DR. LIEBLER:  Yeah. 

DR. KLAASSEN:  But when you start 

putting cadmium sulfate, lead sulfate, then 



you're in a whole different -- then it's the 

metal that's driving these. 

DR. LIEBLER:  Correct. 

DR. KLAASSEN:  I mean most of the 

ones that are on my piece of paper here 

probably some would have difficulty putting 

those together.  So one really needs to do 

some work on the inorganic sulfate and the 

metals.  But other than that, I think our 

grouping is pretty good. 

DR. BELSITO:  But I guess my point 

is that if you're looking at it and you're 

already having concerns, is it really -- I 

mean if there were some obvious ones like 

cadmium, ferrous, and even aluminum sulfate 

and that's going to have irritating potentials 

that will give us cause. 

DR. LIEBLER:  Yeah, I would say the 

ammonium sulfate -- the group 1 and 2 metal 

sulfates like sodium, calcium, and ammonium 

magnesium and so on, those can probably all go 

together.  And then the transition metal 

sulfates -- copper, ferric, ferrous -- they 

could perhaps be grouped at least initially 



with -- and even silver -- just for the record 

cadmium is not on here, thank God.  I think 

those could be a grab bag category that 

probably wouldn't be in a perfect review 

together. 

DR. KLAASSEN:  I mean I still quite 

like the idea of looking at the entire group 

than having the Panel go through two separate 

iterations of how they propose to pull out and 

why they pull out subgroups because I think we 

have to come up with some reasoning.  We can't 

have these standalone ingredients.  So if 

there seems to make some logical sense that we 

can have one giant report become three, I'm 

okay with that.  I don't want to see one giant 

report become three individual or 25 

individual reports. 

DR. LIEBLER:  No, I don't think 

that's necessary.  In fact, what I just said 

is how I think it might shake out, but not how 

I would suggest that we proceed initially. 

DR. BELSITO:  So you want to keep 

everything -- 

DR. LIEBLER:  Keep them together for 



round one. 

DR. BELSITO:  What about the citrus 

group?  You're okay keeping it? 

DR. LIEBLER:  Keeping it in for 

round one.  That's pretty much what we've been 

doing and I think it's worked pretty well.  As 

Bart said, we have had a pretty good track 

record of not having groups where we've thrown 

out most of the group or even a very large 

fraction of the group. 

DR. BELSITO:  Okay.  So we're going 

to keep all these groups as proposed together 

and take a good look at it.  Has anyone heard 

any noise out there about a chemical or group 

of chemicals that perhaps should be added to 

this list and something knocked off?  All the 

noise I've heard we're going to look at later 

over the triclosan and parabens. 

DR. LIEBLER:  I don't have anything 

to add. 

DR. BELSITO:  And retinyl palmitate? 

DR. ANDERSEN:  Yeah. 

DR. BELSITO:  Okay.  So we like your 

priority list.  We like your ingredients.  



Make sure we're not missing any. 

DR. ANDERSEN:  Will do. 

DR. BELSITO:  And we'll have some 

fun looking at gums and citrus and things like 

that.  Okay, so anything more with the 

priority list? 

So next is Blue, polyether lanolins.  

So we issued a tentative safety assessment in 

June, safe with the present practice of use 

and concentration.  We need to make sure the 

discussion is okay and, in particular, the 

shorter chain length polypropylene glycols.  

Comments here? 

DR. LIEBLER:  So I think it looks 

pretty good.  I had an editorial change under 

method of manufacture, Panel Book page 11.  

The second paragraph has a lot of information 

that should either be moved to the chemistry 

section or to the impurities section, and I 

marked it for you. 

DR. BELSITO:  In the discussion I 

didn't really like the way the aerosol thing 

was done.  It was very repetitive and there 

were parts of it that I thought belonged in 



other parts, and I said that look at BGDPA.  

So what would BGDPA be?  Bis-diglyceryl 

polyacyladipate-1.  I thought that discussion 

for the respiratory was very good as a model.  

And in the case of this, there was a short- 

term inhalation exposure study on PEG-27 

lanolin.  And that would be the only change 

that I would make in the way you write the 

discussion.  But because you start talking 

about little potential in size and then we 

considered other data and then you go back to 

droplet size again, it was like all over the 

place.  So I sort of reorganized it here, if 

you can follow my reorganization.  But if you 

want a model and then you just have to add in 

that "limited data available from one 

short-term inhalation study on PEG-27 lanolin 

suggests little potential for respiratory 

effects of relevant doses."  I thought we had 

actually created verbatim models for all of 

those conditions, but just take a closer look 

at that. 

MS. BECKER:  The not quite 

boilerplate that Ivan has put together isn't a 



boilerplate, so this is the guidelines and 

then we have latitude to fill in where he has 

-- it seems like what we mentioned. 

DR. BELSITO:  Then going over it 

just in this paragraph, then the changes I 

made were "because these ingredients reported 

to be used in products that may be aerosolized 

including colognes and toilet waters."  So the 

first sentence is fine and then I moved the 

next three sentences.  So I continued the 

paragraph after "incidental inhalation 

exposure."  "The Panel considered data 

available to characterize the potential for 

polyether lanolins to cause systemic 

toxicity," yadda, yadda, yadda.  "There was 

little or no irritation sensitization on 

multiple tests of dermal and ocular exposure, 

genotoxic.  Genotoxicity was not seen in 

multiple tests."  And then I made a whole new 

paragraph about inhalation that went back to 

where you were.  "The limited data are 

available for one short-term inhalation 

exposure study."  Insert the word "inhalation" 

on PEG-27.  Continuing for your next three 



sentences.  "The Panel believes that the size 

of the substantial majority of the particles 

in these products as manufactured are larger 

than those in the respirable range and/or 

aggregate in agglomerate to form much larger 

particles.  Further these ingredients 

reportedly used a concentration of less than 4 

percent in cosmetic products than may be 

aerosolized."  And then the rest of that 

paragraph pretty much as you wrote.  But 

again, I had problems with limited inhalation 

data, size, systemic toxicity, size again.  It 

just was too spread out. 

DR. LIEBLER:  I agree with your 

edits.  It makes the flow better. 

MS. BECKER:  But we're not changing 

anything substantial. 

DR. BELSITO:  Nope, just -- 

DR. SNYDER:  I had one question.  

Are these penetrations answered? 

MS. BECKER:  Ah, no, one of the 

constituents was.  I'm just trying to remember 

which one. 

DR. SNYDER:  I had that down as a 



question mark. 

DR. BELSITO:  I didn't.  There are a 

few that were that we -- all of which were 

mentioned.  I think the -- 

DR. SNYDER:  Under miscellaneous 

study there?  I just had it as a question, but 

I can't find what my basis for it was.  It's 

in notes.  I had a question mark on 

penetration answers.  It wasn't in the summary 

of the discussion. 

DR. LIEBLER:  I didn't see any 

reference to it in this report. 

MS. BECKER:  Oh, here we go.  "Some 

alkyl PEG ethers such as pareths and oleates 

have been reported to enhance the penetration 

of certain compounds to the skin."  And that's 

just the PEG ethers.  That's the last sentence 

of the first paragraph on page 4 -- I'm sorry, 

second paragraph on page 4, page 13 in the 

book. 

DR. LIEBLER:  So that's the alkyl 

PEG ethers that's being referred to and the 

generation of free alkyl PEG ethers from these 

compounds is unlikely to be significant, at 



least significant enough to contribute to 

penetration enhancement.  I think it's a 

non-issue for the lanolins. 

DR. BELSITO:  Okay.  Anything else?  

So we just need to -- anything else on this 

report? 

DR. ANSELL:  Well, we've seen 

through this series two fundamentally 

different approaches taken to re-reviews, 

whereas I would have liked to have addressed 

the one we liked a lot, the PEGylated oils.  

There's a lot of data in here, which really 

came from the old report.  And it's being 

presented as if it were new data associated 

with the review of these ingredients.  What 

we'd prefer to see done is to identify which 

ingredients have been added and then to 

discuss the data relevant to those ingredients 

and not simply a reiteration, a 

cut-and-pasting of the old report.  It becomes 

a little difficult to track which is the new 

data, which is the old data, why the new 

ingredients were added, and why -- we'd like 

to see the focus why the ingredients were 



added and the data relevant to substantiating 

their addition.  And if you -- when we get to 

the PEGylated oils, you'll see that.  It opens 

with a discussion of what they reviewed, what 

has been added, and the new data that was 

found that substantiates the addition or the 

new data which is relevant to the assessment.  

And so what you have in this one, we think, 

makes it very confusing to track what's been 

going on and would encourage adoption of a 

different approach to these re-reviews where 

we just focus -- even if there's only two new 

studies, but not reopening and presenting the 

data as if it were a substantial amount. 

DR. SNYDER:  This issue comes up for 

me in another report where we reference -- in 

fact, it's almost two reports before we end up 

when you really look, there's very little to 

no data.  And so it's been transferred along 

as if there's a body of data, so we can just 

open up another report.  So I understand a 

little bit about what Jay is saying. 

DR. ANSELL:  And there may not be a 

lot of data, but this gives the impression 



that there was a lot of data. 

DR. SNYDER:  Right, right. 

DR. BELSITO:  So I'm not hearing, or 

am I hearing, that you prefer that this report 

be tailored and rewritten -- 

DR. ANSELL:  No, no. 

DR. BELSITO:  -- or just that for 

future reference the way the PEGylated oil 

report was written was the way that these 

re-reviews when we add in other ingredients 

should be formulated? 

DR. ANSELL:  That's our suggestion. 

DR. BELSITO:  I thought it was a 

great report.  On the other hand, it was a 

huge report, too. 

DR. SNYDER:  And it didn't need to 

be -- you didn't need to spend a lot of time 

on it. 

DR. BELSITO:  Right. 

DR. SNYDER:  I mean one other 

comment I've got and I can bring it up for 

this report, too.  If you go to page 10 of the 

Panel Report, Panel Book 19, we have to be 

very, very careful when we talk -- the first 



full paragraph at the top -- "Since there are 

almost no new data, this report summarized 

previous reviews."  We need to -- that should 

say "previous CIR safety assessments" because 

we flip between previous reviews and then down 

in the discussion we talk about a safety 

assessment.  We should always specify CIR 

safety assessment.  We need to be a little 

more specific because what kind of review was 

it?  Just exert some caution when we do that, 

not just this kind of previous reviews.  It 

doesn't really mean anything.  Be as specific 

as we can.  And, again, it goes to a little 

bit to what we just talked about so I know 

exactly what we're referring to. 

MS. BECKER:  Okay. 

DR. BELSITO:  And that was all in 

paragraph 1. 

DR. SNYDER:  Yeah, and then down in 

the second paragraph of the discussion where 

it says "The Panel did acknowledge that a 

safety assessment has not been completed."  

Well, the CIR safety assessment because we do 

use the SCCP assessments and other assessments 



so we need to be specific as to what we're 

referring to on those. 

DR. BELSITO:  All right.  Anything 

else, Dan and Curt? 

DR. LIEBLER:  No. 

DR. KLAASSEN:  No. 

DR. BELSITO:  Okay, so nothing 

substantive.  A little minor change in the 

discussion section. 

So next, borosilicates.  So we 

issued also safe as in present practices of 

use.  Rachel had no large data gaps so the 

discussion was beefed up, and we still need to 

see if we agree with the beefing.  Again, the 

same issue with the aerosolized-aerosol 

statement in the discussion.  We go from 

particle size to systemic toxicities back to 

particle size.  They just need to be -- I 

think, the size issue should all be grouped 

together. 

MS. BECKER:  Okay.  The same 

rearrangement. 

DR. BELSITO:  Yeah, pretty much. 

MS. BECKER:  We can do that. 



DR. SNYDER:  So, again, this 

consists of -- I mean, accurate, really 

reflecting things, but whenever we talk about 

use data, we always have to say "reportedly 

used" or "reportedly not used" because we 

don't know for sure that they're not used.  

It's only based upon what's reported.  So we 

need to have that reported in there 

consistently because -- in all the reports -- 

because it says not all are in current use 

because we sometimes find out that they may be 

in use, but it wasn't reported and that's 

happened before.  The FDA's come forward and 

said there's every indication that it is used.  

So we always have to make sure that we 

understand that that's the data we're looking 

at. 

And then I had a question here about 

what about instructions on how to use these 

products that are potentially aerosol applied.  

I don't know why I wrote that, but at the top 

I had under -- consider each opportunity -- 

"should be formulated to be minimize their 

inhalation."  So "formulated to minimize their 



inhalation," isn't that implying that we're 

giving some instructions on how to use rather 

than it should be "formulated to minimize 

exposures?" 

MS. BECKER:  Particle size? 

DR. SNYDER:  Yes.  Are you blending 

over into -- it's at the bottom of the last 

sentence of Panel Book, page 4, and it 

continues on to page 5. 

DR. ANSELL:  Yeah.  I think there's 

a distinction in the directions to formulating 

community and that there should be "formulated 

to minimize inhalation potential." 

DR. SNYDER:  I don't know if I'm 

reading too much into it, but I mean -- 

DR. LIEBLER:  Is it really 

appropriate for us to be saying that? 

DR. SNYDER:  No, I don't think it 

is. 

DR. LIEBLER:  Yeah, I don't either. 

DR. SNYDER:  But is that what this 

sentence is indirectly implying? 

DR. LIEBLER:  I think it should just 

be deleted. 



DR. BELSITO:  Isn't this the one 

where they like micro-ionized the particles 

and they made them respirable?  There was one 

that we dealt with that we had struck that bit 

of science. 

MS. BECKER:  No. 

DR. LIEBLER:  Doesn't ring a bell. 

DR. BELSITO:  Plus that's in the 

summary.  If we're going to put it in, it 

should be in the discussion. 

DR. SNYDER:  Yeah. 

DR. BELSITO:  I mean the summary is 

not what the Panel thinks.  The summary is 

what the data shows. 

DR. SNYDER:  Yeah, I concur with Dan 

in deleting that.  I just think that starts to 

venture into -- I understand what I think 

we're implying.  Whether I think that it's -- 

MS. BECKER:  Well, this is something 

you -- if I'm reading this right on Monday 

morning -- this is something you said in a 

previous assessment. 

DR. BELSITO:  Because, you know, in 

the discussion, I mean, yeah, I would just 



strike that sentence because in the discussion 

we talk about particle size and "The Panel 

believes that the sizes of a substantial 

majority of particles of these ingredients as 

manufactured are larger than respirable and/or 

aggregate and agglomerate to form much large 

particles in formulation." 

DR. LIEBLER:  And if the last 

sentence basically concludes "This information 

indicates that incidental inhalation would not 

be a significant route of exposure." 

DR. BELSITO:  Right. 

DR. LIEBLER:  It leads to effects, 

and then we don't need that other sentence. 

DR. BELSITO:  Yeah, so I would 

delete that. 

DR. LIEBLER:  It implies there's a 

problem when there's not a problem. 

MS. BECKER:  Okay. 

DR. SNYDER:  And then I had a 

question for Dan on the second paragraph of 

the discussion.  Is the term "leach" -- the 

second sentence there, "The zinc and silver 

are secure in the molecules and will not 



leach."  Is there a better way, a more 

scientific or chemistry way to say that?  To 

me, it -- 

DR. LIEBLER:  Bioavailable. 

DR. SNYDER:  Yeah, or not readily 

bioavailable or something.  It just seems to 

me that was not a very good -- 

DR. LIEBLER:  Right.  I think you 

could simply say that zinc and silver from 

these molecules will not be readily 

bioavailable.  I'll take that. 

MS. BECKER:  Okay. 

DR. ANSELL:  We have a minor comment 

on the use of the word "aerosolized."  We 

think that should really be "airborne."  

Aerosolized is a process, and what you're 

interested in is whether it becomes airborne 

or not. 

DR. BELSITO:  So specifically, Jay, 

where are you? 

DR. ANSELL:  "Because these 

ingredients can be used in products that may 

be aerosolized."  I think what we really mean 

is "may become airborne" or "may become -- 



aerosolized has to do with a process to form 

aerosols. 

DR. BELSITO:  Right, but the 

products are aerosolized.  The ingredients are 

airborne. 

DR. ANSELL:  Well, they could become 

pumps.  They could be -- it doesn't have to be 

aerosolized.  It could be a pumped product.  

It could be -- 

DR. BELSITO:  A spray.  So then you 

would have to say "because these ingredients 

could be used in situations where they may be 

airborne?" 

DR. SNYDER:  Well, there's potential 

for incidental exposure, inhalation exposure.  

Just put it on an exposure basis rather than 

-- because we list sprays -- 

DR. BELSITO:  Right. 

DR. SNYDER:  So I think we just say 

"incidental inhalation exposures," something 

along that line. 

DR. LIEBLER:  Yeah, "that may 

produce incidental inhalation exposures." 

DR. SNYDER:  Yeah, take that process 



all out of it because it's more inclusive 

anyway. 

DR. BELSITO:  Well, we already say 

"the Panel discussed the issue of incidental 

inhalation exposure."  "So because these 

ingredients can be used -- 

DR. SNYDER:  "May be a component of 

a product that could be incidentally inhaled," 

I don't know. 

DR. LIEBLER:  Well, this gets to the 

redundancy that Don pointed out in a previous 

report where we reorganized the discussion 

such.  Don, did you specifically put in an 

edit to this? 

DR. BELSITO:  Yeah, I did. 

DR. LIEBLER:  That might take care 

of that point actually. 

DR. BELSITO:  It doesn't, but it 

doesn't take care of the issue Jay is raising 

because I didn't change aerosolized.  If 

you're going to change it, then you -- 

"because these ingredients can -- 

DR. SNYDER:  Well, just take that 

whole thing out.  I think we take the whole 



thing out. 

DR. ANSELL:  Yeah, we just suggested 

"in products that may become airborne." 

DR. SNYDER:  Or just have that first 

sentence be "the Panel discussed the issue of 

incidental inhalation exposure."  Start with 

that.  So the last part of that first sentence 

-- just take out, strike the whole first part. 

DR. LIEBLER:  So strike out from 

"because" through the end of the parentheses? 

DR. SNYDER:  Yes. 

DR. LIEBLER:  "The Panel discussed 

issues -- that kind of takes care of it. 

MS. BECKER:  Okay, we've been 

thinking it's important to include the 

examples of -- 

DR. BELSITO:  Well, "The Panel 

discussed the issue of incidental -- 

DR. SNYDER:  Then put your 

parentheses there. 

DR. BELSITO:  -- inhalation 

exposure, including body and hand sprays, hair 

color sprays, fragrances."  Or you could even 

say in that case, "including from body and 



hair sprays." 

DR. KLAASSEN:  I mean these are not 

being used as fragrance preparations, are 

they? 

MS. BECKER:  I would have to go back 

to the original submitted data, and I don't 

have that with me. 

DR. BELSITO:  Well, we have a table 

of cosmetic use section. 

MS. BECKER:  Right and we have 17 -- 

DR. ANSELL:  Abrasive, preservative. 

MS. BECKER:  Right and we have it on 

17 and 20 uses that are potential inhalation 

sprays. 

DR. KLAASSEN:  But the issue is 

whether it's fragrance, not whether -- 

MS. BECKER:  Right, and like I said, 

I don't have that data. 

DR. ANSELL:  See, it doesn't really 

-- I mean the discussion is about airborne and 

exposure and a safety assessment.  Does it 

really matter whether or not it comes from a 

hair spray or a fragrance? 

MS. BECKER:  Other fragrance 



preparations, not sprays, colognes, and toilet 

waters.  Tonics, dressings, and other hair 

preparations, other fragrance preparations 

that's also in powders. 

DR. BELSITO:  Okay, anything else on 

the borosilicates?  So no substantive changes, 

deletion of one sentence in the summary, and a 

little rearrangement in the discussion. 

Okay, panax ginseng.  So we changed 

this to panax species and safe in the present 

practices of use, and we just need to look at 

our -- okay, so in Wave 2 there was the 

aerosolized conclusion that I'm sure everyone 

got.  On page -- Panel Book page 26, Report 

Book 9, the fourth line up under the 

phytoestrogenic activity -- and I just throw 

this out.  It says "The potencies of crude 

extracts may greatly depend on the extraction 

method used and in some cases their effects 

may be."  Do we want to specify the extraction 

methods?  It was methanol that was greater 

than water.  We have that data, so I think 

it's important. 

MS. BECKER:  Okay. 



DR. BELSITO:  So I just put "on the 

extraction method used over (for example, 

methanol greater than water)."  And again, the 

rearrangement of the respiratory -- we go from 

size to systemic to size again; just group it 

altogether.  This one was actually good.  

Yeah, this one was fine.  Paul? 

DR. SNYDER:  So a couple -- one is 

for the chemists, the difference between a 

phytosterol and a phytoestrogen.  I thought a 

phytosterol was a plant containing a compound 

that was similar to cholesterol as opposed to 

a phytoestrogen which is a plant containing a 

compound that has estrogen activity.  So it -- 

seems like we keep using phytosterol and 

phytoestrogen interchangeably in these 

reports. 

DR. LIEBLER:  Yeah and they 

shouldn't be used interchangeably.  Sterols is 

a broader category -- 

DR. SNYDER:  Yeah, way more. 

DR. LIEBLER:  -- and it's really a 

chemical category.  It's just a chemical 

structural category, whereas phytoestrogen -- 



it depends on who's saying it and what they 

mean when they say it. 

DR. SNYDER:  Okay. 

DR. LIEBLER:  So it could be 

structurally like an estrogen, but most people 

actually use it to say "acting like an 

estrogen," which is a different kettle of 

fish. 

DR. SNYDER:  Okay. 

DR. LIEBLER:  So I think the term 

phytosterols is preferred.  Phytoestrogen only 

makes sense if you make clear in the context 

how you mean that. 

DR. SNYDER:  Okay.  But you were 

comfortable with how it is because we 

interchange -- within the same paragraph we go 

back and forth between -- by the way, like 

here "campesterols, stigmasterols, and beta 

sitosterol and major phytosterol components."  

And then we switch and start talking about 

estrogen effects and then we go back to 

phytosterols. 

DR. LIEBLER:  Tell me exactly where 

you are. 



DR. SNYDER:  I'm at the last 

sentence on Panel Book page 26, beginning with 

campesterol and it goes on to that next 

paragraph at the top of page 27. 

DR. KLAASSEN:  I think that's okay 

because you're talking about the structures of 

the compounds. 

DR. SNYDER:  But then we lump -- 

"the Panel noted that phytosterols are poorly 

absorbed, have little estrogenic activity, and 

are not reproductive toxicants."  Was that 

all-inclusive of all phytosterols or those 

that are listed in the preceding sentence?  

Only those three or phytosterols in general? 

DR. LIEBLER:  Well, you can't say 

that in general because estrogen -- 

DR. SNYDER:  Well, that's my point. 

DR. LIEBLER:  So I think what you 

could simply say is that these phytosterols -- 

DR. SNYDER:  Exactly. 

DR. LIEBLER:  So insert one word -- 

DR. BELSITO:  I'm completely lost.  

What page are you on? 

DR. ANSELL:  No, it says "data 



weren't available on phytosterols," which I 

think is correct, and estrogenic effects was 

one of the effects they looked at. 

DR. SNYDER:  Correct. 

DR. KLAASSEN:  So that part's okay. 

DR. LIEBLER:  It's the top of Panel 

Book page 27, the last sentence of the first 

paragraph.  "As the Panel noted that 

phytosterols are poorly absorbed...," and it 

should simply be "the Panel noted that these 

phytosterols..." so that you're not referring 

to all phytosterols, only to the ones just 

mentioned. 

DR. SNYDER:  Okay. 

DR. BELSITO:  Okay. 

DR. SNYDER:  And then on the 

discussion on the next page, page 28, the 

fourth paragraph -- pulegon is listed as a 

constituent.  Isn't it listed as an impurity? 

DR. BELSITO:  No, it's a 

constituent.  It's part of the plant. 

DR. SNYDER:  Right, that's okay.  I 

think before we talked about it in the context 

of it being an impurity. 



DR. BELSITO:  Right. 

DR. KLAASSEN:  Sounds like it 

probably was. 

DR. BELSITO:  Okay.  Anything else 

on panax ginseng? 

DR. KLAASSEN:  There's been a brand 

new major paper that came out in the last 

month that says that it doesn't help the brain 

any. 

DR. BELSITO:  What, ginseng? 

DR. KLAASSEN:  Yeah. 

DR. LIEBLER:  Even if you eat 

organic foods? 

DR. KLAASSEN:  Yeah, in the other 

big studies on ginseng, organic food isn't 

worth it. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  They need something to 

do. 

DR. BELSITO:  Dialkyl malates, 

another Blue. 

DR. LIEBLER:  We're really in a Blue 

mood. 

MS. BECKER:  Yeah, I'm liking this 



one. 

DR. BELSITO:  So this was another 

safe in present practice and use.  We added in 

the dialkyl bodisyl malate and we need to 

review the discussion. 

DR. KLAASSEN:  It has that same 

problem with the inhalation. 

DR. BELSITO:  Yeah.  I pretty much 

moved it around.  And there were various 

little grammatical corrections in the document 

that you can just pick up.  But in the 

discussion, on the second paragraph, it says 

"however, it was not toxic to dogs even if 

there was incidental ingestion due to use in 

lipsticks, the purity is reported to be 99 

percent and the amount of any maleic acid 

would be miniscule."  I didn't understand that 

comment.  I mean particularly because I know 

our society has sort of gone wild, but the 

issue with it not being GRAS in baby foods had 

to do with the study you referred to and that 

after you told us at the last meeting was some 

nephrotoxicity in rats, weanling rats.  You 

know, I hope people aren't putting lipstick on 



six-month olds.  I don't know. 

MS. BECKER:  Have you been watching 

the -- 

DR. BELSITO:  I don't watch -- maybe 

that lady in Colorado.  I just didn't 

understand that. 

DR. LIEBLER:  I'm wondering if you 

could simply delete that sentence about 

"however, it was not toxic -- 

DR. SNYDER:  I deleted both of them.  

I deleted from "however" on. 

DR. BELSITO:  But then do we need to 

discuss why it wasn't GRAS for baby foods and 

why we're not concerned?  And if we do, I 

don't think that those next two sentences -- 

DR. ANSELL:  Do we rely on the GRAS 

designation? 

DR. BELSITO:  Well, if it's not GRAS 

in baby foods. 

DR. ANSELL:  Because if we don't 

rely on the GRAS, then there's no reason to 

put in that there are restrictions. 

DR. BELSITO:  You know there are no 

reported uses in baby products. 



DR. LIEBLER:  How about saying in 

that paragraph, keep the first sentence as is, 

"this was due to reported nephrotoxicity in 

rats of maleic acid, a possible impurity."  

And then you eliminate the thing about the 

sentence about the dogs and then you could say 

"the Panel noted that incidental ingestion" or 

"the Panel noted that this product is not used 

in baby" -- "this ingredient is not used in 

baby products."  And then even "if there was 

an incidental ingestion due to use in 

lipsticks, the purity is reported to be 99 

percent." 

DR. SNYDER:  It's a slippery slope.  

If we go based on reported uses and there are 

no --  

DR. BELSITO:  Because then we have 

essentially said that it shouldn't be used in 

baby products.  I mean I don't remember all 

the details, but Linda didn't seem that 

psyched.  I mean the reason for making it not 

GRAS for baby products was rather weak from my 

understanding of how she presented it. 

DR. LIEBLER:  It's due to a rat 



toxicity. 

DR. SNYDER:  A rat-specific toxicity 

probably. 

DR. LIEBLER:  "A rat-specific 

toxicity at a level that is higher than can be 

anticipated of this contaminant."  You could 

wordsmith that, but that's the point that 

needs to be made. 

DR. BELSITO:  But it's not a 

contaminant. 

DR. LIEBLER:  It'd be an impurity. 

DR. BELSITO:  Well, it was added to 

the feed. 

DR. LIEBLER:  No, of course, in the 

rat study.  But the concern with malic acid is 

the maleic acid could be a low-level impurity. 

DR. BELSITO:  Oh, I see, okay. 

DR. SNYDER:  Yeah, I think clearing 

that up a little bit from the standpoint that 

maleic acid is GRAS.  However, there is this 

malic acid contaminant -- 

DR. LIEBLER:  Malic acid is GRAS. 

DR. SNYDER:  Impurity. 

DR. LIEBLER:  Malic acid's GRAS.  



Maleic acid's a contaminant. 

DR. SNYDER:  But I think doing what 

you're suggesting to make a clear distinction 

that it -- 

DR. ANSELL:  And I do think it needs 

to be addressed in the discussion because we 

have a rather significant discussion in the 

non-cosmetic applications as it relates to the 

-- 

DR. BELSITO:  So I think what we 

need to do is get rid of "toxic to dogs" and 

say "D- malic was considered GRAS except for 

use in baby food.  This was due to 

nephrotoxicity and growth retardation of rats 

at 1 percent maleic acid in feed.  Maleic acid 

may be a contaminant of malic acid." 

DR. LIEBLER:  Perfect. 

DR. BELSITO:  Because if you're 

adding this fast, maleic and malic look the 

same.  You need to point out that this is not 

a typo. 

MS. BECKER:  Contaminant or 

impurity? 

DR. BELSITO:  I don't know what the 



right word is. 

DR. LIEBLER:  Impurity.  So I just 

recorded that. 

MS. BECKER:  Thank you. 

DR. SNYDER:  "At levels of no 

toxicological concern" or something.  You want 

to put in there something about how much this 

impurity is as far as -- not at reachable 

levels or something? 

DR. LIEBLER:  "Even if there was an 

incidental ingestion -- 

DR. BELSITO:  "Due to use of -- 

DR. LIEBLER:  "Due to use of 

lipsticks, the level -- 

DR. BELSITO:  "The purity of -- 

DR. LIEBLER:  "The level of maleic 

acid would be below the threshold of 

toxicologic concern." 

DR. BELSITO:  Okay, great. 

DR. LIEBLER:  Hey, how about that? 

DR. ANSELL:  I like it. 

DR. LIEBLER:  You like that?  Got 

it. 

DR. SNYDER:  This same issue under 



the conclusion, rather than "not in current 

use," "not reportedly..." 

DR. BELSITO:  I agree.  Okay, lots 

of changes to the discussion, but nothing 

substantive. 

DR. LIEBLER:  These are editorial. 

DR. ANSELL:  Does that include 

striking "there was no inhalation toxicity 

data available?" 

DR. BELSITO:  Well, there wasn't. 

DR. ANSELL:  Well, there wasn't any 

data by the inhalation root of exposure, but 

there's quite a lot of data which we think is 

relevant because you then come in and say that 

"lack of systemic toxicity at high doses 

acute, chronic, and oral inhalation 

sensitization and multiple dermal exposure, 

absence of genotoxicity, micronucleus."  So I 

think "no data" doesn't capture it. 

DR. LIEBLER:  How about "There are 

no data from inhalation exposures." 

DR. ANSELL:  Something along those 

lines. 

DR. BELSITO:  Okay. 



DR. ANSELL:  But hardly no toxicity 

data is available. 

DR. SNYDER:  But it says "no 

inhalation toxicity available" so it's fine. 

DR. ANSELL:  Well, I would just like 

it to focus on the root as opposed to -- 

DR. LIEBLER:  Well, inhalation 

toxicity is kind of a slang expression because 

it's unclear what that means, if it means 

respiratory toxicity or if it means systemic 

toxicity for inhalation exposure, et cetera. 

DR. BELSITO:  And again, that has to 

do with the changes that we've been talking 

about with the information.  I said "there was 

no inhalation toxicity available."  I struck 

the entire next sentence and said "the Panel, 

therefore, considered data available to 

characterize potential to cause systemic 

toxicity, irritation and sensitization," then 

"the lack of systemic toxicity" yadda, yadda, 

yadda, and then talked about particle size.  

So again the rearrangement of the respiratory 

boilerplate.  If you want to say -- I think, 

Jay, it's quicker to say "inhalation toxicity" 



and then "there were no data available from 

inhalation studies" or something.  Like Dan 

said, it's just shorthand; everyone knows what 

you mean by inhalation toxicity or inhalation 

toxicity studies.  "There were no inhalation 

toxicity studies available." 

DR. KLAASSEN:  "Inhalation exposure 

toxicity studies" would clarify it. 

DR. BELSITO:  Yeah. 

DR. LIEBLER:  So regardless of what 

you say, it's "were" instead of "was" because 

it refers to data. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  I think it's 

something we can take a look at, but I 

actually like Jay's idea more than the team 

seems to be liking it because this is a 

progression that we were trying to convey.  

The word there, data, by inhalation route of 

delivery, those data would be hugely valuable.  

There aren't.  So where do you turn?  You look 

at all the other stuff as Jay walked through.  

So I think focusing that initial sentence, if 

there's an absence of data by an inhalation 



route of exposure, then you go on to other 

stuff.  So I like adding the route of exposure 

as a specific.  Then you can't miss what we're 

talking about. 

DR. SNYDER:  So simply you just 

state "in the absence of any inhalation 

studies, the Panel considered the systemic 

toxicity data in conjunction with the size," 

blah, blah, blah. 

DR. BELSITO:  Okay, I like that 

wording. 

DR. LIEBLER:  Yeah. 

DR. ANDERSEN:  And that was the 

direction that Curt initially pushed, that 

just because you don't have inhalation 

toxicity data doesn't mean you don't have data 

and that's back to Jay's point. 

DR. BELSITO:  "In the absence of any 

inhalation -- 

DR. SNYDER:  "data, the Panel 

considered other -- 

DR. BELSITO:  "inhalation study 

data" 

DR. ANDERSEN:  "Other systemic 



toxicity data" 

DR. SNYDER:  "in addition to size."  

Then it makes sense and it flows that way, 

that there was minimal systemic toxicity and 

size particles not -- 

DR. BELSITO:  Okay.  Anything else?  

Dimethicone crosspolymers.  We've got another 

Blue Book.  We resolved issues as to what we 

should take from the information data sheets, 

and we need to make sure the discussion looks 

good. 

DR. SNYDER:  So I have one 

conundrum.  Is it -- the discussion talks 

about -- refers to the Panel, but one member 

of the Panel did not agree with and voted 

against.  So we can't state the Panel, can we?  

Or how do we -- 

DR. LIEBLER:  No, it doesn't 

necessarily imply that the opinion was 

unanimous because then in the conclusion, the 

same thing.  "The CIR Panel concluded" so the 

vote drives -- 

DR. ANSELL:  The alternative is that 

the Panel could not act absent unanimity and 



that would be confusing, too. 

DR. LIEBLER:  So I have an issue 

that recurs several times throughout the text, 

and the first place it is is on Panel Book 

page 23, before page 8, right under repro and 

developmental toxicity.  And it's a sentence 

under dimethicone vinyl 

trimethylsiloxysilicate crosspolymer.  It says 

"according to a supplier of a trade name 

mixture, based on the structural analogy to a 

similar polymer, the ingredient is not 

expected to be a reproductive toxicant."  And 

that's simply an opinion as opposed to data, 

and that happens several times in the report.  

I've flagged each one, but I think these are 

basically statements from suppliers as opposed 

to data.  They're cited in sections where 

we're actually discussing data, and I don't 

think they really belong there because they're 

not really data.  The Panel can have an 

opinion.  We might even agree with that.  But 

it just doesn't belong where we're supposedly 

presenting data. 

DR. BELSITO:  Furthermore, no 



further data on the similar polymer were 

provided. 

DR. LIEBLER:  Or no further report 

opinions.  No, I just think that those just 

drop out.  I mean it may collapse those 

sections into nothing because if that's all 

there is on those sections, it's just -- 

DR. ANSELL:  But you could put in 

what the polymer was that had a negative 

repro. 

DR. BELSITO:  But we don't know what 

that is. 

DR. LIEBLER:  It's not a study.  

It's not a negative repro result; it's an 

opinion that it wouldn't be expected to 

produce reproductive toxicity. 

MS. BECKER:  Yeah, this is something 

-- 

DR. ANSELL:  There is a repro study 

on a polymer, which you may or may not agree 

is structurally similar enough, right?  Isn't 

that -- 

MS. BECKER:  But that doesn't give 

us what the polymer was.  That's why it says 



"no further data on similar polymers."  I mean 

that's why I separated out "no primary 

reproductive toxicities were discovered."  

It's a separate issue. 

DR. LIEBLER:  Exactly. 

DR. BELSITO:  So would you like that 

whole thing struck? 

DR. LIEBLER:  Yes, if that's all 

there is for that chemical. 

MS. BECKER:  So you want to get rid 

of all of reference 7? 

DR. LIEBLER:  Yes. 

MS. BECKER:  Fine with me. 

DR. LIEBLER:  Yeah, I think all the 

ones I flagged.  There's also a reference 10 

that looks like it's the same kind of 

citation. 

DR. BELSITO:  Where's that? 

DR. LIEBLER:  I flagged them, but 

they're throughout this section basically on 

Panel Book pages 23, 24, 25, and 26.  You want 

me to point to all the specific examples? 

MS. BECKER:  Here's 10, that's in 

there. 



DR. LIEBLER:  So the first one I 

noted was on Panel Book 23, and also at the 

very bottom of 23 under genotox, "according to 

a supplier of a trade name mixture, based on 

physiochemical characteristics and data on 

similar polymers, the ingredient is not 

expected to be mutagenic."  This is something 

that's tantamount to what we would say in a 

discussion, but citing that in a data section 

isn't appropriate because it's not really 

data.  The next one is -- 

DR. BELSITO:  Unless we knew what 

the similar polymer was, then we could put the 

data in on that and put that in our 

discussion.  But if we don't know what the 

similar polymer is, and we don't have the data 

on it, then I agree with you. 

DR. LIEBLER:  Right, we'd have to 

have the similar ingredient identified and the 

data for that ingredient made clear.  So we 

don't have either. 

MS. BECKER:  It was not provided in 

the documentation. 

DR. LIEBLER:  The next one -- if you 



want me to keep going through them 

individually? 

DR. BELSITO:  Yeah. 

DR. LIEBLER:  Okay.  The next one is 

on Panel Book page 24, right in the middle.  

It's dimethicone vinyl trimethylsiloxysilicate 

crosspolymer and it's "according to a supplier 

of a trade name mixture...," okay same issue.  

So you can just scan for "according to."  The 

next one is near the bottom of that page 24, 

vinyldimethyl trimethylsiloxysilicate stearyl 

dimethicone crosspolymer.  "According to a 

supplier of a trade name mixture..."  And at 

the bottom of that page under carcinogenicity, 

the very last line, same thing.  And then on 

Panel Book page 25 under irritation and 

sensitization, the first example, crotonic 

acid vinyl C8-12 isoalkyl esters, "according 

to a supplier of a trade name mixture..." so 

that goes.  And then on Panel Book page 26 

under sensitization, "crotonic acid vinyl 

C8-12 isoalkyl esters, "according to a 

supplier of a trade name mixture..., same 

thing.  I think that's it. 



MS. BECKER:  And I just want to 

point out, I didn't include any of these in 

the profile.  So when you looked at your 

profile, I didn't consider it data to be 

marked off. 

DR. KLAASSEN:  And on the last line 

on page 11, our 26. 

DR. LIEBLER:  Oh yeah, I missed one.  

You're right.  Thanks, Curt. 

DR. BELSITO:  So basically anything 

having to do with reference 4 or 7. 

MS. BECKER:  4, 7, and 10.  Not a 

problem. 

DR. LIEBLER:  I'm not saying we 

don't agree, but we wouldn't agree with the 

interpretation, but that's not where it goes. 

DR. KLAASSEN:  Absolutely correct. 

DR. BELSITO:  Anything else?  Paul? 

DR. SNYDER:  In the summary on Panel 

Book page 28, the third paragraph, "there were 

no reported uses for 31 ingredients in this 

report," "there were no reported uses for the 

remaining 31 ingredients." 

DR. LIEBLER:  I had one other edit 



in the discussion.  In the second paragraph, 

second-to-last sentence, it says "also the 

properties of the silica backbone show 

stability and should not break down."  I just 

reduced that to "also the silica backbone -- 

DR. BELSITO:  -- shows stability? 

DR. LIEBLER:  "is stable under 

anticipated conditions of use."  So just to 

restate, "also the silica backbone is stable 

under anticipated conditions of use." 

DR. BELSITO:  Okay.  And then the 

rearrangement of the aerosol, group all the 

particle size stuff together. 

DR. ANSELL:  We also have a comment 

in discussion, Panel Book 28, "the Panel noted 

stable and ensure that there are no residual 

monomers in the final product."  We think "no" 

is a little difficult.  We suggest "kept to a 

minimum."  And use of the final product is a 

little confusing.  We presume it being the 

ingredient, not actually the final formulated 

product.  So our suggestion is "residual 

monomers and catalysts should be kept to a 

minimum in these ingredients." 



DR. BELSITO:  But then that begs the 

question what the minimum is. 

DR. SNYDER:  Yeah. 

DR. KLAASSEN:  None. 

DR. BELSITO:  I mean they have what 

the residuals are here.  I mean we could say 

"to a minimum as outlined in the impurity 

section."  Then we're at least giving some 

ranges.  But I don't like just saying minimum 

because minimum for you could be maximum for 

me. 

DR. ANSELL:  Well, the conclusion is 

always predicated upon the report itself, so 

it's safe in the current practices of use and 

concentration.  So I have no objection to the 

repetition, but "no" is just a philosophical 

statement. 

DR. LIEBLER:  This entire paragraph 

and all the bullets under it are essentially 

driven by the objection that was raised in the 

last Panel meeting about the possibility of 

concern about residual monomer.  I think that 

this is a case where it's evident from the 

discussion then and my re- reading of it in 



the notes that this was not an opinion that 

was shared by most of the Panel.  So I'm 

wondering in a situation like this where there 

is an objection raised that's not very widely 

shared on the Panel, if it deserves this much 

space in the discussion. 

DR. SNYDER:  I think it's too much 

because otherwise we don't -- we've never done 

this before unless there was a specific known 

toxicant that was at levels that would be of 

concern.  And this -- 

DR. KLAASSEN:  This is unusual. 

DR. SNYDER:  We've never had 

bulleted items. 

MS. BECKER:  Well, there's only 

styrene and that would only be one sentence 

long.  Does it make a difference? 

DR. LIEBLER:  Well, the discussion 

of monomers last time was somewhat general, so 

it didn't just focus on styrene.  I remember 

phenylglycine oxide was mentioned.  Some of 

these aren't even -- like isobutinol, for 

example, not even a monomer really. 

MS. BECKER:  No, I was just asking 



if it was just one of those as opposed to the 

whole list.  Would we care about that? 

DR. SNYDER:  It could just be in a 

sentence that says "the reported methods of 

manufacture suggest there are no appreciable 

levels of monomers to any appreciable level" 

or something like that.  We actually have 

data, what Don said, so why don't we reflect 

that as data in the report rather than just 

putting this statement of "no" and list of 

things that can't be in there. 

DR. LIEBLER:  It's just an 

exaggerated level of concern based on what the 

data warrant. 

DR. SNYDER:  I mean we could just 

say "the Panel evaluated impurity data that 

suggested low levels" or something. 

DR. BELSITO:  "The Panel noted that 

even though the ingredients are stable -- 

DR. SNYDER:  That doesn't really 

have anything to do with it.  These are 

byproducts of the methods of manufacture.  

It's not really a -- 

DR. BELSITO:  "There may be very low 



levels of -- 

DR. SNYDER:  Well, "the reported 

levels in the report are not of toxicologic 

concern" or something.  We have data.  We 

don't have any data to suggest that they're a 

high enough level that we're concerned.  

There's not an absence of data; we do have 

data. 

DR. LIEBLER:  So what I would 

propose is that we strike that entire 

paragraph and all the bullets and that what we 

add is that sentence that used to read "also 

the properties of the silica backbone," which 

I edited, can now read "also the silica 

backbone is stable under the anticipated 

conditions of use and the products contain 

residual monomers below the threshold of 

toxicological concern." 

DR. BELSITO:  Yep.  "And the 

ingredients," not the "products." 

DR. LIEBLER:  Right, yes. 

DR. BELSITO:  And then that whole 

paragraph -- 

DR. LIEBLER:  And all the bullets -- 



DR. BELSITO:  -- goes away. 

DR. LIEBLER:  Yeah, it all goes. 

DR. BELSITO:  You're getting pretty 

good at wordsmithing there, Dr. Liebler. 

DR. ANDERSEN:  Don, before you go on 

there's two things.  One is note to staff 

putting "none" in a discussion is 

unattainable, never has been attainable, so we 

need to be careful when we see that.  It's a 

usual play. 

The other question is really for Dan 

in terms of what you flagged in terms of these 

references that are, in fact, nothing more 

than hand waving.  Is there a point in the 

process, certainly not in the final but at the 

stage of seeing an initial draft report, would 

you like to know that that hand waving exists?  

You just don't want to see it in the data, but 

is there a place for it at least for the 

Panel's information? 

DR. LIEBLER:  So I guess my reaction 

to it is if it's very clear that it is simply 

a statement without any supporting data, then 

it doesn't need to be in the report. 



DR. ANDERSEN:  Period. 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  Ever. 

DR. LIEBLER:  But if there's any 

ambiguity, put it in.  We can check it out and 

then we can make a decision if it should be 

excluded or some editorial note made to 

clarify what's there. 

DR. ANDERSEN:  The ideal would be 

were there actual data on that closely related 

chemical, then you put that in. 

DR. LIEBLER:  Right. 

DR. ANDERSEN:  That's data. 

DR. KLAASSEN:  Yeah, put that data 

in.  Then -- I mean there's kind of two 

aspects of this.  One is does this relate what 

they consider a related chemical?  Do we 

consider it a related chemical?  And then 

number -- 

DR. ANDERSEN:  You can't make that 

judgment if you don't know what it is. 

DR. LIEBLER:  Exactly. 

DR. KLAASSEN:  And then number two 

you also need to see the data for that 



chemical. 

DR. ANDERSEN:  And absent those two 

things, what you're saying is it has no voice. 

DR. LIEBLER:  For example, if this 

sheet had cited some study referring to some 

chemical, then we could at least look at the 

study, look at the structure of the chemical, 

and make a decision whether that is, indeed, 

appropriate and then we cite the primary 

literature. 

DR. SNYDER:  I think the thing that 

was done well here is that Lillian accurately 

captured "according to."  Okay, if she had not 

put that wording in there, the red flag would 

not have gone up.  In many instances we may 

not see the primary dataset, so if you have 

the "according," then maybe include the data 

sheets for us to look at so that we can make 

an interpretation or verify that, in fact, 

that is the case.  I think you did the right 

thing here in capturing it accurately. 

DR. LIEBLER:  I agree.  So err on 

the side of showing it to us. 

DR. ANDERSEN:  Early, but -- 



DR. LIEBLER:  Yeah, unless it's so 

crystal clear that it's just BS. 

DR. BELSITO:  Anything else? 

DR. SNYDER:  Just one other little 

editorial thing on page 29, Panel Book page 

29, the first paragraph, the last sentence.  I 

just don't like the statements that use words 

like "believes."  So the Panel "concluded that 

the size..." 

DR. BELSITO:  Where are you? 

DR. SNYDER:  The last sentence of 

that first paragraph.  "The Panel believes" -- 

instead of "the Panel believes," the "Panel 

concludes" because we -- 

DR. KLAASSEN:  That was written on a 

Sunday. 

DR. BELSITO:  Okay.  Anything else?  

So now we're back to Buff, the new data, 

looking at triclosans and parabens.  So I 

guess -- I don't know how you want to do this.  

The paraben issue has to do with -- well, 

there are a couple of issues with parabens -- 

is the increased risk of respiratory and food 

sensitization with preservatives, and then the 



levels of paraben in human breast tissue in 

women undergoing mastectomies for breast 

cancer and that they enabled this suspension 

growth of MCF immortalized nontransformed 

human breast epithelial cells.  So the 

implication is the new data on parabens or do 

they increase the risk of sensitization and 

are they a breast cancer risk? 

And then we've got a comment from 

BASF on the aeroallergen and food 

sensitization issue.  I think they've put this 

in very good perspective; I think it was 

fairly unbiasly written.  I guess the other 

thing that I would point out, particularly in 

terms of triclosan but also parabens, is that 

while they're looking at asthma and food 

allergy, what they're really missing is how 

many of these individuals had atopic eczema.  

Because people with atopic eczema are going to 

be putting more things on their skin, number 

one, which are likely to contain parabens 

because we tell them to stay away from 

formaldehyde derivatives; and number two, 

they're staph carriers so they tend to use 



more antibacterial products, including 

triclosan.  And so we don't know the 

percentage of these individuals with atopic 

eczema, which is I think perhaps the most 

important confounding variable because we know 

individuals with atopic eczema have high 

levels of IgE to food and aeroallergens.  So 

quite honestly, I did not think this paper 

demonstrated anything and, in fact, it was 

interesting that the -- was it the allergic 

asthma or non-allergic asthma?  There was one 

form that was negatively correlated with 

levels. 

DR. SNYDER:  Methyl parabens. 

DR. BELSITO:  Yeah.  And then they 

also point out that they didn't confound for 

smoking, but one would hope it would be very 

low in this population group, but one never 

knows.  So that was my thought. 

And then the triclosan with the 

muscle issue.  I mean they're giving it IP.  

They're giving it in huge doses.  I mean I 

just didn't think it was relevant.  And, quite 

honestly, I thought that we noted these.  Do 



we -- I mean how do we handle this?  I think 

it's important that the public know that we 

looked at it.  And then the question is I 

personally don't feel that I need to open 

these reports based upon the information I'm 

seeing.  But how do we -- I mean this is -- 

it's a hot potato issue.  It's been all over 

the news.  EWG is going crazy with it.  So do 

we reopen to close or where do we go?  I mean 

what's -- should we be scientifically correct 

or politically correct I guess is my dilemma. 

DR. ANDERSEN:  My strong desire 

would be to be scientifically correct and then 

let the political part play out as it will.  

Now I've got to see if I can remember which 

meeting we last talked about parabens.  I 

think it was last December when Denmark had 

raised a series of questions about the use of 

parabens in baby products, and the Panel -- 

the Council had asked the Panel to look at 

those data, not to reopen or not, just look at 

those data.  You did and you said that there 

was no need to change the Panel's opinion 

regarding the use of parabens, that the margin 



of safety adequately dealt with the issue at 

hand.  I see this as the same thing.  You 

don't have to make a decision to open or not 

reopen.  I think you can simply say that the 

available data -- and again, in the triclosan 

report you have repeated dose toxicity study 

after study after study in which there was no 

identification of any muscle-related endpoint 

of concern.  So while this is an interesting 

exercise at high exposure levels, in the 

available data that you did look at, this 

endpoint was not of concern.  I think that's a 

scientifically-based view of how important is 

this information and there's no need to 

further consider this.  As did the 

researchers, you can always throw in the thing 

at the end that says "more data would be 

useful."  That's always true.  I don't know 

that it gets you anything to say that.  I 

think you need to make that scientific 

judgment that these data are not significant 

as regarding the question of triclosan safety. 

DR. BELSITO:  And how does that get 

reflected back to the public, just as part of 



our minutes? 

DR. ANDERSEN:  Part of the 

post-meeting announcement for the parabens 

discussion, we went through it all in the 

announcement so that every member of the 

public can see it.  It was part of the meeting 

minutes so it has been captured as a Panel 

decision.  It's on the Website -- not always 

easy to find on the Website, but it's there -- 

and I think that's the right way of handling 

it.  It doesn't need to be a question of 

opening or reopening every time there's one 

new study. 

DR. BELSITO:  And do we send a 

separate letter back to Alexander Scranton or 

do we simply say hey, Alex, take a look at our 

meeting announcement? 

DR. ANDERSEN:  No, I think a 

separate email back to Dr. Scranton would be 

appropriate to say here's what we did with the 

issues that were raised I think. 

DR. SNYDER:  With a positive stand, 

thank you for bringing this to our attention 

and we fixed it, et cetera, et cetera, et 



cetera. 

DR. BELSITO:  We actually put it in 

the minutes?  I mean I think it was Jim and I 

that sent Alan the article.  She was just 

thanking us for doing due diligence. 

DR. ANDERSEN:  And I wouldn't want 

to not do this in the future.  You're going to 

get a series of studies to look at on 

phthalates in December -- I'm sorry, but you 

are -- and it's just the renewed data coming 

out and the question of what's the impact on 

your view of the safety of phthalates is going 

to have to be considered.  We just need to 

keep doing this.  Certainly the sensitivity 

leads us to that conclusion, but I'd do the 

same thing if it were methyldibromo 

glutarnitrile if there was a significant piece 

of new data.  You just gotta look at it and 

decide.  I hate to nickel and dime you.  I'd 

much rather be doing full-blown safety 

assessments, but I don't see how we can afford 

to ignore these kinds of studies. 

DR. BELSITO:  No, you can't, not 

when they're getting huge press.  And we all 



know what the 6:00 news is like.  You know 

that your sunscreen maybe causing cancer or 

underarm deodorant causing breast cancer.  I 

mean here are the facts. 

DR. LIEBLER:  I fully support Alan, 

but I don't know that the decision was based 

on the fact that it attracted press attention.  

I think that would be a very difficult 

threshold to watch the news every morning and 

see.  This was published in the proceedings of 

the National Academy.  We looked at it and 

relative to the doses of the root of exposure 

and the effects observed, we don't think it's 

relevant in terms of assessing its use in 

cosmetic products.  And other papers, as they 

may come up, that are published in legitimate 

peer reviewed literature that may have an 

impact should be reviewed.  And I think even 

if we had found it relevant -- well, if we had 

found it relevant, we should reopen and add it 

to the literature within the reports. 

DR. ANDERSEN:  Exactly. 

DR. SNYDER:  My only comment, Alan, 

was regarding procedures.  And so when an 



individual article is brought to our 

attention, do you do any expanded review of 

the literature, see if there's anything else 

that has kind of popped up?  Or do we just 

take this as a standalone, ignoring that there 

may be some other reports affirming or 

contradicting?  So procedure wise, what is our 

-- what do our procedures say that we do when 

these are presented?  I understand what 

happens when we reopen or consider for 

reopening.  We do an extensive literature 

search and try to data mine and see if there's 

anything else out there.  But in this 

instance, do we do any additional data mining? 

DR. ANDERSEN:  Yes in all instances.  

So the question here gets separated into 

triclosan and parabens.  The lab, who's really 

focusing on milking this assay system for all 

it was worth and most of the other background 

material that's available is on the assay 

system, not on triclosan.  So there wasn't 

anything else, no more threads to pull, in 

that direction.  Now will there be further 

assays?  Well, maybe.  We'll have to wait and 



see.  On parabens the issue of food 

sensitization is itself an outlier and the 

authors themselves specifically say that the 

estrogenic thread isn't the one that's 

relevant here.  It is microbial in origin; if 

you start killing bugs, you're going to 

increase sensitization.  I get that as a 

theory.  I also agree completely with Don that 

the selection bias here could have been 

extreme, and we don't have enough information 

about it to make any conclusions from this, 

nor did the authors.  They were very clear 

that this was a piece of information that was 

a hypothesis and nothing more.  But we did 

pursue the other new parabens data, which was 

estrogenic in nature.  So, yeah, we've got to 

pull those out and take a look at those.  And 

those will keep coming.  There's nothing 

that's going to stop Darbre's Laboratory in 

England from doing these studies.  They're 

going to keep coming out, and you're going to 

have to pay attention to them. 

DR. BELSITO:  Anything else?  So 

this is just going to be summarized as part of 



the meeting announcements, that we looked at 

these, and that we found the following issues 

and elected not to reopen the reports.  Is 

that what I'm hearing, Alan? 

DR. ANDERSEN:  Yup.  The conclusion 

stands. 

DR. BELSITO:  Okay.  So tin oxide.  

Last meeting we dropped tin.  We said that it 

should be specified as tin or oxide and safe 

as used.  I had some minor comments on the 

summary section, but I thought the discussion 

was okay.  The only thing I would do is in the 

second line of the last paragraph it says "tin 

oxide is insoluble and theoretically should 

not be absorbed."  If it's insoluble, get rid 

of "theoretically." 

DR. SNYDER:  Yeah, I had the same 

edit.  I struck the whole last paragraph.  

Basically don't we conclude there's no 

systemic exposure for cosmetic use? 

DR. BELSITO:  Well, you know, that 

whole first paragraph is just respiratory.  So 

I thought the last paragraph was probably 

necessary, to say that, you know, it's 



insoluble and won't be absorbed across the 

skin, and therefore it's not going to create 

problems except for potential irritation and 

sensitization, and we have data that said it 

wasn't a problem at use level. 

DR. SNYDER:  Yes, I mean, to leave 

-- it was a little bit blunt but, I mean, I 

think, at least rewording it, saying that 

absent -- that there's going to be no 

absorption, rather than starting off by saying 

that it's no carcinogenicity, no reproductive.  

And it's just the exposure from cosmetic use 

would not result in any sort of exposure -- 

DR. BELSITO:  So what you would 

start off the paragraph would be, "As tin(IV) 

oxide is insoluble, and should not be absorbed 

across the skin, the panel was not concerned 

about the absence of carcinogenicity, 

reproductive --  

DR. SNYDER:  Was not concerned about 

systemic exposure. 

DR. BELSITO:  Okay -- period. 

DR. SNYDER:  Period.  And then, 

subsequently, I mean, and then, further, there 



is no indication that it would have any 

irritation or sensitization potential 

(inaudible) -- use. 

DR. BELSITO:  Current. 

DR. SNYDER:  A little more succinct. 

DR. BELSITO:  I'm fine with that. 

MR. JOHNSON:  And Dr. Belsito, would 

you read that again when you have a chance? 

DR. BELSITO:  So, what Paul is 

suggesting is, the last paragraph, "The panel 

noted that tin(IV) oxide is insoluble and 

should not be absorbed through the skin.  

Therefore, it was not concerned about a 

systemic exposure ..." "it" being the panel, 

if you wanted to repeat that.  "Based on the 

results of studies on product formulations 

..." and the rest of that line. 

DR. LIEBLER:  I have two things.  

One is, on Panel Book, 17, under "Ocular 

Irritation," the second paragraph -- at the 

end of that paragraph, I didn't know what the 

result meant, because it just essentially 

says, you know, "The corrected mean opacity 

score was.6, and the corrected mean optical 



density was ..." etc.  So you don't -- it's 

not indicated, is that an irritation result?  

Is that a -- what does that number mean? 

Is there any way you can interpret, 

the data, Wilbur? 

MR. JOHNSON:  I'd have to consult 

that publication. 

DR. LIEBLER:  Okay. 

MR. JOHNSON:  But, initially, I was 

unable to -- 

DR. LIEBLER:  Yes, because I think 

-- 

MR. JOHNSON:  (Inaudible) 

conclusion. 

DR. LIEBLER:  -- I think it's not at 

all helpful to the general reader of this 

report if they see that result, because they 

won't know what to do with it either.  So 

we'll need some type of clarification on the 

end of that, just to sort of state what the 

conclusion was from that study.  Okay? 

And I had one other -- Panel Book, 

page 19, or actually, it's actually in the 

summary -- sorry, yeah. 



The third paragraph of the summary, 

"Data on the absorption, distribution, 

metabolism ... of tin(IV) oxide were not 

found, however, ICRP has provided 

classifications for clearance of inhaled tin 

compounds in the respiratory tract, for use in 

an inhalation model. 

"With type M compounds, 

approximately 70 percent of tin deposited in 

alveolar interstitial regions is eventually 

transferred to the blood, approximately 10 

percent ..." if this doesn't specifically 

apply to tin(IV) oxide, it probably doesn't 

belong here. 

Because, again, these compounds are 

going to vary dramatically in their 

properties, based on whether they're tin 

chloride, tin oxide, tin -- you know, and this 

is a general reference to multiple compounds.  

And it's the same issue I had earlier, but 

different species of tin, not necessarily 

representing what tin(IV) oxide will do. 

DR. BELSITO:  What do we have under 

-- where is that a summary from? 



DR. LIEBLER:  Yeah, where is that 

coming from? 

DR. BELSITO:  But, anyway, Wilbur, 

too, in the first line of the summary, you 

need to get rid of "elemental tin." 

DR. LIEBLER:  It actually comes from 

-- Don, that paragraph is verbatim from 

toxicokinetics panel book, page 16, at the 

bottom. 

I mean, you could leave that there, 

but I think you'd need to add a sentence to 

the end that simply states, "These estimates 

are not known to..." "These estimates do not 

describe tin(IV) oxide." 

DR. SNYDER:  "May not correlate with 

tin(IV)..." 

DR. LIEBLER:  "It's not known 

whether these estimates apply specifically to 

tin(IV) oxide."  That's it for me. 

DR. BELSITO:  Okay.  Anything else 

on tin(IV) oxide?  So we're going for "Safe as 

used."  And we'll take a 10-minute break. 

Okay.  I've got about 10 of 11:00.  

We'll be back at 11:00. 



(Recess) 

DR. BELSITO:  Okay.  So we're 

looking at methyl glucose polyethers. 

SPEAKER:  Green. 

DR. BELSITO:  So this is the first 

time we're looking at it.  There are 25 methyl 

polyethers and esters. 

There is a lot of skin data, but not 

much else.  You know, really, when I looked at 

this, I thought that everything has been 

reviewed except for methyl glucose and methyl 

glucoside.  I mean, everything that's attached 

to methyl glucose and methyl glucoside, we've 

reviewed. 

So the issue is, do we have concerns 

about methyl glucose and methyl glucoside?  We 

don't have a lot of data on it.  And then, do 

we have concerns about the impurities?  And, 

lastly, these are all used in fairly low 

concentrations. 

So, I mean, to me, the skin data is 

good.  The question is, what do you feel bout 

the issue that we are having to take on methyl 

glucose or methyl glucoside to back it up? 



I mean, I'm assuming that the 

literature was searched for methyl glucose and 

methyl glucoside alone? 

MR. JOHNSON:  No, that isn't the 

case.  If those are not cosmetic ingredients, 

then they would not have been searched -- just 

the -- 

DR. BELSITO:  You know, because if 

we searched for information on safety from 

methyl glucose and methyl glucoside, and there 

was good data, that would solve all of our 

problems -- I think. 

DR. LIEBLER:  I agree.  And I 

thought we should try and get impurities from 

the manufacturers.  I'm not really concerned 

about the precursors, other than methyl 

glucose and methyl glucoside, we should be 

able to demonstrate that the residual ethylene 

oxide (inaudible). 

DR. BELSITO:  Yes, well, that's why 

it's not only ethylene oxide, but methanol and 

epoxides. 

DR. LIEBLER:  Right.  So, ethylene 

oxide being the main epoxide to be concerned 



about. 

DR. BELSITO:  Right. 

DR. LIEBLER:  So that's probably not 

going to be in the published literature, but 

the manufacturers probably should be 

(inaudible) to provide that information. 

DR. BELSITO:  So, I guess if we 

haven't -- if methyl glucose and methyl 

glucoside have not been searched to bring in 

data into this report, then is the appropriate 

thing to table it, and go out and see if that 

data exists?  Or just say it's insufficient 

for data on -- 

DR. SNYDER:  Unless they can show us 

impurities data to suggest there's not 

(inaudible) amounts left after the method of 

manufacture. 

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

what I said.  I mean, you know, we need to -- 

you know, the other thing we've always done is 

specified levels.  But, I mean, certainly, 

impurities data are going to be needed, or 

we're going to have to deal with it in terms 

of limiting it. 



But, I mean, do we just come out and 

say, you know, methyl glucose, methyl 

glucoside, they're nothing, we don't think 

they're anything to worry about, but we don't 

have a darned bit of data/ 

DR. LIEBLER:  No. 

DR. BELSITO:  Or -- 

DR. LIEBLER:  No, I don't think we 

could do that.  But I think we -- I mean, 

we're in a situation here where it seemed 

clear from our initial discussions that there 

were a couple streams of data that may still 

need to be tapped.  And we don't know that the 

data are insufficient. 

So I certainly wouldn't support an 

"insufficient" on the -- 

DR. BELSITO:  So table? 

DR. LIEBLER:  I'd say table it. 

DR. BELSITO:  Okay.  So we're going 

to table it, Wilbur.  And you're going to go 

out, or Carol's going to go out, or someone's 

going to go out and beat the manufacturers for 

impurity levels? 

DR. ANDERSEN:  Well, we think 



there's a lot more data that was potentially 

available through the (inaudible) website. 

DR. LIEBLER:  Okay.  So, I mean, 

there should be more stuff we can get.  So it 

would be premature to draw an "insufficient" 

conclusion on this, because we're not really 

there yet. 

DR. ANDERSEN:  Right. 

DR. LIEBLER:  So -- I agree. 

DR. BELSITO:  So those are really -- 

DR. SNYDER:  I guess I know the 

public panel's not in the room, but Alan's 

response is probably going to be "is that a 

big enough hammer?" 

DR. ANDERSEN:  Well, and that 

continues to be my objection.  If the staff 

didn't look for it, that throwing it on the 

industry's back, as if this was -- 

DR. SNYDER:  But I think that Alan 

will push back a little bit from the 

impurities standpoint saying, if you want the 

impurities data, if you don't have it, you're 

going to go "insufficient."  So -- 

DR. BELSITO:  Well, I mean, we can 



make that be known. 

The other thing I have here is 

sensitization on the dioleate concentration of 

use equals 6 percent.  So --  

DR. SNYDER:  Is there a case report? 

DR. BELSITO:  No.  So there must 

have been something on the dioleate? 

DR. SNYDER:  It's on Page Panel Book 

14, case reports -- a bunch of case reports. 

DR. BELSITO:  Okay.  Yeah.  And they 

all have to do with the dioleate. 

DR. SNYDER:  Yes. 

DR. BELSITO:  And so the dioleate is 

used up to 6 percent.  So, that I also thought 

was potentially insufficient. 

So I guess what we can say is we're 

tabling it.  We're tabling it to get 

information on methyl glucose and methyl 

glucoside.  But, P.S., we want to know 

impurities, and we want some sensitization on 

the dioleate at 6 percent, or we may be going 

"insufficient." 

MR. JOHNSON:  Dr. Belsito, at the 

same time, you would like for that literature 



search to be performed and, you know, improve 

any, you know, available data on methyl 

glucose and methyl glucoside here in the 

safety assessment. 

DR. BELSITO:  Yes. 

DR. SNYDER:  Yes. 

DR. BELSITO:  Yes, because, I mean, 

you know, basically these are ethers and 

esters of methyl glucose and methyl glucoside, 

and everything else on the other side of it, 

we've already reviewed. 

The only (inaudible)  These cases, 

which clearly indicate, at less than 6 

percent, that people are sensitized to it.   

DR. SNYDER:  Yeah, but you don't 

mean you get -- I mean, we have case studies 

-- 

DR. SNYDER:  You want to see a 

bigger number of -- 

DR. BELSITO:  -- there are case 

studies that show that, you know, I mean, 

people are allergic to everything.  You know, 

I mean, these may just be outliers, you know.  

What, in the general population -- it was just 



like that one ingredient, where you had all 

these cheilitis patients positive to it, but 

it was a -- you know, it wasn't a general 

population study. 

DR. SNYDER:  Okay. 

DR. BELSITO:  Any other comments on 

this?  So -- chlorphenesin.  In June we 

finally figured out that it wasn't 

chlorphenesin carbamate we were looking at, 

and went ahead with a "Safe with present 

practices of use and concentration."  There 

was some additional data that was added.  I 

had sent -- Alan had an article about sensory 

irritation, and that's been incorporated into 

this.  And I don't think I really had any 

comments. 

DR. SNYDER:  I just had some 

editorial comments to clarify the difference 

between the drug and the cosmetic ingredient.  

So I think I got that captured, as far as 

editorial comments throughout the documents -- 

so, introduction, and summary, and discussion. 

DR. LIEBLER:  I had an edit, a 

couple of edits to the introduction.  I didn't 



really like the way that it was worded, 

basically.  It said that the "CIR expert panel 

opined that the drug chlorphenesin ..." I 

thought that this was actually confusing, so I 

reworded that whole -- 

DR. SNYDER:  Same thing I did. 

DR. LIEBLER:  Okay. 

DR. ANDERSEN:  We agreed that to put 

a put a big red line under FDA's error, and 

then trying to explain it away, I think is 

very confusing. 

DR. LIEBLER:  Well, I attempted to 

clarify that.  So, if you want to go through 

either of our edits here, and discuss them, or 

-- 

DR. SNYDER:  Well, it's blue -- yes, 

so. 

DR. LIEBLER:  So I guess we need to. 

DR. SNYDER:  Who's recording this?  

You, or -- 

DR. LIEBLER:  So I left alone the 

first one, two, three sentences of the 

introduction -- so, up to "respiratory 

depressing in infants." 



Then I have, "However, this concern 

arose from confusion of chlorphenesin with the 

drug chlorphenesin carbamate, which is known 

to have muscle relaxant effects. 

DR. BELSITO:  So should you say, 

"... with the cosmetic ingredient 

chlorphenesin ..." open parentheses, CAS 

number, close parentheses ..." with the drug 

chlorphenesin carbamate?"  With the difference 

in CAS number. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Be even more specific. 

DR. LIEBLER:  And then I deleted all 

that "based on use concentration in 

cosmetics."  That doesn't really belong there. 

DR. SNYDER:  So, I was wondering, 

along those same lines -- 

DR. BELSITO:  Yes, because then they 

say, "Levels would never reach ..." that would 

cause muscle relaxation." 

We just said it's a different 

chemical. 

DR. SNYDER:  That simply confuses 

the matter more.  And I simply said, 



"Chlorphenesin carbamate is not a cosmetic 

ingredient.  This review thus evaluates the 

cosmetic ingredient chlorphenesin." 

DR. BELSITO:  So what I prefer to do 

is to say, the "drug chlorphenesin," and the 

"ingredient chlorphenesin" -- whenever you 

refer to which one in the document, make sure 

you're talking about "the drug" or "the 

cosmetic ingredient."  Because then it's 

clear. 

DR. BELSITO:  No, I would just say 

here, in the introduction, you know, what Dan 

just said.  "The FDA ..." yada-yada, " -- the 

CIR panel ..." not "opined" ..." noted that 

the cosmetic ingredient chlorphenesin ..." 

with the CAS number, okay? "was not the same 

as the drug chlorphenesin carbamate ..." with 

the CAS -- 

DR. SNYDER:  The central acting 

muscle relaxant. 

DR. BELSITO:  Right -- with CAS 

number ..." which is a central muscle ..." and 

then go on to say, "This report will deal only 

with the cosmetic ingredient ..." CAS number. 



And anything else in this report 

that has to do with the carbamate, which I 

don't think there is anything -- 

DR. LIEBLER:  It doesn't need to be 

in there anyway. 

DR. BELSITO:  -- it shouldn't be in 

there. 

DR. ANDERSEN:  Well, can we agree 

that the introduction should talk about the 

potential confusion, and although not 

representing FDA, I suspect they would like to 

take out the error in recommending it.  I 

think how it came out is not really relevant.  

I think what's relevant in the introduction is 

the potential confusion between the cosmetic 

ingredient chlorphenesin and the drug 

chlorphenesin carbamate. 

So, essentially, just what Don said, 

and suggest that perhaps the FDA initial 

request because of the nipple cream doesn't 

really add anything to that. 

DR. BELSITO:  Okay.  So, "As noted 

in ... this ingredient functions as a biocide 

in cosmetic products.  However, the CIR panel 



is aware of a confusion related..." 

DR. ANDERSEN:  Or, "It should be 

noted that there is potential confusion..."  

DR. SNYDER:  Potential confusion for 

-- 

DR. BELSITO:  "With ..." "between 

the cosmetic ingredient chlorphenesin..." 

DR. SNYDER:  "between the drug and 

the cosmetic ingredient." 

DR. BELSITO:  Right. 

DR. LIEBLER:  So, Jay, are you 

objecting to the third sentence? 

DR. BELSITO:  Yes. 

DR. LIEBLER:  I think we captured 

that in the minutes. 

DR. ANDERSEN:  Yes.  We can just 

delete the entire third sentence? 

DR. LIEBLER:  Well, you know, the 

potential -- the problem the FDA had with the 

drug, and its recall, I mean, none of that is 

relevant. 

DR. ANDERSEN:  So we could delete 

the third sentence. 

DR. BELSITO:  Yes.  We are deleting 



it. 

DR. LIEBLER:  Okay. 

DR. SNYDER:  Because I think the 

minutes actually capture why we reopened to 

look at it. 

DR. BELSITO:  So, "As stated in the 

International Cosmetic Dictionary, this 

ingredient functions as a biocide in cosmetic 

products.  However the CIR Panel noted 

that..."  

DR. ANDERSEN:  I don't think it's a 

"however."  It's not -- 

DR. SNYDER:  Not a "however" if you 

delete -- 

DR. ANDERSEN:  It's a stand-alone 

idea, that the Panel points out, notes -- 

DR. SNYDER:  "The Panel noted that 

the drug chlorphenesin carbamate, CAS No. ..." 

"a central acting muscle relaxing..."  

DR. ANDERSEN:  It's the confusion 

between the two that we want to cite.  I think 

we note that there is a drug which can be 

confused with the cosmetic ingredient. 

DR. BELSITO:  Yes.  So "The CIR 



Panel noted that the drug chlorphenesin 

carbamate is known to have muscle relaxing 

effects..."  

DR. SNYDER:  " -- which is not 

expected from the cosmetic ingredient." 

DR. BELSITO:  ..." which is not 

expected from the cosmetic ingredient." 

DR. ANDERSEN:  But it's not the 

effect, it's the potential confusion in the 

names that we want to highlight. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  " -- notes that there 

is a potential confusion between the cosmetic 

ingredient chlorphenesin, and the drug 

ingredient chlorphenesin carbamate, which 

sometimes is called 'chlorphenesin.'" 

DR. BELSITO:  "And is known to have 

muscle relaxant" something to that effect. 

Wilbur, have you got that all? 

MR. JOHNSON:  I'm waiting on the 

final version. 

(Laughter.) 

SPEAKER:  I thought you were taking 

shorthand. 



(Laughter.) 

DR. ANDERSEN:  You could almost see 

it as a footnote -- you know, that this -- 

DR. BELSITO:  Well, we're definitely 

taking out the third statement, the third 

sentence.  So then, something to the effect 

that "The CIR Panel noted that confusion has 

existed -- that's fair ..." between the..."  

DR. SNYDER:  ..." a drug known as 

chlorphenesin, and the cosmetic ingredient 

also known as chlorphenesin." 

DR. BELSITO:  No, I would start as, 

"The CIR Panel noted that there has been 

confusion between the cosmetic ingredient 

chlorphenesin ..." with the CAS number ..." 

and the drug chlorphenesin carbamate ..." with 

the CAS number ..." which has occasionally 

been referred to as 'chlorphenesin,' and is 

known to have muscle relaxant effects." 

Period. 

DR. LIEBLER:  So I have a more brief 

version of that.  All right? 

DR. BELSITO:  Okay, Mr. Wordsmith.  

Go for it. 



DR. LIEBLER:  All right.  So, "The 

CIR Expert Panel noted that chlorphenesin may 

be confused with the muscle relaxant drug 

chlorphenesin carbamate ..." CAS number, 

period. 

And then, "Chlorphenesin carbamate 

is not a cosmetic ingredient.  This review 

thus evaluates the cosmetic chlorphenesin." 

DR. BELSITO:  That's good. 

DR. SNYDER:  Yes, I'd just insert 

"cosmetic ingredient chlorphenesin" in the 

first part, instead of just "chlorphenesin." 

DR. LIEBLER:  Okay. 

DR. SNYDER:  "The cosmetic 

ingredient chlorphenesin." 

DR. LIEBLER:  Yes. 

DR. BELSITO:  David, do you have a 

comment? 

MR. STEINBERG:  Yes, just one quick 

comment. David Steinberg. 

Chlorphenesin, as we use it in the 

cosmetic industry, is a preservative.  As soon 

as you make the carbamate, it loses all its 

antimicrobial properties and it has no value, 



which is why we don't use it.  They are two 

absolutely different circumstances -- okay? 

But there is some comments that the 

way chlorphenesin carbamate functions in the 

body is breaking off of the carbamate group. 

DR. LIEBLER:  Sure. 

MR. STEINBERG:  And that's why -- 

DR. LIEBLER:  But we shouldn't even 

get into that at all.  And that's what this 

originally attempted to do, and it just is 

confusing. 

Because whether or not chlorphenesin 

carbamate produces muscle relaxation 

subsequent to its metabolism doesn't matter to 

us, but it just would confuse the reader. 

MR. STEINBERG:  Yes. 

DR. ANDERSEN:  But, David, earlier 

you were saying that you were under the 

impression that chlorphenesin was present in 

that nipple cream. 

MR. STEINBERG:  Absolutely. 

DR. ANDERSEN:  That caused -- 

MR. STEINBERG:  That causes death.  

Yes. 



DR. ANDERSEN:  Chlorphenesin 

carbamate. 

MR. STEINBERG:  Yes.  The issue, 

this goes back -- it was a single case.  It 

was a nipple cream which -- the major use of 

chlorphenesin as a preservative is in silicone 

and water emulsions.  It works beautifully 

there, as opposed to many of the other 

preservatives. 

And this was formulated by 

(inaudible)  Into a nipple cream that nursing 

mothers used. 

In the case -- and it was fairly 

well documented -- it was a newborn infant, I 

think it was less than a week old.  The mother 

was using the nipple cream and did not wash 

her breast before feeding the infant.  And the 

infant ingested nipple cream.  And that's what 

caused all the problems. 

And if the infant was much more than 

-- I think it was a week old.  If the baby was 

a lot older, I don't think this would have 

been an issue.  But the baby was very young, 

and that's what caused the issue.  It was a 



single case. 

DR. ANDERSEN:  We just don't want to 

-- 

MR. STEINBERG:  Yeah -- I agree.  I 

can get you all the documentation. 

DR. ANDERSEN:  I mean, if we had 

mistakenly put in "uranium," I don't think we 

would go through a whole discussion of -- 

radiation is not relevant to this assessment.  

I think it's just a potential confusion. 

MR. STEINBERG:  Yes, I agree. 

DR. LIEBLER:  And so, in the 

"Summary," that second paragraph, about "some 

confusion" -- just delete that?  Because we've 

dealt with it in the introduction. 

DR. KLAASSEN:  Some confusion?  A 

lot of confusion. 

(Laughter.)  We're not going to 

tell you about the confusion, 

right? 

DR. SNYDER:  The first paragraph in 

the "Discussion," on Panel Book Page 27, has 

to be deleted, because that goes back to 

saying (inaudible)  It wouldn't reach levels 



-- it just wouldn't cause muscle relaxation. 

DR. LIEBLER:  Right. 

MR. JOHNSON:  So, delete the entire 

first paragraph of the "Discussion." 

DR. LIEBLER:  Yes, we can delete 

that whole paragraph. 

DR. SNYDER:  Yes -- yes, actually.  

Yes.  Yes, you start off with "Chlorphenesin 

has low acute oral toxicity."  I'd change that 

to "no significant acute, to low." 

And then, on the third paragraph, 

the last sentence, "However, after considering 

dosing, chlorphenesin did not increase 

susceptibility in animals to infections or act 

as a tumor promoter in in vitro studies, it 

was agreed that there would be very little to 

no concern relating to the immunosuppressive 

activity of chlorphenesin as an 

ingredient...under conditions of use ..." 

"current conditions of use in cosmetic 

products." 

So, insert the "under current 

conditions of use." 

DR. BELSITO:  Anything else?  So, 



retinol and retinyl palmitate.  This is buff. 

To review or not review, that is the 

question.  So, we looked at these in the 

1980s.  We re-reviewed in 2005, confirmed the 

original safety report.  But we're aware of an 

ongoing NTP study for retinyl palmitate and 

retinoic acid, which has been published, 

stating that retinoic acid enhanced 

photo-carcinogenicity to the activity of UV, 

and of UVB; that retinyl palmitate enhanced 

photo-carcinogenic activity of UV and UVB. 

And is that really true when you 

look at the data?  And I gather that Curt and 

Paul were sent the full reports.  I sort of 

scanned it very briefly. 

I guess that I wasn't overwhelmed by 

the NTP data.  However, what struck me is that 

the use concentration that we weren't given in 

the book, but it said under the "Cosmetic" 

section, that it was used up to 2.2 percent, 

which is a much higher level than we had 

looked at before.  And that is -- someplace. 

"Use," "Cosmetic."  So, in Panel Book, 11, it 

says "In a survey of 29 consumer cosmetic skin 



products labeled to contain retinoids, most 

products were found to contain either retinol 

or retinyl palmitate  at concentrations of 2.2 

percent."  Whereas the data we had before was 

that those levels were significantly lower. 

DR. ANDERSEN:  So, where is this? 

MR. JOHNSON:  Yes, that statement 

doesn't represent current use concentration 

data from the industry, but it's from an 

earlier publication. 

DR. BELSITO:  I understand.  But it 

-- the levels that you're giving us are much 

higher than the levels that we've been told 

that these are used at. 

So, I mean, I think -- I mean, I'm 

assuming that came from Reference No. 5? 

MR. JOHNSON:  Yes. 

DR. BELSITO:  That's a 2009 

reference, Wilbur.  And, you know, when we 

last looked at this, the levels that we were 

looking at were a heck of a lot less.  They 

were -- 

DR. SNYDER:  .3,.5. 

DR. BELSITO:  Yes. 



DR. SNYDER:  How come Table 1 

doesn't have any use concentrations? 

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

You know, they -- we weren't provided with 

current concentrations of use. 

But, I mean, my point is that if, in 

fact, that report is correct, then regardless 

of what we think, we have 29 products that are 

being used at levels higher than we previously 

said "at the current concentrations of use." 

Having said that, I think that 

studies on the photo-carcinogenicity of these 

products in mice are bogus, having spent three 

or four years doing mouse models of 

photo-carcinogenicity back in the early '90s, 

mouse skin does not behave as human skin, and 

you get a lot of warty-like papillomas, you 

get fibrosarcomas, because it's only two cell 

layers thick, and the light irradiates the 

muscle. 

I mean, from a dermatologic 

standpoint, we treat people, particularly 

transplant patients with large numbers of skin 

cancers with oral retinoids.  So, you know, in 



humans, they seem to have an anti-carcinogenic 

effect for skin cancers -- for UV-induced skin 

cancers. 

But, you guys read the full report. 

DR. SNYDER:  Yes, I would largely 

concur with your previous statement.  I mean, 

I think that there's a lot of issues with this 

study.  I think they've all been addressed in 

various formats in the information that we 

received. 

I mean, we have a body of data that 

it has contradictory effects.  Half the 

studies show either no effect or a protective 

effect.  The other studies show maybe a weak 

association or something. 

So, I guess from a standpoint of 

this individual NTP study, there is an expert 

panel that has been convened to review the 

data, independent panel, and they have not 

drafted their conclusion yet.  So even 

considering that data set, I think we would 

want to see what that panel concludes in 

regard to their interpretation.  I think 

there's 12 or 15 scientists that have been 



brought together to review that data. 

DR. LIEBLER:  Is that the one listed 

in the Wave II?  Is that the one that Ray 

Novak is chairing? 

DR. SNYDER:  Jim Vaughan. 

DR. LIEBLER:  Right, yes.  So they 

have not even drafted -- that we know of. 

DR. ANDERSEN:  The expert review 

(inaudible) -- 

DR. LORETZ:  It's still being 

drafted. 

DR. LIEBLER:  Yes.  It's a 

subcommittee of the Board of Scientific 

Counselors for NTP. 

DR. SNYDER:  So there's that issue.  

I don't think that the data -- for me, 

personally, I don't think the data -- I'm not 

impressed with the data that should make us 

change our opinion.  (inaudible)  Raised a 

different issue this morning about this higher 

use concentration that I think is not 

insignificant.  I think we need to see where 

that's at. 

But I guess, procedurally, we 



probably should -- we can proceed to try to 

get the report from the expert panel, or from 

whatever -- what did you call it? 

DR. LIEBLER:  It's the Board of 

Scientific Counselors subcommittee. 

I think that would be helpful to us.  

My feeling was that -- to reopen to add the 

other ingredients.  I didn't note the USE 

concentration increase, but even further 

supports my idea of reopening it. 

DR. SNYDER:  Procedurally reopen it. 

DR. BELSITO:  Okay. 

DR. KLAASSEN:  Where did you see 

this committee? 

DR. SNYDER:  It's in the -- it was 

in the NTP -- the full report for this thing 

is still draft form.  And a component of that 

is the special committee that's been convened.  

And it says in there that it -- they're still 

awaiting their report.  So -- and I went back 

in to NTP, and I still, I didn't see anything 

different about the availability of that 

report. 

But it lists all of the participants 



in that. 

DR. KLAASSEN:  Okay.  I didn't see 

that. 

DR. ANDERSEN:  But the suggestion to 

reopen would be based on reviewing use 

concentrations? 

DR. BELSITO:  To add seven 

ingredients, and to look at use 

concentrations. 

DR. KLAASSEN:  And, I think, also to 

look at that NTP report, see what this other 

committee (inaudible).  Subcommittee.  

DR. BELSITO:  So, we're reopening -- 

or suggesting that we move the process to 

consider reopening. 

DR. KLAASSEN:  Right.  Correct. 

DR. BELSITO:  Hopefully, have the 

final committee, NTP committee report, clarify 

the current concentrations of use, whether 

they've, in fact, increased to 2.2 percent, 

and to add these seven other -- 

DR. SNYDER:  Consider adding those 

additional. 

DR. BELSITO:  And --  



DR. KLAASSEN:  (inaudible)  All 

these things (inaudible) tricky. 

DR. BELSITO:  They certainly are.  

Anything else?  Okay -- bis-diglyceryl 

polyacyladipate.  That's blue. 

Okay, this I thought was great.  I 

thought the respiratory discussion was 

excellent.  It should be the model for all the 

respiratory discussions that we have. 

And I had nothing to comment on.  I 

didn't make a single change anywhere.  But I'm 

sure Paul did. 

DR. LIEBLER:  I found three typos, 

and I was damned proud of myself for doing so.  

(Laughter.) 

DR. BELSITO:  Yeah, that's because 

you have spell- check. 

DR. LIEBLER:  I agree.  It was 

great. 

DR. SNYDER:  I just had "Delete the 

first sentence of the discussion."  

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

problem with that. 

DR. LIEBLER:  Yes.  Okay. 



DR. ANDERSEN:  And we noted the use 

of "aerosolized" again. 

DR. LIEBLER:  The first sentence, 

Paul?  Or the first two sentences of the 

discussion? 

DR. BELSITO:  The first whole 

paragraph. 

DR. SNYDER:  Yeah, yeah -- I'm 

sorry.  The paragraph. 

DR. BELSITO:  Okay.  Moving on -- 

microbial polysaccharide gums. 

Okay, so this is a tentative final, 

34 polysaccharide gums, safe in present 

practice of use. 

Are we happy with the discussion? 

DR. SNYDER:  So, on the fourth 

paragraph, related to the sodium dextran 

sulphate -- 

DR. BELSITO:  Where?  In 

"Discussion?" 

DR. SNYDER:  "Discussion," page 14, 

Panel Book Page 30, fourth paragraph. 

DR. BELSITO:  Yes. 

DR. SNYDER:  "The Panel also 



remarked on the induction of colon cancer with 

oral exposure to sodium dextran sulphate ..."  

"in rodents."  Period. 

DR. BELSITO:  In rodents? 

DR. LIEBLER:  I had the same edit. 

DR. SNYDER:  Sodium dextran sulfate 

is a commonly used model ..." or you could 

also put in "rodent model" ..." for induction 

of colitis in a well characterized ..." oh, no 

you don't, because it says "mouse model" later 

..." to study colitis.  And while the ..." so, 

after the comma, after "to study colitis," 

comma, " -- while the mode of action is 

unknown, it is not thought to be relevant to 

human cosmetic exposure."  Because the mode of 

action of the dextran sulfate's not known. 

DR. BELSITO:  Then how do you know 

that it's not relevant? 

DR. SNYDER:  To cosmetic exposure. 

DR. BELSITO:  Oh, so you'd change -- 

DR. SNYDER:  Change it to -- 

DR. BELSITO:  -- it's not relevant 

to human -- 

DR. SNYDER:  -- "cosmetic exposure." 



DR. LIEBLER:  Can you say "the model 

is not relevant," instead? 

DR. SNYDER:  I tried -- I looked and 

looked and looked to see if anybody's ever -- 

is it daily ingested, or anything like that. 

DR. LIEBLER:  Well, yeah, but you're 

basically in a position of saying the mode of 

action is unknown, but it's not relevant.  So 

if it's not known -- 

DR. SNYDER:  That's why I went with 

"it's not relevant to cosmetic exposures."  

Because I couldn't find -- 

DR. BELSITO:  Due to lack of 

absorption? 

DR. SNYDER:  -- well, it's not even 

absorption.  It's an intestinal mucosal 

effect, most likely.  It just causes complete 

sloughing of the intestinal mucosa, and the 

proliferation afterwards sets in a sequence in 

a mouse that increases the incidence of 

proliferative lesions, some of which go on to 

develop into tumors. 

So that's why I tied it to cosmetic 

exposure. 



MS. FIUME:  Doctor, are those 

comments written in your -- 

DR. SNYDER:  Yes. 

MS. FIUME:  Okay. 

DR. SNYDER:  Yep. 

DR. BELSITO:  Anything else? 

MS. FIUME:  Dr. Belsito?  There was 

a comment from the council meetings, as final?  

I wanted you to be aware of it.  And I'll read 

it as they submitted it. 

It said, "Other than listing the 

three hydroxypropyltrimonium chloride 

compounds, this report includes no information 

about these ingredients, or the 

hydroxypropyltrimonium group.  Perhaps the 

previous report on the trimonium ingredients 

should be mentioned in the introduction in the 

"Discussion" section.  The CIR Expert Panel 

should then indicate that, based on the safety 

data on the polysaccharide gums, and the data 

on trimonium ingredients included in the 

previous report, the CIR Expert Panel 

considered trimonium polysaccharide gum 

compounds to also be safe."  Can I hand this 



to you? 

So, I was wondering if that 

editorial change, to strike the discussion, 

would be accepted or not? 

DR. BELSITO:  Well, you know, I'm 

trying to sort through everything you just 

said.  So, have we previously reviewed 

trimonium gums, and found them to be safe? 

MS. FIUME:  We reviewed trimonium 

ingredients just recently, and I would have to 

look to see what exactly -- 

DR. BELSITO:  Because if we're 

saying that the trimonium gums are safe, then 

we're changing our safety conclusion, and this 

has to go back out.  And I don't have a 

problem with that.  If we haven't reviewed 

them, and we can safely review them with them, 

then that's fine. 

MS. FIUME:  I think they were 

referring specifically to the 

hydroxypropyltrimonium -- 

DR. LIEBLER:  There's three of them 

-- 

MS. FIUME:  -- portion of the 



compound. 

DR. LIEBLER:  So, xanthan, 

beta-glucan, and dextran. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  On page 1.  So, 

hydroxypropyltrimonium chloride was previously 

reviewed in the report on trimonium -- 

SPEAKER:  We don't know. 

MS. FIUME:  I'm trusting that was 

based on counsel -- I could see if I can pull 

it. 

DR. BELSITO:  Yes, if you could pull 

that up and just check.  Because if that's the 

case, then we don't need to change the 

conclusion, we just -- strengthen the safety 

for the hydroxypropyltrimonium -- 

DR. LIEBLER:  Just put it in the 

"Discussion," rather than -- 

DR. BELSITO:  Right. 

DR. LIEBLER:  Insert a sentence. 

DR. BELSITO:  So, in other words, 

we've gotten all of the hydroxypropyltrimonium 

gums in here.  We just didn't bother to 

mention that we had looked at other 



hydroxypropyltrimonium compounds.  And if 

that's the case, then I don't have any 

problem.  It certainly supports, further 

supports the safety.  

DR. SNYDER:  I don't know if three 

of them are used. 

DR. KLAASSEN:  It's (inaudible)  

Safety for the class.  

DR. BELSITO:  I certainly don't have 

a problem with bringing that in. 

DR. LIEBLER:  No, into the 

"Discussion?" 

DR. BELSITO:  Into the 

"Introduction" and the "Discussion." 

DR. LIEBLER:  Sure.  Same sentence 

both places.  Right. 

DR. BELSITO:  Has the language been 

crafted by the steering committee for that 

incorporation? 

MS. FIUME:  (Inaudible 00:43:52.) 

DR. ANDERSEN:  Just to identify that 

-- considered them, just to identify them 

specifically as brought in.  I mean, it's the 

same issue we hit in the re-review discussion. 



DR. LIEBLER:  Is it 2011? 

MS. FIUME:  The report?  I think it 

went final in 2011.  If not, it was earlier 

this year.  

DR. LIEBLER:  So 

hydroxypropyltrimonium chloride was not in the 

report on trimoniums.  It's structurally 

highly similar, analogous.  I don't think it's 

a reason for concern. 

But we can't say that we reviewed 

that as an ingredient, because maybe it wasn't 

an ingredient. 

DR. BELSITO:  Did we re-review any 

hydroxypropyltrimonium-anythings? 

DR. LIEBLER:  We had alkoxy 

trimonium alkanols in there, which is back up 

here, right -- alkanol trimonium ingredients, 

we had, like, choline chloride, for example, 

which is actually somewhat similar.  But we 

didn't have hydroxypropyltrimonium chloride. 

So, we could say that we reviewed 

structurally analogous alkanol trimonium 

ingredients, and found them safe as used.  So 

that's all we could say, though. 



MS. FIUME:  So would you prefer to 

have that substance in the "Discussion," 

strengthen it?  Or just -- 

DR. BELSITO:  Well, we'd have to put 

it in the "Introduction," though, first -- 

right?  You know, I'm fine with it, as long as 

it's well crafted. 

MS. FIUME:  So, it was December 

2010. 

DR. LIEBLER:  Thank you. 

DR. BELSITO:  So, who's going to 

craft the language?  Monice, do you want to 

give it a shot, and then -- 

MS. FIUME:  I can try to craft 

(inaudible). 

DR. BELSITO:  -- we can discuss it 

tomorrow.  I mean, something very brief, that 

that group, although it didn't include 

hydroxypropyltrimonium chloride, it was 

similar, and reviewed, and safe. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Anything else? 

DR. BELSITO:  So, just before lunch 

we get to do wine.  Vitis vinifera-derived 



ingredients.  I thought this was okay.  I just 

made a note that, something about the 

quercetin discussion, that the quercetin was 

present in low levels and, given the low level 

of use of these in formulation, we weren't 

concerned -- or something to that effect. 

Did anyone else feel we needed to 

point that out?  Or should we just ignore it 

in the discussion? 

DR. LIEBLER:  Say that one more 

time, Don? 

DR. BELSITO:  Well, quercetin is 

present at very low levels in the grape.  And 

then the ingredients are used at very low 

levels.  So, again, it's, you know, you're 

below the threshold of toxicologic concern. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Just mention something 

like that in the "Discussion," because it says 

that -- we went on about the phytosterols, 

they're not estrogenic, and something to the 

effect that the Panel also noted that low 

levels of quercetin were present in some of 

the components of the grape, however, given 



the low level of -- low concentrations at 

which these ingredients are used in cosmetics, 

we felt the levels of this impurity were below 

that of toxicologic concern -- or something to 

that effect. 

DR. LIEBLER:  Yes.  Do you need us 

to write something, Monice, or are you getting 

that? 

MS. FIUME:  I think I'm -- 

DR. LIEBLER:  You can edit that a 

little bit, probably, and -- 

MS. FIUME:  Do you want to see it 

written for tomorrow, as well? 

DR. BELSITO:  Sure.  Would it be 

very -- well, I don't know if you're privy to, 

you know, how Dan phrased it for several 

others earlier but, you know, essentially, you 

know, what you said: Given the low level in 

the ingredient, and the low level of use of 

the ingredient in the finished product, we 

felt that the level was well below the -- 

DR. ANDERSEN:  The threshold of 

toxicologic concern. 

DR. SNYDER:  TTC. 



DR. BELSITO:  That was my only 

comment. 

DR. LIEBLER:  I had two.  One's sort 

of a question and a comment, and I want to 

make sure -- or maybe Don can help me on this. 

On Panel Book Page 27 -- I'm sorry, 

Panel Book Page 23, under "Skin Lightening 

Effect," as I read this study, it looks like 

the grapeseed extract prevented tanning, as 

opposed to actually cause lightening.  Is that 

right?  Is it more of an anti-tanning effect?  

I'm just wondering if the heading "Skin 

Lightening Effect" is incorrect -- because 

they basically gave these guinea pigs the 

grapeseed extract, and then they looked at the 

tanning result from this PEN-RAY lamp.  And 

they showed that the grapeseed extract reduced 

the amount of tanning that they got. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  So it's not like you 

give this and it causes skin lightening.  You 

give this and it reduces the amount of 

tanning. 

DR. BELSITO:  Mm-hmm. 



DR. LIEBLER:  Which is a different 

thing.  Because skin lightening, I assume that 

would have been something that we, you know, 

talked about with -- what was the other --  

SPEAKER:  Kojic acid. 

DR. LIEBLER:  Kojic acid -- yeah, 

yeah, kojic acid.  And this is not like that. 

DR. BELSITO:  Right. 

DR. LIEBLER:  So you could call -- I 

don't know if you'd call it "anti-tanning 

effect," of if there's some -- 

DR. BELSITO:  UV photo-protection. 

DR. LIEBLER:  UV photo-protection, 

yes.  Yes, that would be better. 

And then the other thing I had was 

on Panel Book Page -- 

DR. ANDERSEN:  Is "photo-protection" 

going to be confusing, since it's almost 

exclusively used with sunscreens? 

I don't think that's what we're -- I 

think the anti-melanocyte -- I would just hate 

people to start thinking of this as a UV 

filter. 

DR. LIEBLER:  How about "Effects on 



Tanning." 

DR. ANDERSEN:  Much better. 

DR. LIEBLER:  Okay.  So, Panel Book 

Page 25, under "Irritation and Sensitization," 

that first paragraph there:  "Hydrolyzed grape 

skin ..." it's underlined, actually -- 

"Hydrolyzed grape skin was predicted to be 

non-irritating in an MTT assay." 

This is like -- oh, you weren't here 

this morning when we were talking about this 

earlier, but one of these things, it's like an 

assertion, but it wasn't clear if it was 

actually data, or if it was just a prediction.  

And it's not clear what that was based on.  

So, are we really talking about data?  Or are 

we talking about prediction about what data 

might be? 

MS. FIUME:  As I understand the 

(inaudible)  -- and my understanding might be 

very fuzzy on this -- is that it's used as an 

indicator, so it's an in vitro test that 

they're using as an indicator of (inaudible).  

And so, when you give the classification 

scheme -- I may be (inaudible). 



DR. LIEBLER:  Oh, then the phrasing 

just needs to be changed. 

MS. FIUME:  Okay. 

DR. LIEBLER:  Because it's -- if 

they did the MTT assay -- 

DR. BELSITO:  Where are you? 

DR. LIEBLER:  Right here -- sorry, 

underlined here, on the right.  Panel Book 25, 

under "Irritation and Sensitization." 

So, "Extract was predicted to be 

non-irritating, minimal, in an epiderm MTT 

viability assay."  And then the underlined 

portion here: "Hydrolyzed grapeskin was 

predicted to be non-irritating in an MTT 

assay." 

You could simply say, "Based on this 

result, hydrolyzed grapeskin was predicted to 

be non-irritating" period. 

It just confused me.  So it would 

probably confuse the reader. 

So.  "... epiderm  MTT viability 

assay," period.  And then, "Based on this 

result ..." comma ..." hydrolyzed grape skin 

was predicted..." 



DR. SNYDER:  Well, it was included 

in the group that we evaluated, right? 

DR. LIEBLER:  Yes. 

MS. FIUME:  I'm sorry, I'm not -- 

DR. BELSITO:  I'm still confused 

about what you're doing here, Dan. 

DR. LIEBLER:  So what it's really 

saying is -- 

DR. KLAASSEN:  They did a real test. 

DR. LIEBLER:  They actually did a 

test. 

DR. KLAASSEN:  And from that 

predictive test -- 

DR. LIEBLER:  Yes, it was a 

predictive test. 

DR. KLAASSEN:  -- they predicted.  

(Laughs.) 

DR. ANDERSEN:  The predictive test 

concluded. 

DR. SNYDER:  So just capture that it 

was a predictive test, and the hydrolyzed 

grape skin -- 

MS. FIUME:  The epiderm MTT 

viability assay was on the grape fruit 



extract.  That second sentence refers to 

hydrolyzed grape skin being tested. 

DR. LIEBLER:  I see.  Oh.  In other 

words, they were predicting that hydrolyzed 

grape skin would give a negative result on the 

MTT assay? 

MS. FIUME:  No.  When they did the 

MTT assay, the result obtained in that assay 

gave a prediction of non- irritant. 

DR. LIEBLER:  Yes, for the fruit. 

MS. FIUME:  As well as for the 

hydrolyzed grape skin. 

DR. KLAASSEN:  So they did both. 

MS. FIUME:  Yes. 

DR. SNYDER:  Just state that. 

DR. LIEBLER:  Yes.  Right. 

DR. SNYDER:  Just state that the 

hydrolyzed grape skin and fruit in this assay 

gave results. 

DR. BELSITO:  So, "In in vitro 

testing of product containing 3 percent vitis 

vinifera grape fruit extract ..." comma "a 

product containing 10 percent fruit extract, 

and a product containing hydrolyzed grape skin 



were all predicted to be non-irritating in an 

MTT assay."  Does that -- 

DR. LIEBLER:  This is the 

formulation that's confusing.  I think you 

simply need to state what the result was in 

the MTT assay, rather than use the language 

"was predicted to be in the assay," because it 

sounds like they didn't do the assay, when you 

state it that way. 

DR. SNYDER:  Yes, so it just needs 

to be -- 

DR. LIEBLER:  They're predicting the 

results of the MTT assay.  And I think what 

Monice is trying to say, or trying to report 

is, they used the MTT assay to predict what 

the irritation result would be. 

DR. ANDERSEN:  Right. 

DR. BELSITO:  So -- 

DR. LIEBLER:  And I think it's just 

trying to put in too much into one sentence. 

DR. BELSITO:  Well, it could be "In 

in vitro MTT testing, 3 percent vitis, 10 

percent fruit extract, and hydrolyzed grape 

skin were non-irritating." 



DR. SNYDER:  Yes. 

DR. BELSITO:  Right. 

DR. LIEBLER:  In fact, in the second 

line of that paragraph, the word "irritection" 

is there.  And I was wondering if that's a 

cool new word -- 

MS. FIUME:  That is actually the 

name -- 

DR. LIEBLER:  It's protection 

against irritation. 

MS. FIUME:  That is -- irritection 

test and (inaudible)  Is a test. 

DR. LIEBLER:  Hmm -- irritection. 

MS. FIUME:  Irritection test 

(inaudible)  Is a test.  And that was the only 

published data -- 

DR. LIEBLER:  And that sounds like 

something Mad Men would have come up with.  

(Laughter.)  "This provides irritection." 

DR. ANDERSEN:  Well, no, it's an 

irritation detection. 

DR. LIEBLER:  Yes, that's right.  

You know, it's sales.  

DR. BELSITO:  Okay.  So it will 



change there to the -- anything else?  Okay.  

So we're going to change the heading on Panel 

Book, 23, to "Effects on Tanning." 

On page 25, we're going to change 

the wording -- 

DR. SNYDER:  "UV induced 

pigmentation." 

DR. BELSITO:  "Effects on UV-induced 

Pigmentation."  And we're going to make a 

slight change in the "Irritation and 

Sensitization."  And then we're going to make 

a little note on quercetin, and the TCC in the 

"Discussion."  Okay.  All right. 

DR. SNYDER:  That was a nice job on 

the wording, in the "Discussion," on the 

conflicting mutagenesis data. 

DR. BELSITO:  Yes, that was very 

good. 

MS. FIUME:  And the quercetin -- 

DR. BELSITO:  Quercetin. 

MS. FIUME:  -- that will just be an 

editorial change?  You wanted that (inaudible) 

-- 

DR. BELSITO:  No.  None of this 



affects that.  Okay.  Play like Europe, and go 

enjoy some good wine with lunch.  It's 12 

o'clock. 

SPEAKER:  And pour it over your 

body. 

(Recess)  

DR. BELSITO:  So, are we ready to 

tackle the alkyl esters?  That is a pink book. 

So, in March we agreed to reopen the 

safety assessment of cetyl esters, not because 

of new data, but because there were a whole 

bunch of alkyl esters that we could add in -- 

actually, 254, to be exact.  And we thought 

that the data could likely be extended to 

support the safety of all of these. 

And so now we're getting this pink 

draft, and to decide if we're happy with what 

they put together. 

So this is actually one of the ones 

that I pointed out this morning, where 

isopropyl linoleate was previously 

"insufficient," now has gone "sufficient."  

And I think that we dealt with the irritation 

and sensitization in the "Discussion," but 



saying "when formulated to be non- 

irritating." 

But the other "insufficient" point 

for that was genotoxicity in the original 

report.  And I'm not -- do we need to say, you 

know, based upon the genotoxicity for related 

structures we didn't feel we needed it for 

this?  Or should we just ignore that point? 

DR. LIEBLER:  Where are you, Don? 

DR. BELSITO:  I'm on page 34, Panel 

Book, 34, page 8, where we mention that there 

are data gaps, yada-yada-yada. 

DR. LIEBLER:  Fourth paragraph? 

DR. BELSITO:  Well, I'm just trying 

to figure out where I said you dealt with the 

isopropyl -- the irritation and sensitization 

of the linoleate.  It's there in one of the --  

MS. FIUME:  It's on -- 

DR. ANDERSEN:  Second to the last 

paragraph? 

MS. FIUME:  Page 9, the report page 

9. 

DR. BELSITO:  Yes. 

DR. KLAASSEN:  Non-irritation. 



DR. LIEBLER:  "A formulation 

containing 10 percent isopropyl palmitate, 

which was moderately irritating guinea pig 

skin was well tolerated in a human chamber 

scarification test?" 

DR. BELSITO:  Oh, no -- yeah, it's 

the last line of the -- just above the last 

paragraph in the "Discussion." 

"The Expert Panel specified that 

products must be formulated to be 

non-irritating.  Consequently, with the use of 

this caveat, the data on isopropyl linoleate 

are now sufficient to determine safety." 

But the other issue in the isopropyl 

linoleate was that we were asking for genotox.  

So do we have to say something about, you know 

-- "Although there are data gaps, the similar 

chemical ..." yada-yada-yada, that are 

available, that allowed us to, you know, 

eliminate the data need for genotoxicity for 

isopropyl linoleate as well?  I mean -- 

DR. LIEBLER:  Was it "insufficient" 

for genotox -- 

DR. BELSITO:  Yes. 



DR. LIEBLER:  -- in the previous 

assessment?  That's the issue? 

DR. BELSITO:  Yes -- for irritation, 

sensitization, and genotox. 

DR. LIEBLER:  :  Well, I don't see 

why in the world anybody would have a concern 

about that kind of structure for genotox. 

DR. BELSITO:  Because, back then, we 

had a checklist, and if we didn't have Ames 

testing and one mammalian, it was 

insufficient. 

DR. LIEBLER:  Oh. 

DR. BELSITO:  And the panel has 

evolved tremendously in many ways.  So, it was 

not -- I mean, it's the same reason we would 

limit concentrations to the highest we had for 

irritation, rather than saying "when 

formulated not to be irritating." 

I'm just pointing that out -- 

DR. LIEBLER:  Yes. 

DR. BELSITO:  -- that we make note 

of why, for irritation and sensitization we 

don't need it, but we don't say anything about 

genotox. 



And I guess the only other comment I 

had on this group is, it says that, "Although 

there are data gaps, the similar chemical 

structures, physicochemical properties, and 

functions ..." and isopropyl sorbate doesn't 

have the same function as any of them.  It's 

listed as a preservative. 

Now, do we need to make a comment, 

"While isopropyl sorbate is a preservative, it 

is an alkyl ester, nonetheless, and the other 

toxicologic endpoints would be expected to be 

the same?"  Because, I mean, it's an outlier.  

It doesn't have any -- I mean, the only 

function listed for it is "preservative." 

Otherwise, I was okay with the 

document. 

DR. ANDERSEN:  Well, to the first 

question, on the genotox -- we have genotox 

now on four or five separate ones, including a 

-- 

DR. BELSITO:  Oh, I'm not having a 

problem with it.  It's just that -- 

DR. ANDERSEN:  No, no, I'm saying 

the thing that we liked about this report 



format was, it didn't go back and just 

reiterate everything, it just added in the new 

data. 

DR. BELSITO:  Mm-hmm. 

DR. ANDERSEN:  And so now, when we 

look at the new family, there is new data that 

came with it that goes directly to the issue 

of genotox. 

DR. BELSITO:  And I agree.  It's 

just that there's one, you know, chemical in 

here that we previously looked at data, and 

said that it was insufficient.  And now, 

without getting either of those data points, 

we're now saying it's sufficient.  And I think 

that we've covered the irritation issue by 

saying "when formulated not to be irritating."  

But we haven't said anything specifically 

about genotoxicity that we thought you could 

read across for it. 

And I don't know that we need to.  

I'm just pointing it out. 

MS. FIUME:  I could very easily -- 

so it doesn't look like we've missed something 

-- just pull it out into its own paragraph, 



and address that in the past it was 

"insufficient." 

It is now "sufficient," and this is 

why. 

DR. BELSITO:  Yeah, I would do that 

-- 

MS. FIUME:  Just (inaudible)  

Paragraph. 

DR. BELSITO:  -- just because, you 

know, someone looking, going, okay, you know, 

isopropyl linoleate was "insufficient," and it 

was "insufficient" for these reasons, "And I 

don't see any of the new data addressing those 

reasons. 

So why do you think it's now 

'sufficient'?" 

DR. LIEBLER:  And I think you can 

cite the negative results in the genotoxicity 

assays with structurally analogous compounds, 

mitigate concern about genotoxic. 

DR. BELSITO:  Uh-huh. 

DR. SNYDER:  So this one, I had -- 

it was a tough one to look at, because we're 

referring to so many older reports, about 



either the acid or the alcohol.  And so, like 

in one instance the reference to a previous 

report sets somewhat of a domino effect.  And 

the ethylhexyl cocoate was used in support of 

these alkyl esters, was actually based on a 

previous coconut acid report, which was then 

based on another report. 

And so we end up with this almost 

"data dilution."  So by the time you go back 

to the original report, the reports that we 

have referenced, there's actually very little 

data there.  And I became somewhat concerned 

about that, a little bit, and how we ferret 

out that we're not, you know, building a house 

of cards, using some of the older reports. 

And then on -- for instance, we know 

that cetyl ethylhexanoate and ethylhexyl 

stearate are both reproductive toxicants.  And 

then there's a whole bunch more ethylhexyls 

and ethylhexanoates in here that we don't know 

anything about. 

Now, granted, we understood the 

repro tox was related to -- 

DR. BELSITO:  Zinc. 



DR. SNYDER:  -- a zinc deficiency in 

those.  But, again, so we're making a 

presumption. 

And I had a question for Dan, so 

that, in the absence of dermal penetration or 

penetration enhancement, is there any reason 

to think that those would act differently, in 

regards to -- specifically, on page 45, 

"Metabolic clearance was used to alleviate the 

concerns in previous reports" -- so, regarding 

those two components. 

And so, particularly the 

ethylhexanoates being converted to two 

ethylhexanoic acid, which was a maternal liver 

toxicant, and a zinc deficiency mechanism in 

embryos. 

But we use, in part of our 

alleviation of concern for that, the metabolic 

clearance issue.  And so then what about 

predicted clearances in these ethylhexanoates?  

So would we presume that they're cleared in a 

similar fashion?  Or not? 

DR. LIEBLER:  Are you referring to 

page 45 of the Panel -- 



DR. SNYDER:  Well, just page 45, at 

that table.  Because all the other 

ethylhexyls, and all the other ethylhexanoids.  

But if you actually go to, if you go to the 

bigger table -- 

DR. LIEBLER:  The structures list, 

do you mean? 

DR. SNYDER:  No, if you go to like 

-- 

DR. BELSITO:  Panel Book page?  

Or --  

DR. SNYDER:  Panel Book page -- it's 

Table 3, where we've separated out what used. 

DR. BELSITO:  Right. 

DR. SNYDER:  And where we have some 

data on the acids, some data on the alcohol. 

But if you go to the actual Table 2, 

the discussion points for these things is that 

we actually used -- if you go to page 40, 

Panel Book page 66, for ethylhexyl stearate, 

part of our discussion item for dealing with 

the repro tox was that we said that there was 

the hexanol absorption, and the load that we 

expected to enter the hepatic circulation, the 



potential to induce was not thought to be an 

issue. 

So, again, we use some metabolic 

clearance to give us confidence that we 

weren't -- there would be no attaining those 

kinds of levels in humans. 

And so I'm just raising that for a 

discussion point.  And then I also had a -- in 

this report, along those same lines, is that 

the old report on cetyl ethylhexanoate, had a 

maximum concentration of use of 25 percent.  

In this report, it has it at 78 percent?  And 

then for ethylhexyl stearate, the old report 

had a maximum of 5 percent, and the new one 

has 38 percent.  So we've got dramatic 

increases in concentration of use also in this 

report, for those two ingredients that have 

been previously reviewed. 

So what do we do when we're 

referencing an old report, saying "safe as 

used," but there's an example where the use is 

dramatically different. 

DR. BELSITO:  I didn't catch that. 

DR. SNYDER:  So if you go to page 



63, Panel Book page 63, for cetyl 

ethylhexanoate, it says, "Up to 25 percent in 

leave-ons."  And if you go to page 160, in the 

"Data" section, and the appendix, we're at a 

much higher percentage, at 78 percent. 

So -- 

DR. BELSITO:  What page are you on, 

Paul? 

DR. SNYDER:  (Inaudible 00:12:57.)  

So this was on the summary statements for all 

the individual reports.  So if you go to page, 

Panel Book page 63 -- 

DR. BELSITO:  Uh-huh. 

DR. SNYDER:  -- for acetyl 

ethylhexanoate, we say, "The maximum reported 

concentration use was up to 25 percent in 

leave-ons and rinse-off formulations."  But if 

you go in the back, to our new "Use" table, we 

have an eye makeup remover that goes to 78 

percent. 

So we've got this dramatic -- so the 

use concentrations are dramatically different 

in the new data, compared to the old report.  

And it's the same thing for ethylhexyl 



stearate where, on page 40, we say that the 

maximum use was 5 percent, the concentration 

was 5 percent, and the new data tells us it's 

eightfold higher, at 38 percent. 

So how do we deal with that?  How do 

we -- because we're using the report. 

DR. BELSITO:  Yeah -- no. 

DR. SNYDER:  So -- and the only 

reason I looked at those closely, because they 

were well established repro tox.  And then 

when I saw those other ethylhexanoates and 

things pop up -- 

DR. BELSITO:  And 78 percent is 

dermal contact. 

DR. SNYDER:  Yeah -- eye makeup 

remover. 

DR. BELSITO:  And 52 percent is 

mucous membrane. 

DR. SNYDER:  Yeah.  And if you look 

on page 40, it says the maximum use was -- 

well, maximum use was 5 percent. 

So -- 

DR. LIEBLER:  You make a pile of 

points. 



DR. SNYDER:  A little bit of a fly 

in the ointment there. 

DR. LIEBLER:  It might be easier to 

disentangle the pile a little bit, and deal 

with these separately. 

So, the first point you -- the 

points, I think the main points I think you 

have are, one, that we have use concentrations 

from the old reports that are outdated.  And 

the use concentrations could have influenced 

the conclusions from the previous report.  And 

those changes in use concentration may change 

our interpretation this time. 

That's one issue, right? 

DR. SNYDER:  Correct. 

DR. LIEBLER:  So, the differences 

between the use concentrations, between now 

and then, essentially. 

DR. SNYDER:  Right. 

DR. LIEBLER:  And then there's the 

issue of the dilution of the primary 

references, by being filtered through several 

reports.  And, in fact, those two issues could 

be intermingled.  Because if the primary 



references refer to different uses or use 

concentrations. 

DR. SNYDER:  Correct.  So, that what 

kind of -- when I started going back and 

looking at it, I was focused on the ones that 

I was worried about for the repro tox, because 

that had been a loud signal before.  But I 

knew how we addressed it, and what we 

attributed it to. 

But then, when I started looking at 

that, and it said, well this report was based 

upon this report, which was based upon this 

report -- and so then, when I actually went 

back to, like, the coconut, there was very 

little data to support coconut anything.  But 

now we're using coconut to substantiate things 

in this report. 

DR. LIEBLER:  So I think a good 

operational rule of thumb might be that if the 

older -- if there are no new data, or there is 

no significant change in the use or use 

concentration, then I think the old report you 

could simply cite and say there's no reason to 

have a different conclusion -- right?  That 



part's pretty straightforward. 

It's when -- 

DR. SNYDER:  I mean, I wouldn't have 

minded a slight -- 

DR. LIEBLER:  Even if -- excuse me, 

just to interrupt you -- 

DR. SNYDER:  I'm sorry. 

DR. LIEBLER:  -- even if we're 

citing, even if we're very indirectly citing a 

primary literature by citing the reports, as 

long as we can very that the circumstances 

really haven't changed, then that's okay, I 

think, in my book -- right? 

DR. SNYDER:  But I was just bringing 

that issue more -- 

DR. BELSITO:  Well, I think it's 

critical.  I think what we need to do, 

unfortunately, Monice, is the ones that were 

previously reviewed, I think we need to go 

back and put what the maximum concentration of 

use was considered to be.  And then where 

there's a significant increase -- as Paul has 

noted for two, and perhaps there are others -- 

then we're actually going to have to get, 



we're going to have to have access to those 

specific reports to see whether the data 

justifies using them at the new concentration. 

So I think I would suggest we table 

this -- 

DR. SNYDER:  Right. 

DR. BELSITO:  For inclusion of the 

previously reported concentrations of use in 

the table -- 

MS. FIUME:  Okay, so you want them 

in the "Use."  So they are in Table 2.  

There's -- 

DR. BELSITO:  Yes, but it makes it 

much easier to have them -- there was, in one 

table -- was it in this one?  There was one 

table where you put the 2000-whatever, and 

then 2012 right next to the numbers, and use 

concentration -- 

DR. SNYDER:  Well, it's a little 

hard to do, because they were reviewed at 

different times.  So she can't really put 

columns, because she'll have to have a column 

for every year the report was reviewed. 

DR. BELSITO:  No, I think what you 



can do is, you know, simply put "Concentration 

When Last Reviewed," and don't specify a year. 

DR. SNYDER:  Okay. Yes.  Okay. 

DR. BELSITO:  And then, you know, 

just reference the report, so that we can 

easily scan the columns and go, okay, you 

know, these are all significant increases in 

concentration. 

You know, we need to go back and 

look at that report.  I mean, Monice doesn't 

-- I mean, the reports are all available on 

line.  You don't necessarily have to copy all 

the reports -- although Wilma probably would 

want them. 

DR. BELSITO:  Well, it's here.  She 

captured it in this format here. 

MS. FIUME:  And you do have -- that 

was the book that you did not -- 

DR. BELSITO:  Right. 

MS. FIUME:  -- the one that I 

e-mailed you about. 

DR. BELSITO:  Right.  Right.  Right. 

MS. FIUME:  Can it be another row, 

under where it says, "Totals," and have one 



row as "Current," and one row as --  

DR. SNYDER:  Previous? 

MS. FIUME:  -- "Previous?" 

DR. BELSITO:  Yes. 

MS. FIUME:  Is a row okay? 

DR. BELSITO:  Yeah. 

DR. ANDERSEN:  You want the table 

with that? 

MS. FIUME:  Table 8. 

DR. ANDERSEN:  Okay. 

DR. SNYDER:  And I still think that 

because we use part of the metabolic clearance 

to alleviate the repro concerns, that we need 

to think about that.  Was there any difference 

to think these other ethylhexyls or hexanoates 

will clear differently? 

Does that make sense? 

DR. LIEBLER:  So, again, you're -- 

Paul, the example that you're pointing us to 

is on page --  

DR. SNYDER:  Ethylhexanoates. 

DR. LIEBLER:  Panel Book page what? 

DR. SNYDER:  64.  The cetyl -- all 

right, wait a minute, that's not -- that was 



one cetyl there, or the ethylhexyl stearates 

were used, that the dermal absorption, the 

combination of normal absorption and the 

clearance, that we wouldn't enter -- that it 

would not be expected to enter the hepatic 

circulation.  So the potential for 

2-ethyl-1-hexanol induced reproductive 

toxicity was not thought to be an issue. 

So there, we're using metabolic 

clearance to alleviate some concerns. 

So, my only concern is, I need 

somebody to tell me that metabolic clearance 

-- 

DR. LIEBLER:  Yeah, actually it's 

not the clearance so much as the release of 

the ethylhexanoic alcohol. 

DR. SNYDER:  Metabolism. 

DR. LIEBLER:  Right. 

DR. SNYDER:  Yeah.  Of all those 

other ones -- 

DR. LIEBLER:  Or, I'm sorry, 

ethylhexanoic acid is the -- 

DR. SNYDER:  And I just circled, on 

that table, three.  I just circled all the 



ethylhexyls, and all the hexanoates.  It was a 

kind of a flag for me, because I would presume 

that they're going to have the same type of 

potential. 

DR. LIEBLER:  So my first guess 

would be they'd have comparable metabolism -- 

that they'd have comparable metabolism.  I 

don't know that we have data on that. 

Comparable metabolism would mean 

that there would be a fairly minimal cleavage 

of the cetearyl ethylhexanoate, for example, 

to ethylhexanoic acid. 

DR. SNYDER:  Because I written, for 

me the note was, Issue: Does the same 

scientific basis for ethylhexyls and 

ethylhexanoates apply across the board with 

regard to dermal penetration and metabolic 

clearance.  Because it was both dermal 

penetration, absorption, and metabolic 

clearance. 

DR. BELSITO:  So your question is, 

do other ethylhexanoates -- 

DR. SNYDER:  Ethylhexyls and 

ethylhexanoates -- the two groups.  Because 



there was two of them. 

Go to Table 3, on page 70, our book, 

Panel page 70 -- 

DR. BELSITO:  Mm-hmm. 

DR. SNYDER:  Cetyl ethylhexanoate, 

the fourth one down.  And ethylhexyl stearate, 

at the top -- we've both have identified those 

as being reproductive tox, in those studies.  

And we alleviated any concerns about that 

based upon absorption and clearance, that 

there wouldn't be an appreciable amount of 

that to ethylhexanoic acid to reach 

concentrations through cosmetic use. 

So I'm just asking the basic, just 

the simple question is, so we aren't 

overlooking something that may be more highly 

metabolized, or less metabolized. 

DR. BELSITO:  So you're saying do we 

know that ethylhexyl stearate metabolism is 

representative for the other ethyl -- 

DR. SNYDER:  The cocoates, the 

isonoate, the -- 

DR. BELSITO:  (inaudible)  Et 

cetera. 



DR. SNYDER:  And the same thing with 

-- 

DR. BELSITO:  And do we know that 

the metabolism of cetearyl ethylhexanoate is 

similar to all the other ethylhexanoates. 

DR. SNYDER:  Because there's a whole 

-- there's 1, there's 3, 4, 5, 6, 7 -- there's 

12 of them that we have not concluded on the 

safety of the acid or the alcohol.  And so 

there's a number of them that we haven't 

evaluated on any capacity. 

DR. LIEBLER:  Paul, the original 

study that was of concern was ethylhexanoic 

acid?  Or ethylhexanol? 

DR. SNYDER:  It was -- 

DR. BELSITO:  Ethylhexanoic acid. 

DR. SNYDER:  Ethylhexyl stearate.  

But the ethylhexyl -- cetyl ethylhexanoate, 

and ethylhexyl stearate were, I think it's the 

metabolism to the 2-ethylhexanoic acid.  So 

ethylhexyl (inaudible) -- 

DR. LIEBLER:  Which is a maternal 

toxic.  Maternal toxic -- so that's the 

compound you're concerned about -- 



DR. SNYDER:  Correct. 

DR. LIEBLER:  And the ability to 

generate that from any of these chemicals. 

DR. SNYDER:  Correct. 

DR. LIEBLER:  Okay.  So there are 

two considerations.  One is the ethyl -- so 

anything that's an ethylhexanoate means it's 

an ester of that acid.  Okay? 

DR. SNYDER:  Okay. 

DR. LIEBLER:  And therefore it could 

directly produce that acid by cleavage of the 

ester.  Okay. 

Anything that's an ethylhexanoal 

[sic] ester is ethylhexanol.  And that would 

not produce -- that's -- 

DR. SNYDER:  Would result in the -- 

DR. LIEBLER:  -- metabolically from 

being the acid.  That's, I think, much less of 

a concern. 

Then the question boils down to 

whether or not any of the ethylhexanoate 

esters release ethylhexanoic acid, under 

conditions of use, sufficient to elicit the 

effect we're concerned about. 



DR. SNYDER:  Correct.  Well, it's 

two factors.  One is, is it absorbed, so that 

systemically that it can -- 

DR. LIEBLER:  Right. 

DR. SNYDER:  So that was the reason 

we did it, was because on the other ones, we 

said there was not appreciable dermal 

absorption. 

DR. LIEBLER:  Right. 

DR. SNYDER:  And the clearance was 

rapid enough. 

DR. LIEBLER:  Yes.  So, if 

absorption's low, and the use concentration -- 

well, I don't -- if absorption and the use 

concentration are both low, and metabolism is 

low, all those things would contribute to 

keeping the ethylhexanoic acid below the 

threshold of toxicologic concern, I suppose. 

I think absorption of these will 

mostly be low -- right?  And use 

concentrations, some of them are fairly high.  

And metabolism in the skin probably won't be 

that high.  If it got to the gut, it would 

probably be high. 



MS. FIUME:  And I think there's a 52 

percent use in a lipstick, right? 

DR. LIEBLER:  Yep.  Yep.  Yep. 

DR. SNYDER:  It's 78 percent on a 

makeup remover, 52 in the lipstick.  And then 

the other one had, it was 78 percent in -- 

acetyl -- 

DR. BELSITO:  So, Paul, this is what 

Monice just showed me, and our discussion. 

DR. SNYDER:  So, was it absorption 

end?  Metabolic?  Because that's what -- 

DR. LIEBLER:  Could you just read 

it?  Could you just read it for us?  

DR. SNYDER:  Yes, it says here, 

"These findings suggest the process of 

metabolic conversion and subsequent hydrolysis 

results in the (inaudible)  For this molecule, 

(inaudible) allows clearance before sufficient 

levels can rise to produce acute liver 

toxicity." 

So it's what I'm saying. I mean, if 

we believe that the rest of them behave the 

same, then I'm okay with it.  But I just think 

we need to think about that. 



DR. BELSITO:  I mean, why wouldn't 

they behave the same? 

DR. SNYDER:  I'm just asking. 

DR. BELSITO:  I mean, the driver -- 

I mean, they're all going to be small or 

similarly-sized alcohols, and the driver 

behind the toxicity is ethylhexanoic acid.  

So, I mean, the amount of esterases you have 

in the skin are going to be similar.  I mean, 

I would imagine they'd do the same think to 

cetearyl as they do to isopropyl, no?  I mean, 

I don't know.  I'm not a chemist. 

DR. SNYDER:  Well, that's certainly 

-- I mean, the question I had was what are the 

predicted clearances for these additional 

ethylhexanoics?  And then -- 

DR. BELSITO:  Well, I think the 

bigger question is the concentration. 

DR. SNYDER:  -- do they penetrate?  

Well, yeah.  That's two separate issues to me, 

but -- 

DR. BELSITO:  Right. 

DR. SNYDER:  But that kind of came 

out as a result of looking at the two pretty 



closely.  But I don't know about for any -- I 

didn't look for all the ingredients in this. 

DR. BELSITO:  Mm-hmm.  No, I 

understand. 

DR. SNYDER:  Because those were the 

two that I was most concerned about. 

DR. BELSITO:  And I think that's a 

huge issue.  We need to identify -- I mean, I 

think that Carol has to beat the bushes and 

verify that the numbers we were given are, in 

fact, correct. 

DR. LIEBLER:  So for the big ones, 

like the cetearyl ethylhexanoate, I agree with 

what's in here, with the language of the 

previous report. 

But on the other hand, you have 

ethyl -- sorry, I just had it in front of me 

-- ethylhexyl, ethylhexanoid.  All right?  

That's not as big.  I mean, I could see some 

significant, possible some significant 

absorption of that.  I don't know how 

efficient the de-esterification would be to 

release the ethylhexanoic acid.  But you 

basically get ethylhexanol and ethylhexanoate 



out of that.  That would be the one that would 

concern me the most. 

But there are no data.  "CIR Has Not 

Concluded on the Safety of the Acid or the 

Alcohol" -- so that's the group I'm looking 

at. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  So the ones that are 

ethylhexyl, as the first word in the name, 

that means that's the alcohol piece.  And the 

alcohol piece would have to be -- first of 

all, the compound would have to be absorbed, 

then it would have to be liberated by 

de-esterification.  Then the alcohol would 

have to undergo two steps of oxidation to get 

to the ethylhexanoic acid. 

And those examples really don't 

concern me very much, because the absorption 

of most of these is going to be pretty low.  

And then the metabolic steps, there's going to 

be attrition in each step, so that I think 

that the production of ethylhexanoic acid in 

sufficient concentrations to elicit toxicity 

is very unlikely. 



DR. BELSITO:  Okay. 

DR. LIEBLER:  The only one that I 

would really be concerned about would be the 

ethylhexyl ethylhexanoate.  And I don't see 

anything small, like caproyl ethylhexanoate, 

for example.  

MS. FIUME:  I don't know if it's 

useful.  It may help some -- but on Panel Book 

page 144, for example, there was information 

on ethylhexyl alcohol that was included in the 

appendix of the dicarboxylic acid report, I 

believe it was. 

So what information that was found 

on ethylhexyl alcohol is summarized there.  So 

I don't know if that's helpful. 

And there's a couple of other 

alcohols and acids that are back there, as 

well -- mostly alcohols. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  So, acute dermal 

toxicity with ethylhexyl alcohol, LD50 is 

greater than 2380mg/kg.  That's really big.  

So -- right?  2.3 grams per kg.  So the 

ethylhexanol is not something you need to 



worry about. 

So that goes along with my previous 

comment about the ethylhexyl being the first 

word in the name.  Those guys are probably not 

a problem. 

DR. SNYDER:  But there was a repro 

study on the next page, it says "estrogenic 

activity of 2-ethylhexanoic acid was examined 

and found to be weak estrogenic activity.  

Additional details were not provided." 

So, again, it's this -- 

DR. BELSITO:  Well, I mean, looking 

cross-eyed at the right system is "weak 

estrogenic activity."  So, you know, I 

wouldn't hang much on that.  Unless there were 

some real data behind that, I don't think that 

tells us much of anything. 

DR. SNYDER:  I'm agreeing with 

everything you're saying.  I think we just 

need to capture that somehow, that we 

considered it, and these are the reasons why 

we're -- you know, the same justification, it 

was not -- 

DR. BELSITO:  Well, I mean, I think 



that what we're going to have to rely on is, 

you know, when it comes to including the other 

ethylhexanoates, what I'm hearing from Dan is 

the ethylhexyl cocoids, none of those bother 

us. 

DR. SNYDER:  Right. 

DR. BELSITO:  And the ethylhexyl 

alcohol.  It's the ethylhexanoic acid 

component. 

DR. SNYDER:  Right. 

DR. BELSITO:  And so I think we're 

going to have to -- if we get to that point, 

if we agree to keep the ethylhexanoics in this 

at all, we're going to have to rely on Dan to 

help with the understanding of the metabolism. 

DR. SNYDER:  Well, I think the 

absorption data suggests that they're not 

absorbed. 

DR. BELSITO:  Again, what I think we 

need to do, though -- or absorption data, 

right.  I mean, we can always go 

"insufficient" with those.  We've done that 

before. 

But I think we just need to table 



it, and put in what was known about 

concentrations before, and take a good look at 

it -- with your point about the metabolism and 

the absorption. 

DR. LIEBLER:  So I think if 

absorption is low, it pretty much takes care 

of it. 

DR. SNYDER:  Yeah. 

DR. LIEBLER:  If absorption is -- I 

don't know what low and high will be but, you 

know, if absorption is on the order of a 

percent or less, or a couple of percent -- 

DR. SNYDER:  I mean, absorption's 

always taken in the context of the 

concentration in use, too. 

DR. LIEBLER:  Right. 

DR. SNYDER:  So they kind of aren't 

-- they're both linked. 

DR. LIEBLER:  Yes.  So if use is 

high and absorption is high, then we've got a 

problem and we might have to go "insufficient" 

for these. 

If use level, concentration of use 

level is low, and absorption is low, I think 



we can certainly argue that this is not going 

to be significant, won't reach the threshold 

of toxicological concern. 

DR. BELSITO:  Monice? 

MS. FIUME:  Actually, I have two 

questions -- first, on the "insufficient" 

versus -- this is a re-review, where 

ingredients were added, so there's the 

"no-brainer" aspect.  Does that play a role? 

DR. ANDERSEN:  Right.  They wouldn't 

go "insufficient," they would be excluded from 

the family.  Yep. 

MS. FIUME:  So, that's an option? 

DR. LIEBLER:  So we already made the 

decision to add all these ingredients? 

MS. FIUME:  We did this at the last 

meeting. 

DR. LIEBLER:  Okay. 

MS. FIUME:  Originally, we did not 

include ingredients that had been reviewed 

recently, but because we've done that all in 

the past, we brought them all in. 

So we very well can, or you can very 

well -- 



DR. LIEBLER:  Un-include. 

MS. FIUME:  -- un-include.  So that 

is an option.  The second, I have a question 

as far as tabling for the concentration of us.  

I have most of the information in the report.  

If I bring you the table tomorrow that just 

has the old information and the new 

information -- 

DR. BELSITO:  Sure. 

MS. FIUME:  -- would that be too 

much to process? 

DR. SNYDER:  Well, but I mean, I 

think Don kind of raised the issue already, 

Carol's got to verify did that really go from 

25 to 78?  Did it really go from 5 to 38? 

I mean, so I don't know -- we're not 

going to be able to verify that by tomorrow, 

would we? 

DR. BELSITO:  I don't think so. 

MS. FIUME:  Umm -- 

DR. SNYDER:  I mean, we've got two 

different versions updating the concentration 

of use.  I mean, there's two sets of that, the 

two memos that came from -- 



MS. FIUME:  I -- 

DR. SNYDER:  I assume it's pretty 

solid data. 

MS. FIUME:  Because there are a lot 

of entries in the unpublished data that are 

higher.  I'm trying to see, in 2008, did we 

have concentration?  Well, in 2002, use was up 

to 35 percent -- 34 percent, and it's in 

products that were applied to the skin; 28 

percent are in products -- 34 percent in 

foundations. 

DR. SNYDER:  For ethylhexyl 

stearate? 

MS. FIUME:  Cetearyl ethylhexanoate. 

DR. SNYDER:  Okay.  Yeah. 

MS. FIUME:  Yeah. 

DR. SNYDER:  But, I mean, that one's 

for sure, it has that 78 percent listed.  So 

-- 

MS. FIUME:  So -- 

DR. SNYDER:  And then 52 in the eye 

makeup remover. 

MS. FIUME:  But, at least as far as 

the inclusion, excluding it would give you an 



idea -- if it's too much to process, that's 

fine.  But I can very quickly throw together 

just two lines of what the new maximum 

concentrations are for leave-on, rinse-off, 

(inaudible)  Versus the old information. 

DR. BELSITO:  Yes, I mean, I think 

that would be very helpful.  And, you know, I 

think based upon that and, you know -- and I 

think we're all comfortable with the mechanism 

of repro toxicity for ethylhexanoic acid, that 

it's pertinent to rats but not humans, and 

it's an overdose situation, and it's zinc -- 

and all of that. 

You know, but I think we need to 

rely on Dan to -- you know, I think probably 

the other thing, if you could do it, Monice, 

would be to put a list of all of the, just the 

ethylhexanoates that we're looking at in this 

report.  Because it's looking to me that, with 

the no-brainer, if Dan isn't comfortable 

saying the cleavage is the same, and we're not 

comfortable with a dramatic increase in 

concentration, we can just take all the 

ethylhexanoates out of the report. 



MS. FIUME:  And there's about 16 of 

them. 

DR. BELSITO:  But, you know, you 

create a family of, you know, ethylhexanoates. 

DR. LIEBLER:  And, you know, if we 

ever had to come back and do those, it would 

be a nice group to do together.  They've got 

this ethylhexanoic acid toxicity issue that 

you have to play off against absorption and 

metabolism.  But I just don't think that you 

need to hamstring this report.  You know, I 

would be comfortable if -- who reports on this 

tomorrow? 

DR. BELSITO:  Someone. (Laughter.)  

Who reports on this?  Dr. Marks.  Aren't we 

lucky. 

DR. SNYDER:  I'd almost be willing 

to bet that they would suggest excluding the 

ethylhexanoates.  If they do, I think -- 

DR. BELSITO:  We'll go "safe as 

used?" 

DR. SNYDER:  Yeah. 

DR. BELSITO:  I'm okay with that, 

too. 



DR. SNYDER:  It's the only place 

we're hung up. 

DR. LIEBLER:  And use.  

Concentration. 

DR. SNYDER:  If there's not other 

ones that (inaudible) 

DR. BELSITO:  Right. 

DR. SNYDER:  Right.  Yeah. 

DR. BELSITO:  What's funny, Monice? 

MS. FIUME:  It will be a very 

consistent discussion tomorrow. 

DR. SNYDER:  So they already 

discussed it?  Oh.  Okay. 

DR. LIEBLER:  I am not surprised. 

DR. BELSITO:  So, where are they 

leaning?  Just excluding them, or -- 

MS. FIUME:  Yeah. 

DR. LIEBLER:  I think it's -- I 

mean, putting them in was not necessarily a 

no-brainer, in light of what we talked about.  

You know, this is the only downside of when we 

see a huge list for the first time in a 

meeting, you know, we can skip over stuff 

that's -- it turns out they look like no- 



brainers, but they're not.  And this is a good 

example of that. 

DR. BELSITO:  Okay, so Marks is 

going to come in probably with a proposal to 

"safe as used," but exclude the 

ethylhexanoates.  We'll just agree with him. 

DR. SNYDER:  Well, I don't know, I 

think we still need to verify -- 

DR. BELSITO:  Oh, look at the data.  

Let's look at the data. 

DR. SNYDER:  The use data is still 

going to be -- 

DR. BELSITO:  Okay. 

DR. LIEBLER:  For all (inaudible). 

DR. BELSITO:  Yes, look at the data, 

and then look at the ethylhexanoates that are 

there, and give us your thought about how they 

would be metabolized. 

DR. LIEBLER:  Well, I think they'd 

all be metabolized in the same way.  I mean, 

there's two short ones, or relatively short 

ones: there's a lauric, C-12, right? -- 

ethylhexanoate.  And then there's the 

ethylhexyl ethylhexanoate.  Those two are the 



smallest, and likely to be absorbed the most.  

They probably drive the concern about the 

group. 

The longer chain ones probably won't 

get absorbed enough to generate enough 

ethylhexanol gas to be of concern.  But, 

again, that full discussion means it's not a 

no-brainer. 

DR. BELSITO:  Right. 

DR. SNYDER:  So, to have a 

follow-up, I think -- so, shouldn't we then 

initiate it to put them in a separate group 

and evaluate them?  Because it appears to be 

that we're avoiding them because of potential 

repro tox -- which we've already dealt with in 

other, two other reports. 

It doesn't make us look foolish, 

does it, that we're, in some sense -- we're 

avoiding? 

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

is there significant use of these ingredients?  

The ethylhexanoids? 

DR. ANDERSEN:  We need to look at 

that, because half of this group has no use. 



DR. LIEBLER:  So, I just wondered, 

if the ethylhexanoid esters have significant 

use, we might want to come back with a 

separate report with those guys. 

DR. SNYDER:  And then reopen the 

other two, and put them all together into the 

one category you suggested. 

MS. FIUME:  And so cetyl 

ethylhexanoate, from a quick, quick look, has 

262 uses. 

DR. LIEBLER:  Acetyl ethylhexanoate. 

MS. FIUME:  Cetyl -- 

DR. LIEBLER:  Oh, cetyl.  I'm sorry.  

Yeah. 

MS. FIUME:  Sorry.  But the only 

point of consideration on its own, when you 

bring it to be reopened, it was just looked at 

in 2004, 2005 -- recently -- and not reopened, 

based on the discussion that you just read. 

DR. LIEBLER:  Okay. 

MS. FIUME:  So, if it is a concern 

-- 

DR. ANDERSEN:  2006. 

MS. FIUME:  2006? 



DR. ANDERSEN:  Mm-hmm. 

MS. FIUME:  So if there is concern 

with the use, you do have a report out there 

saying again that it's safe as used. 

DR. LIEBLER:  And that's for cetyl, 

which is longer, bigger, less absorption.  

That's the whole argument in that report for 

why there wasn't any concern. 

And what I'm -- I guess what I'm 

pointing to -- 

DR. BELSITO:  But that's the one 

that has jumped up to 78 percent. 

DR. LIEBLER:  So, use is up.  Yeah. 

DR. SNYDER:  Yeah, so that's a huge 

issue. 

DR. BELSITO:  But concentration is 

-- 

DR. SNYDER:  The previous report -- 

DR. BELSITO:  -- huge, which gives 

us concern that it's being used in ways that 

we said weren't safe. 

DR. SNYDER:  Potentially. 

DR. BELSITO:  So, even based upon 

that summation, we would want to reopen the 



ethylhexanoate group, because -- 

DR. SNYDER:  Knowing that it's now 

used at 78 percent. 

DR. BELSITO:  Right. 

MS. FIUME:  I don't know that works 

procedurally. 

DR. LIEBLER:  Yeah. 

MS. FIUME:  Being that it wouldn't 

be up for re- review again until -- 

DR. BELSITO:  I understand that.  

But now we're given information by the 

cosmetic information that it's being used at 

levels that we have not assessed as safe. 

DR. ANDERSEN:  Anyone can advance a 

request. 

DR. LIEBLER:  So the committee can 

simply say that the committee would suggest 

that these alkyl esters be considered in a 

group safe as used, the ethylhexanoates be 

spun out in a separate -- 

DR. SNYDER:  Yeah, I mean, I think 

the (inaudible) is an issue.  I think we could 

spin those out and bring a different report, 

in light of the fact that there's increased 



concentration of use, and grouping these all 

together makes sense -- blah, blah, blah.  Put 

the thing to rest. 

DR. BELSITO:  Okay.  So let's do 

that.  So we're going to get rid of all the 

ethylhexanoates.  We're going to go "safe as 

used" with all these others, assuming that 

there's been no significant increase in 

concentration, although even if there is, 

we're probably not concerned.  But we'd like 

to see it compared side by side. 

And group all the ethylhexanoates -- 

and even though cetyl was reviewed in 2006, 

request a re-review based upon information 

that we were given here that there's been a 

significant increase in the use concentration, 

which -- 

DR. SNYDER:  In two different 

products that are over two times what we 

approved it at. 

DR. BELSITO:  Right. 

DR. SNYDER:  Two different uses. 

DR. BELSITO:  Okay.  Well, I'll get 

rid of all my prior notes on that one.  



Everything has changed. 

DR. LIEBLER:  The wisdom of the 

group will prevail. 

DR. KLAASSEN:  It's not only the 

concentration of use that's important, it's 

the concentration of use times the area of the 

body that it's applied to that's important. 

DR. LIEBLER:  Yes.  Right -- 

exposure, total exposure. 

DR. KLAASSEN:  So if you have a high 

exposure to the eyelid, it's probably much, 

much less than the systemic exposure, than a 

low percentage applied all over your body. 

So, one needs to keep that a little 

bit in perspective. 

DR. SNYDER:  So, Monice, just one 

other comment for the report? 

MS. FIUME:  Mm-hmm? 

DR. SNYDER:  On page, Panel Book 

page 35, the first paragraph, at the top, 

where it says, "It is known that 2- 

ethylhexanoic acid, a possible metabolite of 

some of the alkyl esters ..." so you should 

also include, I think, ethylhexyl stearate 



there, instead of just cetyl ethyl.  Because 

they're both, they're both (inaudible). 

MS. FIUME:  So, I can switch it to 

-- that paragraph will now come out of this, 

as far as -- 

DR. SNYDER:  Exactly.  But that's 

what -- yeah.  But I'm just telling you -- 

yeah.  Exactly. 

So, if we don't go that way, then 

you'll have to add that.  But, otherwise, that 

will probably (inaudible). 

MS. FIUME:  And so the -- I'm sorry, 

what -- 

DR. SNYDER:  You only listed cetyl 

ethylhexanoate, when it's actually ethylhexyl 

stearate, too. 

MS. FIUME:  But the ethylhexyl is -- 

isn't ethylhexyl stearate the alcohol? 

DR. LIEBLER:  Yeah.  That's okay. 

DR. SNYDER:  Okay. 

DR. LIEBLER:  If it starts with 

"ethylhexyl," that means it's the alcohol 

part. 

DR. BELSITO:  It doesn't matter. 



DR. SNYDER:  Okay. 

DR. LIEBLER:  And that's okay. 

DR. SNYDER:  Gotcha. 

DR. BELSITO:  It's the ethylhexyl 

hexanoate that we.  Okay.  Anything more? 

DR. ANDERSEN:  You know, Carol had a 

comment.  It was a regulatory discussion on 

page 2, Panel Book, 28.  It says category 3 

CMRs in Europe -- 

MS. FIUME:  Oh, she wanted an 

additional sentence. 

DR. ANDERSEN:  Right. 

MS. FIUME:  Do you want me to read 

what will be added? 

DR. BELSITO:  Sure. 

MS. FIUME:  It will be in the next 

version.  But on report page 2, where it talks 

about ethylhexyl -- well, again, that will 

most likely be deleted. 

DR. BELSITO:  Yes, this will be -- 

yeah. 

MS. FIUME:  It was just adding that 

it's allowed for use.  It would have said, "A 

substance classified in category may be used 



in cosmetics if the substance has been 

evaluated by the SCCS and found acceptable for 

use in cosmetic products." 

But it won't matter now, because 

it's referring to an ingredient that we're not 

-- 

DR. BELSITO:  Right.  Okay.  

Alpha-amino acids.  Okay.  So, basically, we 

went "safe as used in the present practice of 

use."  There were no new data, however the 

International Glutamate Technical Committee 

doesn't like to see disparaging remarks about 

MSG -- including in our safety assessment. 

So, specifically, Panel Book page 

15, Report page 3, umm -- 

MS. BURNETT:  I will note that their 

original comments were for the SLR and not the 

current rendition of the report. 

DR. BELSITO:  Okay. 

DR. SNYDER:  They don't mind 

disparaging comments about MSG.  They just 

don't like calling it the "Chinese restaurant 

syndrome." 

MS. BURNETT:  Yeah.  And the 



reference they were referring to was actually 

Dr. Klaassen's (inaudible).  So -- 

DR. BELSITO:  Oh, Okay. 

MS. BURNETT:  But we're addressed it 

-- both Alan and Ivan looked at what they sent 

us about what we have in the report that is 

adequate.  They felt that we shouldn't ignore 

it completely, because people really feel that 

they're having an issue with MSG when they eat 

food.  So we can't completely say, you know, 

remove it from the report. 

DR. BELSITO:  Right.  Okay.  And we 

got a separate mailing -- so I'm assuming it 

was that second mailing that I was supposed to 

look at, because that's what I looked at. 

MS. BURNETT:  The second mailing -- 

yeah.  What's in the Panel Book, we lost, 

like, the last three tables somehow. 

DR. BELSITO:  Okay. 

MS. BURNETT:  So -- 

DR. BELSITO:  So you just mailed the 

whole thing -- 

MS. BURNETT:  The report itself is 

all there, it's just that the tables were cut 



off. 

DR. BELSITO:  So, that was fine. 

DR. SNYDER:  I just have one issue, 

in that we make a statement in here that -- 

regarding people that have the sodium 

glutamate phenylalanine deficiency (inaudible) 

metabolize those.  And we do have one lipstick 

use. 

DR. BELSITO:  Mm-hmm. 

DR. SNYDER:  And so I don't think we 

can say that there's no exposure, because we 

do have one lipstick, reported use in 

lipstick. 

DR. BELSITO:  For --  

DR. SNYDER:  For sodium glutamate. 

DR. BELSITO:  Well, I don't think 

that's an issue. 

DR. SNYDER:  Okay.  I'm just -- 

DR. BELSITO:  It's phenylalanine 

that's a real issue. 

DR. SNYDER:  Because I didn't know 

-- I just was going to ask -- I'm not familiar 

with that condition, and how little or -- 

DR. BELSITO:  People with MSG claim 



they get mainly headaches, severe headaches, 

when they eat Chinese food.  It's not an 

allergic reaction and, if it exists at all, 

it's probably vasodilitory event in some 

people.  It's like, you know, the high 

population of Asians that flush with alcohol 

because of enzyme deficiency. 

DR. SNYDER:  So, I just think, on 

page 7 of the report, the one you sent us, the 

second one that's not in the book -- 

MS. BURNETT:  Mm-hmm. 

DR. SNYDER:  So I think here we 

said, "The Expert Panel recognized there are 

issues with sodium glutamate and phenylalanine 

in the diet for certain individuals.  However, 

the Panel determined that the concentrations 

of these amino acids in cosmetics products are 

at levels that would not be significantly 

absorbed through topical application ..." or, 

I think we have to add in " -- or incidental 

ingestion." 

DR. BELSITO:  Okay. 

MS. BURNETT:  Okay. 

DR. SNYDER:  Because of the 



lipsticks. 

DR. BELSITO:  That's fine.  Anything 

else? 

DR. SNYDER:  Looks good. 

DR. BELSITO:  Okay.  Moving along.  

PEGylated oils.  Pink.  So, in March, we 

agreed again -- this is a re-open of a safety 

assessment, and not to really consider new 

data.  So we have 130 ingredients.  And we 

thought, at least from what we knew in March, 

that we could go with a "safe as used." 

And I certainly didn't have a 

problem with that.  And, really, the only 

comment that I made -- this is the one where 

you gave the '97 and 2012 concentrations in 

Table 4a. In Table 4b, you're then looking at 

the add-ons that weren't looked at in '97. 

MS. BURNETT:  Mm-hmm. 

DR. BELSITO:  And I just thought, to 

make it clear to the reader, that these, the 

maximum concentration of use was, in fact, 

2012, that the title of that table be 

"Frequency in Concentration of use ..." open 

parenthesis -- "2012" -- close parenthesis, so 



it's clear that all the numbers here are 

current. 

But otherwise, I thought it was a 

very good report.  I thought the "Discussion" 

was fine.  And I'm happy with going as "safe 

as used," and moving it on to blue next time. 

DR. LIEBLER:  I agree. 

DR. BELSITO:  Okay.  Any comments? 

DR. SNYDER:  I just have a 

(inaudible)  Question mark, "penetration 

enhancers."  I don't know why people keep 

(inaudible) that, but I don't like the 

(inaudible).  Oh, yeah, they are penetration 

(inaudible). 

MS. BURNETT:  Yes. 

DR. SNYDER:  So do we capture that 

in the "Summary" and the "Discussion?"  

DR. KLAASSEN:  I don't think so. 

DR. SNYDER:  I think that's why I 

pinned it. 

DR. BELSITO:  Yeah -- no.  So, okay.  

So, just the penetration enhancement in the 

"Discussion." 

Anything else?  Okay.  So, fatty 



acid amidopropyl dimethylamines. 

So, I guess this came in wave two.  

A supplier indicated additional studies in 

stearamidopropyl dimethylamine for the REACH 

dossier would be available by May of 2013. 

And also, the consortium that is 

preparing the dossier for REACH is telling us 

that the data for stearamidopropyl 

dimethylamine does not support, in their 

opinion, a read-across approach to other alkyl 

amidopropyl dimethylamines, particularly to 

the shorter-chain fatty acids, because of the 

sensitization potential of the shorter chains. 

So, the question is, do we table 

this for the REACH approach?  Do we split out 

a certain group of amidopropyl dimethylamines?  

And at what chain level do we split them out? 

You know that I had previously asked 

for sensitization data on oleamidopropyl 

dimethylamine because I see that in my clinic 

with eyelid dermatitis from shampoos. 

I don't even know -- is 

oleamidopropyl bigger than stearamidopropyl? 

DR. LIEBLER:  It's the same length, 



it's just olea then has a single -- has one 

double-bond then a chain. 

DR. BELSITO:  I see. 

DR. SNYDER:  It's easy when 

(inaudible)  Finish his sentence and you 

already have the answer. 

DR. BELSITO:  But, you guys got the 

same information as I did in wave two, so -- 

DR. SNYDER:  Well, I mean, for me 

the issue was that this report has no 

absorption, distribution, metabolism, and 

excretion, or tox studies to support safety.  

But the CAPB report didn't have absorption, 

distribution, metabolism, and excretion, but 

we did have lots of tox data.  And so we used 

the tox data to alleviate the lack of 

absorption data. 

But in this report, we don't have 

either one.  So that group is a little more 

problematic, I think.  Because we don't have 

any data sets. 

DR. BELSITO:  So, do -- I mean, I 

guess the question is, do we go 

"insufficient," for all the reasons that we 



originally were "insufficient?"  Do we -- I 

mean, one way or the other, I think we have to 

respond to the consortium that is writing the 

dossier for REACH on this stearamidopropyl 

dimethylamine. 

And, basically, what they're telling 

us is that you can't link this, or lump it, 

with some of the other alkyl amidopropyl 

dimethylamines that you're going to lump it 

with. 

So, you know, do we split this out 

as an individual ingredient?  Do we say, okay, 

you know, we're going to take these 

amidopropyl dimethylamines that are bigger 

than 10 carbons, and consider them in one 

group, and smaller -- I mean, how do we handle 

this? 

Because, quite clearly, we're going 

to go either "insufficient," or table it, or 

create two different documents, or -- we've 

got to do something with this report. 

DR. LIEBLER:  So stearamido is okay. 

DR. BELSITO:  No.  I don't think any 

of them are okay. 



DR. SNYDER:  No, we don't know. 

DR. LIEBLER:  Okay. So then we don't 

-- 

DR. BELSITO:  But they're asking us 

to wait until, essentially, as I read it, to 

wait until May of 2013, when they complete the 

REACH safety dossier. 

DR. ANDERSEN:  For stearamido 

dimethylamine -- 

DR. BELSITO:  Right. 

DR. ANDERSEN:  -- which we believe 

will address some of the data requests. 

DR. BELSITO:  Right.  And then what 

they're saying:  By the way, you can't use our 

data to support the data of the shorter 

chains. 

DR. LIEBLER:  So the lauramido and 

all the amidopropyl -- 

DR. SNYDER:  We're just -- we would 

just be prolonging the inevitable.  It's going 

to be "insufficient," even if we go with -- 

DR. BELSITO:  Well, we don't know 

what they -- 

DR. SNYDER:  Because, the REACH, if 



we can't -- 

DR. BELSITO:  I mean, the REACH, 

depending upon the volume of use, I mean, the 

sales and the tonnage of use in Europe, the 

REACH dossier can be very, very extensive.  I 

mean, it's not even like us making judgments.  

It's an official checklist that you actually 

have to do the studies. 

So even if you could predict that 

this is a, you know, 500 million kilodalton 

molecule that, you know, wouldn't get through 

the mucous membrane of a mouse, if it's sold 

in so much tonnage, you have to have 

absorption studies. 

DR. LIEBLER:  So the REACH document 

is going to be on stearamidopropyl -- 

DR. ANDERSEN:  Right -- the 

stearamidopropyl.  And it will be required to 

address repro and developmental toxicity. 

DR. LIEBLER:  Okay, but only on that 

compound. 

DR. BELSITO:  Yes. 

DR. LIEBLER:  It will not address 

the other two.  So, the issue -- that's going 



to help with stearamidopropyl, but it won't 

help with shorter-chain-length compounds. 

DR. BELSITO:  Right. 

DR. LIEBLER:  And that's one of our 

"insufficients." 

DR. ANDERSEN:  Right. 

DR. LIEBLER:  And we asked for the 

shortest chain length, which is the 

lauramidopropyl, and so we'll still end up 

needing that. 

DR. SNYDER:  We'll still have 

(inaudible). 

DR. ANDERSEN:  Well, you're not 

going to get it, because it is a sensitizer. 

DR. LIEBLER:  Okay.  Then that makes 

our job easy, doesn't it. 

But then cocamidopropyl, I would 

have concerns about, because that's mostly C12 

and C14. 

DR. BELSITO:  Well, the question, 

again, that I will pose is, do we take out 

stearamidopropyl dimethylamine, and make this 

one document -- like we used to do back in the 

old days, one ingredient at a time? 



Do we accept what they're saying, 

that, you know, C16 to shorter-chain fatty 

acids, or potential increases, and split this 

document at a C level, say, okay, we're going 

to look at everything bigger than C12, 

(inaudible), everything smaller than C12 or 

C14, or -- you tell me where. 

But I think we need to make that 

kind of decision and say, okay, you know, 

we'll split it C-whatever and, you know, we'll 

table the C greater than, pending the REACH 

dossier in May.  And for the ones that are 

smaller than that C, "they're insufficient for 

all these reasons." 

I mean, I'd like to do that, but I 

don't know what C I should pick. 

DR. LIEBLER:  Well, picking a number 

-- I mean, if we're going -- 

stearamidopropyl's 18.  So, we could simply 

say below 18, it's "insufficient."  That would 

be the simplest thing to do. 

But then that's going to -- that 

will knock out almost all the compounds. 

DR. SNYDER:  So we wanted it on, we 



either wanted dermal absorption on the 

shortest, lauramido, or we wanted 

sensitization and irritation on olea -- olea? 

DR. BELSITO:  Oleamidopropyl. 

DR. SNYDER:  So it's kind of between 

a rock and a hard spot, really. 

DR. LIEBLER:  Two different issues. 

DR. SNYDER:  Two different issues, 

yeah.  And lauramidopropyl is a sensitizer -- 

right?  So -- 

DR. BELSITO:  Well, I mean, 

oleamidopropyl, people get sensitized to, too.  

I mean, I don't -- the question is, you know, 

I'm obviously seeing diseased people.  I'm 

seeing people who come in with eyelid disease.  

So, you know, while I can tell you that, you 

know, when I did a study looking at, you know, 

what were the sensitizes in people who 

presented with eyelid dermatitis, it's just -- 

you know, it's subject to the same criticism 

that I gave back to Jim Marks.  We're talking 

about, you know, what were the sensitizers in 

subjects who had cheilitis?  You know, they're 

not the entire population. 



So what I can tell you is that 

oleamidopropyl dimethylamine sensitizes some 

people.  And people who present with only 

eyelid dermatitis, it's one of the main causes 

that I've found, along with nail polish. 

But what I can't tell you is what 

percentage of the population is allergic, and 

at what level do they become allergic.  You 

know, for all I know, these women could have 

used undiluted shampoo to remove their eye 

makeup.  I mean, God knows how people become 

sensitized to things. 

But, you know, we just need the 

data.  We need -- and we need some cutoffs 

here. 

DR. SNYDER:  Well, I think it would 

be better -- since this is where we're at in 

this stage of the process, wouldn't it be 

better to go "insufficient" for dermal 

absorption -- across the board?  First? 

DR. BELSITO:  Well, for 

sensitization.  I'm more concerned about 

sensitization. 

DR. LIEBLER:  Okay, but I mean, as 



the overall Panel, we expressed concern about 

absorption and tox. 

DR. BELSITO:  Yes. 

DR. LIEBLER:  As well as 

sensitization. 

DR. BELSITO:  Right. 

DR. LIEBLER:  So, the first two 

bullets in our discussion were "absorption" 

and "tox." 

DR. BELSITO:  Yes. 

DR. LIEBLER:  And we have neither. 

DR. BELSITO:  Right. 

DR. LIEBLER:  So we basically need 

all those things addressed. 

DR. BELSITO:  Mm-hmm. 

DR. LIEBLER:  So I think we are in 

an "insufficient" situation with these. 

DR. SNYDER:  I think so.  And I 

don't think we have any scientific basis to 

draw a line, to calculate at what length we're 

going to cut off. 

DR. BELSITO:  Yes, I guess we need 

-- 

DR. SNYDER:  So we can't even 



logically, scientifically, whatever reason, 

come up with a cutoff, to say, well, we'll be 

okay above this. 

DR. BELSITO:  Because we don't know 

how the absorption varies with chain-length. 

DR. SNYDER:  Right. 

DR. LIEBLER:  Well, I think we can 

probably expect that the shortest of these 

ingredients, the C12, will have the greatest 

absorption. 

DR. BELSITO:  Right. 

DR. LIEBLER:  And that it will 

decrease going up.  But I don't know if that 

tells you where you would drawn the line.  We 

can't make a guess, or play a hunch, as to 

where to draw the line, without some data. 

DR. BELSITO:  Well, clearly, when 

you look at Table 3, and the frequency of use 

of these compounds, you know it's interesting, 

because I don't test for stearamidopropyl 

dimethylamine, and it could be that my 

oleamidopropyl dimethylamine people were 

cross-reacting.  Because it's really 

stearamidopropyl dimethylamine that's driving 



the group -- 472 uses. 

DR. SNYDER:  Right. 

DR. BELSITO:  Up to 5 percent.  As 

opposed to oleamidopropyl, which is 12, up to 

1 percent. 

So, you know, and if you look at 

everything else -- I mean, 3, 8, 31, 21, 23, 

24 -- 

DR. SNYDER:  So why -- 

DR. BELSITO:  -- 36, 37 -- the rest 

of the group has uses. 

DR. SNYDER:  Why did we, then, ask 

for sensitization on olea, when we should have 

asked for stearamido? 

DR. BELSITO:  Because of me.  

(Laughs.)  Mea culpa, mea culpa, mea maxima 

culpa. 

DR. SNYDER:  So we really would 

rather have it on stearamido. 

DR. BELSITO:  Right. 

DR. ANDERSEN:  And what we're 

suggesting is that we believe there's going to 

be a substantive data set addressing all of 

the endpoints, because of the reach for the 



stearamido, and that you'd table it until that 

time. 

But we do expect that no one's going 

to come forward with laurel data.  So how -- 

you know, I don't know from a process 

standpoint whether you can announce -- I mean, 

it's only pink, right?  So whether you 

announce "insufficient," or -- 

DR. BELSITO:  Well, if we go 

"insufficient" at this point, you know, it 

could come up for final review in December.  

And we're not given -- I mean, industry is 

telling us the dossier is out in May. 

So I would say, in fairness to 

industry, we can table it.  And, you know, I 

mean Europe has been fairly stringent in 

making sure if the dossier is due in May, 

they're not going to give them a lot of leeway 

with the REACH program. 

I think we'll probably get the 

dossier by our September 2013 meeting. 

But that begs the question of what 

to do -- I mean, that will take care of 

stearamidopropyl dimethylamine, but what other 



dimethylamines can we use read-across for? 

Because the consortium is telling us 

that you can't use it for the smaller chains.  

And, again, I can't look at these, Dan, like 

you, and tell what the C numbers are.  But you 

just told me stearamidopropyl is C18.  So are 

we going to say stearamidopropyl, we'll take 

care of everything C18 and above?  And 

everything that's C17 and below is going to be 

"insufficient?" 

DR. LIEBLER:  Right -- I can't say 

that.  And I think we can make, perhaps, a 

more informed -- we can do better at 

identifying where we're insufficient once we 

have the REACH dossier in hand. 

DR. BELSITO:  But in the meantime, 

we may be stalling getting -- asking for data 

that -- I mean, I'd rather just go ahead and 

ask for the data. 

DR. BELSITO:  -- that we're not 

going to get from the REACH dossier. 

DR. SNYDER:  And not only have the 

REACH help support what we want to do, or 

drive our final decision.  But we should, I 



think, go out "insufficient," and ask for the 

data. 

DR. LIEBLER:  So, what's the use on 

cocamido?  Is it used? 

DR. BELSITO:  Yeah, it's nine uses, 

up to 6.5 percent -- five in leave-ons, four 

in rinse-offs. 

DR. LIEBLER:  So, cocamido would be 

nice, because most of these -- so there are a 

lot of these ingredients that are derived from 

fatty oil, you know, a lot of fatty oil 

mixtures.  And so, they all have a 

distribution of fatty-acid chain lengths that 

almost all of them overlap with the C18, which 

is the stearamido.  But then some of them go 

down further. 

So, cocamido is mostly C12 and C14.  

It's kind of on the short end of these.  So if 

we were to ask for absorption of the cocamido 

and, if absorbed, repro and developmental, 

that actually might satisfy our data need.  

Between that and the REACH dossier, we might 

have it covered for this group. 

DR. BELSITO:  But not sensitization. 



DR. LIEBLER:  Not sensitization -- 

well, you could sensitization on that, too, on 

the cocamido. 

DR. BELSITO:  Okay. 

DR. LIEBLER:  See, cocamido's a nice 

surrogate for the stuff that's shorter than 

C18.  That's basically what I'm saying.  

Because it's a mixture of chain lengths 

that's, you know, C12, C14, and C16 -- mostly 

12 and 14. 

DR. BELSITO:  Okay.  So, can we then 

keep everything in this document right now, 

and not suggest that we split it out, and say 

that for stearamidopropyl dimethylamine, we're 

tabling further requests for information 

pending the REACH dossier. 

But for the remaining eight 

ingredients, we would like absorption and, if 

absorbed, repro toxicity on cocamidopropyl 

dimethylamine -- 

DR. LIEBLER:  Right. 

DR. BELSITO:  -- and sensitization 

and irritation on cocamidopropyl 

dimethylamine. 



And if we don't get those, and if 

the REACH document satisfied our needs for 

stearamidopropyl dimethylamine, we'll go with 

"safe" on the stearamido, and "insufficient" 

on all the others. 

Would that be appropriate? 

DR. LIEBLER:  Yes. 

DR. BELSITO:  So that we can at 

least move the others along, and cut industry 

a break, and create that little extra reach 

for stearamidopropyl. 

Yes? 

DR. SKARE:  What about the 

(inaudible), which is a C22?  Where would that 

fall? 

DR. LIEBLER:  Longer, I'm not 

worried about, because there's less 

absorption, less -- 

DR. SKARE:  Yeah, I would agree.  

I'd just like to make sure I'm -- 

DR. BELSITO:  And what about the 

brassicamido?  What's brassica? 

SPEAKER:  (Inaudible) is 22? 

DR. LIEBLER:  Yeah, but the brassica 



-- the oils -- what's the chain length on -- 

MS. BURNETT:  Uhh -- they don't have 

brassica. 

DR. LIEBLER:  Brassica's not in 

there? 

MS. BURNETT:  But, I bet if I go 

back and look at the -- 

DR. LIEBLER:  I'm sure you've got 

it. 

MS. BURNETT:  -- plant-oil derived, 

vegetable oils, I'm sure I've got it there. 

DR. ANDERSEN:  Well, we actually 

have HRITT data on the brassica. 

DR. LIEBLER:  Okay.  So palm, we 

don't have -- is palm in this one? 

MS. BURNETT:  Palm is there. 

DR. LIEBLER:  Oh, it is.  Okay.  

Palm oil is short, it tends to be on the short 

side for fatty acids, because it's got 

caprylic, capric, lauric, maristic -- 

actually, the most abundant is the lauric, for 

the palm-kernel oil.  Oh, palm-kernel versus 

palm.  Okay. 

MS. BURNETT:  And we're looking at 



palm -- 

DR. LIEBLER:  And here we're looking 

at palmital -- oh, that's palmitic, never 

mind.  So we don't have palm-kernel or palm 

oil.  So, never mind, on that. 

I think cocamido probably is our 

best thing to ask for.  It's not showing here, 

but I looked that up separately. 

I think I looked it up in another 

resource.  But cocamido -- 

DR. BELSITO:  So, for -- I mean -- 

DR. SNYDER:  You really need to look 

at this list, because it's more that those 

nine in that table. 

DR. LIEBLER:  Right.  Yeah.  And 

I've got the list under the "Conclusions." 

So, what Don just recapitulated, I 

agree, too, still. 

DR. BELSITO:  I mean, for the ones 

that are larger, I mean, we're not asking for 

data on them. 

So at this point, I think we can 

say, you know, we're not asking for -- 

basically, we can say "insufficient." 



What we want is penetration and 

absorption of the cocamidopropyl and, if 

absorbed, repro and sensitization and 

irritation of the cocamidopropyl. 

And, by the way, we'll delay 

re-reviewing this document until after May of 

2013, when the REACH dossier is expected to 

come out.  So you have nine months, if you 

don't have this data, to try and generate some 

of it for us. 

And we don't even have to say 

anything about the stearamido. 

DR. LIEBLER:  Right. 

DR. BELSITO:  Okay. 

(Discussion off the record.) 

DR. BELSITO:  Oh, rapeseed, 

brassica.  Okay.  Yeah.  Canola.  Yeah.  C17, 

C18.  Yeah.  Okay. 

Yeah, they're all basically C18.  

(Whereupon, at 3:25 p.m., the 

PROCEEDINGS were adjourned.)  

*  *  *  *  * 
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